MINUTES OF 307" MEETING OF REGISTRATION BOARD
HELD ON 8™, 9" & 10™ JUNE 2021.
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307" meeting of Registration Board was held @&-01L0"June 2021 in the Committee
Room, Drug Regulatory Authority of Pakistan,9B!, Islamabad. The meeting was chaired by
Dr.Obaidullah, Director, Pharmaceutical Evaluation & Registration Division, DRAP. The
meeting started withecitation of the Holy Verses.

The meetig was attended ke following:-

1. Dr. Rafeeq Alam Khan, Meritorious Professor, Member
Faculty of Pharmacy, Ziauddin University, Karachi.

2. Lt. Gen.(R) ProfDr. Karamat Ahmed Karamat (H\M, SI-M) Member
Former Surgeon General Pakistan

3. Maj. Gen. (R)Dr.Tahir Mukhtar Sayed, Member
Inspector General (Hospitals), Fauji Foundation, Rawalpindi

4. Mr. Iftikhar A.Choudhary, Member
Ex-Chief PharmacistPunjab UnviersityLahore

5. Dr. Qurban Ali,FormerDirector General, Member
National Veterinary Laboratories, Islamabad

6. Dr. Amanullah Khan, Director, Member
Drugs Testing Laboratory, Quetta. Government of Balochistan

7. Dr. Muhammad Khalid Jawed, Director, Member
Drugs Testing Laboratory,Peshawar Government of Khigha&htunkhwa

8. Mr. MuhammadSohail Director, Member
Drugs Testing Laboratory,ahoreGovernment othe Punjab

9. Syed Adnan Rizvi, Member

Director, Drugs Testing Laboratory, Karachi. Government of Sindh

10. | Mr. Ghulam MujtabaDy. Director,Representative of IPO, Islamabad. | Member

11. | Mr. Muhammad Aslam, Deputy Draftsmdin Member
Representative of Ministry of Law & Justice, Islamabad

12. | Dr. Noorus-SabapDirector, Member
Representative ddiological Evaluation & Research Division, DRAP

13. | Mst. Mahvesh AnsariDeputyDirector (QC), Member
Representative of QA&LT Division, DRAP

14. | Mr. Abdullah, Member/
Additional Director (PE&R), DRAP. Secretary

15. | Dr. Muhammad Akram, Dy.Animal Husbandry Commissioner, Co-Opted
M/o National Food Security & Researdblamabad Member

Mr. Asif Jalil, Incharge PEC and respective Assistant Directors, presented the agenda
of PE&R Divison. Additional Director DBER &Assistant DirectordDBER attended the
meeting to presenté agenda of Biological Evaluation & s&arch DivisionDeputyDirector,
QA&LT was assisted by respective Assistant Directors to present the agenda of QA & LT
Division.

Mr. Jalal Ud Din Zaffar, Mr. Hamid Raza &r.Uzair Nagra(PPMA); Mr. Nadeem
Alamgir & Mr. Aftab Ahmed Khan(Pharma Bureaudnd Mr. Atif Igbal & Sai fur Rehman
(PC&DA) attended the meeting as observers.
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Item No. I:  Confirmation of Minutes of Registration Board from 297" to 306"
Meetings.
297" Meeting of Registration Board.
297" meeting of Registration Board was held of'123", 14" & 15" January, 2021.
Initially the partial minutes of 297meeting of Registration Board were circulated among the
members of Board on f8anuary, 2021 for kind perusal/ consideration/ appfasamments

(if any).

Later, draft minutes of 297meeting of Registration Board were circulated among the
members of Registration Board or® March, 2021 with the request of perusal/
approval/comments. All members agreed with the draft mindi@sever, during finalization
of draft minutes the following typo errors were found which were corrected, accordingly;

Cases Brand Name Correction Made
mentioned @
Sr.No.
78 Femidol 75mg/3ml BP Specification. Previously Pharmacological group
Injection mentioned as Specification
83 Pacidex10 D 10% IV | Dextrose monohydrate 10g mentioned instead of 5g
Injection 1000ml decision
84 Pacidex10 D 10% IV -as above
Injection 500ml
85 Pasisal HS Brand Name corrected as Pacisal in decision
86 Pasisal NS -as above
87 PacilactRL IV Infusion | Composition of Calcium chloride dehydrate correg
500ml from 0.022g to 0.020g.

1077 |M-Xone 1g Injection IM | Route of administration as IV was corrected accordin
initial application of firm as discussed/ deferiad279"
meeting of Registration Board.

1127 |Accred 100mg Tablet Formulation was corrected from enteric coated
sustained release tablet as per application of firm.

Chairman, Registration Board approved the fair minutes of" 2@igeting of
Registration Board which were circulated among concerned divisions/sections for
implementation.

298" Meeting of Registration Board
298" meeting of Registration Board was held on 18th January, 2021 to discuss matters

related to Covidl9. The meeting was chaired by Dr. Obaidullah, Director, Pharmaceutical

Evaluation & Registration Division, DRAP. Dr.Ncos-Saba, Director, DBE&R, Mr. Akhter

Abbas Khan, Additional Director QA&LT Division and Mr. Abdullah, Additional Director

(PE&R)/Secretary, Registration Board attended the meetipgerson; whereas following

members attended the meeting via Zoom video link.

Lt. Gen. (R) Dr. Karamat Ahmedaramat HiM, SI-M,

Dr. Rafeeq Alam Khan, Meritorious Professor,

Maj.Gen. (R) Dr. Tahir Mukhtar Sayed,

Dr. Qurban Ali, ExDirector General,

Mr. Iftikhar A.Choudhar

Dr. Amanullah Khan, Director,

Syed Adnan Rizvi, Director, DTL, GovernmesftSindh

Mr. Zohaib Abbas Khan, Director Technical, DTL Rawalpindi

Ms. Saima Kanwal, Representative of IPO, Islamabad
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Prof.Brig.(R) Dr.Muzammil H.Najmi, Chairman Committee on Evaluation of Clinical
Trials also joined the meeting via zoom link.

Draft minutes of meeting were circulated among the members of Board'dar@ary,
2021 for kind perusal/consideration/ approval/comments (if any). All members agreed with the
draft minutes. Chairman, Registration Board advised to incorporate the Woadst fap pr ov e
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letter wildl be issued after grant of DSL
incorporated. Chairman, Registration Board approved the fair minutes Bfr@é8ting of
Registration Board which were circulated to concerned divigioimplementation.

299" Meeting of Registration Board
299" meeting of Registration Board was held ofi%nuary, 2021 to discuss matters

related to Covidl9. The meeting was chaired by Dr. Obaidullah, Director, PE&R/ Chairman

Registration Board. DNoor-us-Saba, Director, DBE&R, Mr. Akhter Abbas Khan, Additional

Director QA&LT Division and Mr. Abdullah, Additional Director (PE&R)/Secretary,

Registration Board attended the meetingp@nson; whereas following members attended the

meeting via Zoom vide link:

Lt. Gen. (R) Dr. Karamat Ahmed Karamat

Dr. Rafeeq Alam Khan,

Maj.Gen. (R) Dr. Tahir Mukhtar Sayed,

Dr. Qurban Ali,

Mr. Iftikhar A.Choudhary,

Dr. Khalid Javed Director DTL Peshawar

Mr. Muzammil Waheed Director DTL Rawalpindi

Mr. Ghulam Mujtaba, Representative of IPO, Islamabad.
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Prof. Brig. (R) Dr. Muzammil H. Najmi, Chairman Committee on Evaluation of
Clinical Trials and Mr. Shahid Malik Additional Secretary Drugs Control, Department of
Health Punjab also joined the meeting via zoom link.

The draft minutes of the meeting weigcalated among the members of Board off 24
January, 2021 for kind perusal/consideration/ approval/ comments (if any). Chairman,
Registration Board approved the fair minutes of'28%eting of Registration Board which
were circulated to concerned divisifor implementation.

300" Meeting of Registration Board
300" meeting of Registration Board was held ol E2bruary, 2021 to discuss matters

related to Covidl9. The meeting was Chaired by Dr. Obaidullah, Director, PE&R/ Chairman

Registration Board. Mr. Abdullah, Additional Director (PE&R)/Secretary, Registration Board

attended irperson; whereas following mdrars attended the meeting via Zoom video link:

Lt. Gen. (R) Dr. Karamat Ahmed Karamat

Dr. Rafeeq Alam Khan,

Maj.Gen. (R) Dr. Tahir Mukhtar Sayed,

Dr. Qurban Ali,

Dr. Amanullah Khan, Director DTL Quetta

Mr. Muzammil Waheed Director DTL Rawalpindi

Syed Adnan Rizvi, Director DTL Karachi

Dr. Khalid Javed, Director DTL Peshawar

Dr. Noorus-Saba, Director, DBE&R, DRAP.

0.| Mr. Akhter Abbas Khan, Additional Director, QA&LT, DRAP.

Prof. Brig. (R) Dr.Muzammil H. Najmi, Chairman Committee on Evaluation of
Clinical Trials also attended the meeting on special invitation to apprise the Board about
proceeding and decision of Committee.
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The draft minutes of subject meeting were circulated among the meafilizvard on
15" February, 2021 for kind perusal/consideration/ approval/ comments (if any). All members
agreed with the draft minutes. Accordingly, Chairman, Registration Board approved the fair
minutes of 30t meeting of Registration Board which werecaiated to concerned division
for implementation.
3015t Meeting of Registration Board

301 meeting of Registration Board was held dhMarch, 2021 to discuss matters
related to Covidl9. The meeting was chaired by Dr. Obaidullah, Director, PE&R/ Chairman
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Registration Board. Ch. Zeeshan Nazir, Additional Director (DBER) and Mr. Abdullah,
Secretary Registration Board attended the meehrgeison; whereas following members
attended the meeting via Zoom video link:

Lt. Gen. (R) Dr. Karamat Ahmed Karamat

Dr. Rafeeq Alam Khan,

Maj.Gen. (R) Dr. Tahir Mukhtar Sayed,

Mr. Iftikhar A.Choudhary,

Dr. Amanullah Khan, Director DTL Quetta

Mr. Muzammil Waheed Director DTL Rawalpindi

Syed Adnan Rizvi, Director DTL Karachi

Mr. Ghulam Mujtaba, Representative of IPO, Islamabad.

Dr. Noorus-Saba, Director, DBE&R, DRAP.

0.| Mr. Akhter Abbas Khan, Additional Director, QA&LT, DRAP.

Prof. Brig. (R) Dr. Muzammil H. Najmi, Chairman Committee on Evaluation of
Clinical Trials also attended the meeting on special invitation to apprise the Board about
proceeding and decision of Committee. Dr. Sofia Yunus, Deputy Director, Expanded Program
on Immunization (EPI) also attended the meeting on special invitation to apprise the Board
about the updated status of AEFI reporting of COMBvaccine.
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The draft minutes of subject meeting were circulated among the members of Board on
15th February, 2021 fdind perusal/consideration/ approval/ comments (if any). All members
agreed with the draft minutes. Accordingly, Chairman, Registration Board approved the fair
minutes of 30% meeting of Registration Board which were circulated to concerned division
for implementation.

3029 Meeting of Registration Board
302'¥ meeting of Registration Board was held dhMarch, 2021 to discuss matters

related to Covidl9. The meeting was chaired by Dr. Obaidullah, Chairman, Registration

Board. Mr. Abdullah, Additional Director (PE&R)/Secretary, Registration Board, DRAP

attended the meeting-person; whereas following mérars attended the meeting via zoom

video link:

Dr. Rafeeq Alam Khan, Meritorious Professor,

Maj. Gen. (R) Dr. Tahir Mukhtar Sayed,

Dr. Amanullah Khan, Dector, DTL, Government of Baluchistan

Mr. Muzammil Waheed, Director DT,IRawalpindi, Govt. oPunjab

Syed Adnan Rizvi, Director, Drugs Testing Laboratory, Government of Sindh

Dr.Noor Us Saba, Director, Division of Biological Evaluation & Research Divis

DRAP

Mr. Akhter Abbas Khan, Additional Director (QA&LT), DRAP.

The draft minutes ofubject meeting were circulated among the members of Board on
10" March, 2021 for kind perusal/consideration/ approval/ comments (if any). All members
agreed with the draft minutes. Accordingly, Chairman, Registration Board approved the fair
minutes of 3@" meeting of Registration Board which were circulated to concerned division
for implementation.
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3039 Meeting of Registration Board

3039 meeting of Registration Board was held off' March, 2021 to discuss matters
related to Covidl9. The meeting was chaired by Dr. Obaidullah, Chairman, Registration
Board. Mr. Abdullah, Additional Director (PE&R)/Secretary, Registration Board, DRAP
attended the meeting-person; whereas following mérars attended the meeting via zoom
video link.

1. | Lt. Gen. ® Dr. Karamat A. Karamat

2. | Dr. Rafeeq Alam Khan, Meritorious Professor,

3. | Maj. Gen. (R) Dr. Tahir Mukhtar Sayed,
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Dr. Qurban Ali

Mr. Iftikhar A. Choudhary,

Dr. Amanullah Khan, DirectoDTL, Government of Baluchistan

Mr. Muzammil Waheed, DirectddTL, Rawalpindi, Govt. of Punjab

Syed Adnan Rizvi, Director, Drugs Testing Laboratory, Government of Sindh
. | Dr.Noor Us Saba, Director, Division of Biological EvaluatiorR&search Division
0.| Mr. Akhter Abbas Khan, Additional Director (QA&LT), DRAP.

1. | Mr. Ghulam Mujtaba, Representative of IPO, Islamabad.

BB XN o 0~

The draft minutes of subject meeting were circulated among the members of Board on
11" March, 2021 for kind perusal/approval/ comments (if any). All members agreed with the
draft minutes. The Chairman, Registration Board approved the fair minutes'df2@8ing
of Registration Board which were circulated to concerned division for implatian

304" Meeting of Registration Board
304" meeting of Registration Board was held dhApril, 2021 to discuss matters

related to Covidl9. The meeting was chaired by Dr. Obaidullah, Chairman, Registration Board

and was attended by Mr. Abdullahdditional Director (PE&R)/Secretary, Registration Board,

DRAP. Following members attended the meeting via zoom video link:

Dr. Rafeeq Alam Khan, Meritorious Professor,

Lt. Gen. (R) Dr. Karamat Ahmed Karamat,-M| SI-M,

Maj. Gen. (R) Dr. Tahir Mukhtar Sayed,

Dr. Qurban Ali,

Mr. Iftikhar A. Choudhary,

Dr. Amanullah Khan, DirectoDTL, Government of Baluchistan

Mr. Muzammil Waheed, DirectddTL, Rawalpindi, Govt. of Punjab

Syed Adnan Rizvi, DirectoDTL, Government of Sindh

Dr.Noor Us Saba, Director, Division of Biological Euation & Research Divisior

0.| Mr. Ghulam Mujtaba, Representative of IPO, Islamabad.
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The draft minutes of subject meeting were circulated among the members of
Registration Boaran 12" April, 2021 with the request for perusal/approval /comments (if
any). None of the members disagreed the draft minutes. Accordingly, Chairman, Registration
Board approved the fair minutes of 80#heeting of Registration Board which were circulated
to concerned division for implementation.

305" Meeting of Registration Board

305" meeting of Registration Board was held o’ ®fay, 2021 to discuss matters
related to Covidl9. The meeting was chaired by Dr. Obaidullah, Chairman, Registration Board
DRAP DRAP alongwith physical participation of Dr.Noews-Saba, Director, DBE&R and
Mr. Abdullah, Additional Director (PE&R)/SecretaiRegistration Board. Following members
attended the meeting via zoom video link:

Dr. Rafeeq Alam Khan, Meritorious Professor,

Lt. Gen. (R) Dr. Karamat Ahmed Karamat,-M| SI-M,

Maj. Gen. (R) Dr. Tahir Mukhtar Sayed,

Dr. Qurban Ali, ExDirector General,

Dr. Amanullah Khan, DirectoDTL, Government of Baluchistan

Dr. Muhammad Khalid Jawed, Direct@TL, Government of KPK

Mr. Muzammil Waheed, DirectddTL, Rawalpindi, Govt. of Punjab

1
2
3
4.
5. | Mr. Iftikhar A. Choudhary,
6
7
8
9

Syed Adnan RizviDirector, Drugs Testing Laboratory, Government of Sindh

10. | Mr. Akhter Abbas Khan, Additional Director (QA&LT), DRAP

11.| Muhammad Aslam, Deputy Draftsman, Representative of M/o Law & Justice

12.| Mr. Ghulam Mujtaba, Representative of IPO, Islamabad.
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The draft minutes of subject meeting were circulated among the members of
Registration Board on ¥May, 2021 with the request for perusal/approval /comments (if any).
None of the members disagreed the draft minutes. Accordingly, Chairman, Registration Board
approed the fair minutes of 385meeting of Registration Board which were circulated to
concerned division for implementation.

306" Meeting of Registration Board (Virtual Meeting).
308" meeting of Registration Board was held orf'8lay, 2021 to discuss matters

related to Covidl9. The meeting was chaired by Dr. Obaidullah, Chairman, Registration Board

DRAP alongwith physical participation of Dr.Noews-Saba, Director, DBE&R and Mr.

Abdullah, Additional Director (PE&R)/Secretary, @stration Board. Following members

attended the meeting via zoom video link:

1. | Dr. Rafeeq Alam Khan, Meritorious Professor,

2. | Lt. Gen. (R) Dr. Karamat Ahmed Karamat,-M| SI-M,

3. | Maj. Gen. (R) Dr. Tahir Mukhtar Sayed,

4. | Dr. Qurban Ali, ExDirectorGeneral,

5. | Mr. Iftikhar A. Choudhary,

6

7

8

9

Dr. Amanullah Khan, DirectoDTL, Government of Baluchistan

Dr. Muhammad Khalid Jawed, Director]TD, Government of KPK

Mr. Muzammil Waheed, Director TL, Rawalpindi, Govt. of Punjab

. | Syed Adnan RizviDirector, Drugs Testing Laboratory, Government of Sindh
10.| Mr. Akhter Abbas Khan, Additional Director (QA&LT), DRAP

11.| Muhammad Aslam, Deputy Draftsman, Representative of M/o Law & Justice
12.| Mr. Ghulam Mujtaba, Representative of IPO, Islamabad.

The draft minutes of subject meeting were circulated among the members of
Registration Board on®1June, 2021 with the request for perusal/approval /comments. All
members agreed the draft minutes via email/WhatsApp. Accordingly, Chairman, Registration
Board approve the fair minutes of 3@Bmeeting of Registration Board which were circulated
to concerned division for implementation.

Decision: Registration Board confirmed the minutes of 297, 298", 299", 300", 30F
3029, 303¢9, 304", 303" and 308" meetings of Registration Board.
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Item No. I

Item No.
Item No.
Item No.
Item No.
Item No.
Item No.
Item No.
Item No.
Item No.
Item No.
Item No.
Item No.
Item No.

Division of Pharmaceutical Evaluation & Registration

Pharmaceutical Evaluation Cell (PEC)

1: Agenda of Evaluator PECIII (Mr. Muhammad Haseeb Tariq)
2: Agenda of Evaluator PECIV (Mst.Farzana Raja)

3: Agenda of Evaluator PEGVII (Mst. Sidra Khalid)

4: Agenda of Evaluator PEGV (Mst. Igra Aftab)

5: Agenda of Evaluator PECII (Mr. Ammar Ashraf Awan)

6: Agenda of Evaluator PECIX (Mr. Hanif Ullah)

7: Agenda of Evaluator PECGXI (Mr. Farhadullah)

8: Agenda of Evaluator PECXIIl (Mr. Shahid Nawaz)

9: Agenda of Evaluator PECXIV (Mr. Muhammad Ahsan Hafiz)
10: Agenda of Evaluator PECI (Mr. Farooq Aslam)

11: Agenda of Evaluator PEGVI (Mr. Muhammad Umar Latif)
12: Agenda ofAssistant Director RRR (Mr. Syed Ajwad Bukhari)
13: Agenda of Assistant Director RRR (Mst. Saima Hussain)

Total Cases 2403
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Item No. 1: Agenda of Evaluator PECIII
Case no. 01 Registration applications for local manufacturing of drugs

a.

Deferred cases of human drugs

Name and address of manufacturg M/s Jupiter Pharma, Plot No. 25, Street #,National
Applicant Industrial Zone, Rawat, Islamabad.

ContractManufactured byM/s Bio-Labs (Pvt.) Ltd., Plof
No. 145, Industrial Triangle, Kahuta road, Islamabad.

Brand Name +Dosage Form + Streng Jumep Injection

Composition Each vial contain:
Omeprazole sodium eq. to
Diary No. Date oR& | & fee Dy.No 1671 dated $11-2017 Rs. 50,000/
Pharmacological Group PPI
Type of Form Form 5
Finished Product Specification Firm has claimed in house specification
Pack size & demanded price 16s: As per SRO
Approval status of product iReference Omeprazole 40 mg Powder for Solution for Infusion
Regulatory Authorities. Sandoz (MHRA Approved)
Me-too status Risek Injection by Getz
GMP status Bio-labs pharma was issued GMP certificate based
inspection dated"sand 6" December 2017
Remarks of the Evaluator 1 M/s Jupiter Pharma has 3 approved sections and ha

product already registered for contract manufacturing
1 Registration Board in its 286meeting on the basis ¢
panel inspection report for capacity assessment de
NOT to allow the contract manufacturing BDry Vial
(General) sectionill capacity assessment and Dry v
(Cephalosporin) till capacity enhancement however
Board allowed contract manufacturing for Infusio
(nonantibiotic and antibiotic) & Ampoule (Gener{
section.

Decision of 288 meeting of Registration Board:

Deferred as Registration Board in its #86eeting on the basis of panel inspection report for cap
asessment decided NOT to allow the contract manufacturidgyivial (General) sectiotill capacity
assessment and Dry vial (Cephalosporin) t

Response by the firm: Firm has submitted that M/s Biolab will perform lyophilizatiocess ang
Registration Board in its 283meeing decided as under:
Registration Board discussed the inspection report in details. Deliberations were made on
used and available capacity keeping in view registered product, currently applied productsran
products. After thorough deliberation, the Board decided to allow contract manifgfrom M/s
Bio-Labs (Pvt) Ltd. Plot No.145 Industrial Triangle, Kahuta Road, Islamabad for following sect
91 Dry Suspension (Cephalosporin)
1 CapsulgCephalosporin)
9 Dry vial injectable (Cephalosporin)
9 Lyophilized vial injectable (General)

DecisionrAppr oved with innovatords specificati
Name and address of manufacturg M/s Jupiter Pharma, Plot No. 25, Street #,National
Applicant IndustrialZone, Rawat, Islamabad.
Contract Manufactured byM/s Bio-Labs (Pvt.) Ltd., Plof
No. 145, Industrial Triangle, Kahuta road, Islamabad.
Brand Name +Dosage Form + Streng Esojup Injection
Composition Each vial contain:
Esomeprazole (as sodi um) ¢
Diary No. Date of R& | & fee Dy.No 1668 dated ¥71-2017 Rs. 50,00017-11-2017
Pharmacological Group PPI
Type of Form Form 5
Finished Product Specification Firm has claimed in house specification
Pack size &demanded price 16s: As per SRO
Approval status of product in Referen Nexium LV. 40 mg Powder for solution for injectio
Regulatory Authorities. infusion by Astrazaneca (MHRA Approved)
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Me-too status Nexum Injection by Getz

GMP status Bio-labs pharma was issued GMP certificate based
inspection dated'sand &' December 2017
Remarks of the Evaluator 9 M/s Jupiter Pharma has 3 approved sections and ha

product already registered for contract manufacturing
1 Registration Board in its 286meeting on the basis ¢
panel inspection report for capacity assessment de
NOT to allow the contract manufacturing BDry Vial
(General) sectiorill capacity assessment and Dry v
(Cephalosporin) till capacity enhancement however
Board allowed contract manufacturing for Infusi
(nonantibiotic and antibiotic) and Ampoule (Genel
section.
Decision of 288 meeting of Registration Board:
Deferred as Registration Board in its #86eeting on the basis of panel inspection report for cap
assessment decided NOT to allow the contract manufacturldy Mial (General) sectiotill capacity
assessment and Dry vial (Cephalosporin)tiiegac i ty enhancement o
Response by the firm: Firm has submitted that M/s Biolab will perform lyophilization proceg
Registration Board in its 293meeing decided as under:
Registration Board discussed the inspection report in details. Deliberatimasnade omsed and
available capacity keeping in view registered product, currently applied products and future p
After thorough deliberation, the Board decided to allow contract matufiag from M/s Bio-Labs
(Pvt) Ltd. Plot No.145 Industridlriangle, Kahuta Road, Islamabad for following sections:
1 Dry Suspension (Cephalosporin)
1 Capsule (Cephalosporin)
9 Dry vial injectable (Cephalosporin)
9 Lyophilized vial injectable (General)

DecisionnApproved with innovatorés specificati

Name andaddress of manufacturer| Sunshine Pharmaceuticals, Emanabad. G.T. F

Applicant Gujranwala

Brand Name +Dosage Form + Strend Detran SR 100mg Tablets

Composition Each sustained release tablet contains:
Diclofenac Sodium é. 100r

Diary No. Date oR& | & fee Dy.No 2534 dated $20-2010
PKR 8,000/ (12-10-2010) +PKR 12,000(06-01-2015)

Pharmacological Group NSAID

Type of Form Form 5

Finished Product Specification USP

Pack size & demanded price 3x106s: Rs. 340. 26

Approval status oproduct in Referenc( Diclofenac sodium ER tablet by Mylan

Regulatory Authorities. (USFDA Approved)

Me-too status Voltral SR Tablet by Sandoz

GMP status Last inspection report Is not provided.

Remarks of the Evaluafor QA division was asked toonfirm the GMP status of th
firm vide letter dated 28-2018. QA in its respons
i nformed t hat i ns p-6-2017 FdDr]
noted number of observations, firm was asked to rectify
observations. Firm has submitted compliance reportet
to conduct panel inspection for verification
improvements was issued of16-2017.

Decision of 28#% meeting of Registration Board: Registration Board referred the case to QA
Division to conduct GMP inspection of Firm on priority.

Responséy the firm: Firm has submitted copy of inspection report dated122D21 conducted b
FI'D. The report concludes that fH@ABased on
and discussion with the technical staff it was concluded that fismtade a lot of improvements a
up-gradations as per GMP guidelines. Quality assurance is day to day consistent effort an
regard, firm has shown their commitment to continue their consistent efforts in fuure as
manufacture their registed products strictly as per GMP guidelines.

Decision: Approved.
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Name and address of manufacturer /| M/s High-Q Pharmaceuticals. Plot No0.224, Sector
Applicant Korangi Industrial Area, Karachi
By M/s Surge Laboratories (Pvt) Ltd. 10 km, Faisala
Road, Bikhi, District Sheikhupura
Brand Name +Dosage Form + Streng Ondron 8mg/4ml Solution for Injection
Composition Each 4ml ampoule contains:
Ondansetron (as hydrochl d
Diary No. Date of R& | & fee Dy No. 24936: 18.2-2017PKR 50,000f: 1812-2017
Pharmacological Group Serotonin (5HT3) antagonists
Type of Form Form 5
Finished Product Specification USP
Pack size & Demanded Price 8ml x 106s, 8ml x 506s: As
Approval status of product in Ondansetron 2 mg/ml Solution for Injection by Generics
Reference Regulatoduthorities. UK (MHRA Approved)
Me-too status Zofran Injection 8mg / 4ml by GSK (Reg# 020669)
GMP status
Remarks of the Evaluafor 91 GMP inspection report within last 1 year is required

Decision of 288 meeting of Registration Board:
Deferred for confirmation of already approved products for contract manufacturing from the aj
firm.

Response by the firm:

Firm has submitted that they have got registration of 4 produasriract manufacturing basis:
GMP status of M/s Surgeast GMP inspection was conducted or0BE2019 and theeport concludes
good level of cGMP compliance.
GMP status of M/¢High-Q Pharmaceutical$SSMP certificate issued to M/s HigQ Pharmaceuticg
basedon inspection conducted on 15.02.2019
Decision: Approved.

Name and address of manufacturer /| M/s ISIS Pharmaceuticals & Chemical Works, Karachi

Applicant

Brand Name +Dosage Form + Streng ltop Solution

Composition Each 100ml Contains:
Povidonel o d i .A0gm

Diary No. Date of R& | & fee Dy. No 809: 0501-2018 PKR 20,000/ 05-01-2018

Pharmacological Group Topical antiseptic

Type of Form Form 5

Finished Product Specification Firm has claimed in house specification

Pack size & Demandderice 60ml, 100ml, 250ml, 500ml, 1000ml: Decontrolled

Approval status of product in N.A

Reference Regulatory Authorities.

Me-too status Could not be confirmed as veterinary drug, only availab
as human drug

GMP status Last inspection report datdd-9-2018 concludes as
fBased on the above obserq
is rated as GOOD.

Remarks of the Evaluator 1 Finished product monograph is available in USP.
i Firm has applied for decontrolled price, while {

indications and dosage mentioned is for human use.

Decision of 28" meeting of Registration Board:

Deferred for evidenc of approval of requi
for Human since applied formulation is of Human category.

Response by the firm:

Firm has submitted that our registration application for $wlption for human use was deferred by
Board and was considered as veterinary drug application and was placed under the veterina
However, our application was for human use. Firm has also submitted copy of form 5.

As per details of evaluatiaof form 5:

Composition: Each 100ml contains: Povidon
RRA status: Povidontdine 10% w/w alcoholic tincture (MHRA Approved)

Me-too status: Medidine solution 10% by Mediate Pharmaceuticals.

Pack size & Price: As per SRO
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Firm has also submittecbpy of section approval letter dated082021 specifying Liquid Extern
preparation (General) New section which was approved ifi 2@@ting of Central Licensing Boarg
Decision: Approved with USP specifications.

b. Deferrd cases of veterinarnydrugs

Name and address of manufacturer /| M/s Mylab Pvt Ltd.

Applicant Khankah Sharif Bahawalpur

Brand Name +Dosage Form + Stren¢ Pro-Penicilline Injection

Composition Each Vial Contains:

Procaine Penicil I i néls500,
Benzyl Penicilliné500, 000
Streptomycin as Sul phat eé

Diary No. Date of R& | & fee Dy. No 40586: 0612-2018 PKR 20,008704-12-2018

Pharmacological Group Antibiotic

Type of Form Form5

Finished Product Specification Firm has claimed in house specification

Pack size &Demanded Price 50ml: Decontrolled

Approval status of product in N.A

Reference Regulatory Authorities.

Me-too status Pro-Penicillin 2.5 Injection by International Pharma
(Reg. No074769)

GMP status Last inspection report dated-832018 to 1409-2018, pane
recommended the renewal of DML along with grant
additional 7 sections.

Remarks of the Evaluator 9 Firm has submitted formulation containing Streptomy

as Sulphate 2.5mg while the available-tbe contains
Streptomycin as Sulphate 2.5gm.

1 The annexures of form 5 including recommended clin
use, proposed dosage, composition and mi
formulation, nethod of manufacturing and finishg
product specifications are not provided.

Decision of 28" meeting of Registration Board: Deferred for evidence of applied formulatio
already approved by DRAP (generic /+40® status) alongwith registration nuerbbrand name a
name of firm. Board further directed the firm to submit annexures of form 5 including recomi
clinical use, proposed dosage, composition and master formulation, method of manufactu
finished product specifications.
Responsef the firm:

Firm has submitted revised master formulation as per the already availatde mgeneric produ
along with Form 5 and its annexures including recommended clinical use, proposed dosage, co
and master formulation, method of manudaictg and finished product specifications.

Firm has now revised their formulation as per the following label claim:
Each Vial Contains:

Procaine Penicillinél500,000 11U
Benzyl Penicilliné500,000 11U
Streptomycin as Sul phateé2. 5gm

Firm has also submitted 20,006¢e vide deposit slip No. 2062033 dated62021 for revision (
formulation

DecisionrApproved with Innovatords specificati
Each Vial Contains:

Procaine Penicillinée

BenzylPeni ci |l Il iné500, 000 I U
Streptomycin as Sulphateé2.5gm

Name and address of manufacturer /| M/s Mylab Pvt Ltd.

Applicant Khankah Sharif Bahawalpur
Brand Name +Dosage Form + Strend Mybiotic Injection
Composition Each Vial Contains:

Procai ne éPéén.1560i000llU n é
Benzyl Péaeéé bonn0iveé
Streptomyciée 13000phat e é
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Diary No. Date of R& | & fee Dy. No 40585: 0612-2018 PKR 20,0007 04-12-2018

Pharmacological Group Antibiotic

Type of Form Form5

Finished Product Specification Firm has claimed in house specification

Pack size & Demanded Price 50ml: Decontrolled

Approval status of product in N.A

Reference Regulatory Authorities.

Me-too status I-Penrit5 Injectionby International Pharma (Reg#07951
GMP status Last inspection report dated-832018 to 1409-2018, pane

recommended the renewal of DML along with grant
additional 7 sections.

Remarks of the Evaluator 9 Firm has submitted formulation containing Proca
Penicillin 150,000 1U while the available Ao containg
Procaine penicillin 1500,000 IU. Firm has requeste(
revise their formulation as per the available-tme and
submitted revised Form 5 and mastemmulation. Firm
has NOT submitted fee for revision in formulation.
Decision of 28" meeting of Registration Boardeferred for submission of fee for revision
formulation.

Response of the firm:

Firm has submitted revised master formulatiorpasthe already available reo / generic produ
along with Form 5 and its annexures.

Firm has revised their formulation as per the following label claim:
Each Vial Contains:

Procaine Penicillinél500,
Benzyl Penicilliné500, 000
StreptomycirSul phat eé5gm

Firm has also submitted 20,00@e vide deposit slip No. 2062029 dated@62021 for revision (¢
formulation

Decision: Approved with I nnovatorbés speci
Each Vial Contains:

Procaine Péai500000IU neé

Benzyl Peeiéé bdo,nao é

Streptomycin Sulphate2 .6 5 g m

00 I U
I

0
U

Case no. 02 Registration applications of CTD cases
a. New cases of Import

Name, address of Applicant / Importer| M/s Punjab Medical Service, Office No. 4/5¢Floor Jala
Center opposite OPD Gate Sir Gangaram Hospital Mo
Road Lahore.

Details of Drug Sale License of import| License No: 08352-0063041061D

Address: Office No. 4/5 2nd Floor Jalal Center opposite
Gate Sir Gangaram Hospital Mozang Raathore.
Address of gadown: First floor 793 Block C, Faisal Towt
Distt Lahore.

Validity: 27-02-2021

Status: License to sell drugs as a distributor

Firm has also submitted copy of application receipt
renewal of DSL dated 132-2021

Name and addresd marketing Onko llac San ve. Tic. A.S
authorization holder (abroad) Kosuyolu Cad. No. 34 34718, Kosuyolu Kadikoy / Istan
Turkey.

Name, address of manufacturer(s) Onko llac Sanayi ve Ticaret A.S
Gebze Organize Sanayi Bolgesi, 1700 Sokak, No.
Gebze, Kocaeli, Turkey

Name of exporting country Turkey
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Detail of certificates attached (CoPP,
Freesale certificate, GMP certificate)

CoPP:

9 Firm has submittedcopy of CoPP certificate (Ng
2018/1181) dated 2@3-2018 issued by Turkis
Medicines and Medical Devices Agency, Ministry
Health, Republic of Turkey for Mextu 1000mg/40r
IM/IVIIA/IT solution for injection and infusionThe CoPH
specifies that the produi licensed to be placed for u
in the exporting country but the product is not actuall
the market in exporting countrfhe CoPP confirms th
GMP status of the manufacturing site through peri
inspection in every 3 years. The certificate was vl
22-03-2020.

9 Firm has submitted original, legalized CoPP (
2021/593) dated 202-2021 for Mextu 1000mg/40n
solution for injection and infusion. The CoPP speci
free sale status of the product in country of origin a
with its availability. Tkre CoPP also confirms the GN
status of the firm.

GMP:

1 Firm has submittedopy of certificate of GMP compliang
of manufacturer (No. TR/GMP/2017/188) dated-118
2017 issued by Turkish Medicines and Medical DevV,
Agency, Ministry of Health, Republic of Turkey. T
certificate was valid till May 2019.

9 Firm has also submitted copyf GMP certificate (No
TR/GMP/2021/08) along with its English translation iss
by Turkey Pharmaceuticals and Medical Devices Age
The certificate is valid till 3112-2021.

Details of letter of authorization / sole
agency agreement

Firm has submitted a copy of letter of authorization f
General Director ofOnko llac San ve. Tic. Alcated a
Kosuyolu Cad. No. 34 34718, Kadikoy / Istanbul Turk
According to the letter, the firm Onko llac San ve.
aut horizes fAPwnjcals OMavd it ha
at Office No. 4/5 2nd Floor Jalal Center opposite OPD
Sir Gangaram Hospital Mozang Road Lahore to perforn
registration procedures, sales and other similar acti
concerning medicinal products for territory ofkizdan. The
letter was issued on Z23-2018 and it is valid for three yes
from date of issue.

The appendix 1 of the letter of authorization cont
products list containing Mextu 50mg, 500mg and 1000

Status of the applicant

Manufacturer
Importer
Is involved in none of the above (contract giver)

Status of application

New Drug Product (NDP)
Generic Drug Product (GDP)

Intended use of pharmaceutical produ

Domestic sale
Export sale
Domestic and Export sales

For imported products, specify one |
these

Finished Pharmaceutical product import
Buk import and local repackaging

5 Buk import and local repackaging faxpmort purpose onl

Dy. No. and date of submission

Dy. No. 1195: 1903-2019

Detailsof fee submitted

PKR 100,000f 19-03-2019
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The proposed proprietary name / bran
name

MEXTU 1000mg/40ml IM/IV/IA/IT Solution for Injectior
and Infusion

Strength / concentration of drug of
Active Pharmaceutical ingredient (API
per unit

Each micontains:
Met hotrexat eéé25mg

Pharmaceutical form of applied drug

Yellowish, clear solution filled in clear glass vial, sealed \
rubber closure and aluminium flip off brown seal.

Pharmacotherapeutic Group of (API)

Cytostatic agent: Folic Acid analogue (LO1BAQ01)

Reference to Finished product
specifications

BP

Proposed Pack size

16s

Proposed unit price

As per SRO

The status in reference regulatory
authorities

Methotrexate 25 mg/ml solution for injectio(MHRA
Approved)

For generic drugs (mmo status)

Unitrexate 1000mg injection by Al Habib pharmaceutica

Modulell (Quality Overall Summary)

Firm has submitted QOS as per WHO QPIS template
Firm has summarized information related to nomencla
structure, general properties, solubilities, physical fq
manufacturers, description of manufacturing process
controls, impurities, specifications, analytical procedures
its validation, batch analysis and justification
specification, referencetandard, container closure syst
and stability studies of drug substance and drug produc

Name, address of
manufacturer

drug substa

Zhejiang Hisun Pharmaceutical Co. Ltd 56 Binhai Rq
Jiaojiang Province, China

Module-lll Drug Substance:

Firm has submitted detailed drug substance data relaf
nomenclature, structure, general properties, solubil
physical form, manufacturers, description of manufacty
process and controls, impurities, specifications, analy
procedures and itglidation, batch analysis and justificati
of specification, reference standard, container closure sy
and stability studies of drug substance.

Stability Studies of Drug Substance
(Conditions & duration of Stabilit
studies)

Firm has submitted dbdity study data of 3 batches of bg
API at accelerated and real time conditions. The real
stability data is conducted at 25°C / 60% RH for 48 mon

Module-1ll Drug Product:

Firm has submitted data of drug product including
description, composition, pharmaceutical developmé
manufacture, manufacturing process and process cd
process validation protocols, control of excipients, contr
drug product, specifications, analytical procedu
validation of analytical procedures, batchanalysis
justification of specifications, reference standard
materials, container closure system and stability.

Pharmaceutical Equivalence
Comparative Dissolution Profile

d

Firm has submitted pharmaceutical equivalence
Methotrexate injectionrmanufactured by Cynamid of Grg
Britian England.

Analytical method validation/verificatio
of product

Firm has submitted that the product was initially regist
as an import license product and manufactured in

Pharmaceuticals India in 2014. After that they file a varig
application for replacement of manufacturing site to O
llac Turkey in 205. During this variation applicatig
manufacturing method transfer and analytical me
transfer studies were performed. Process validation,
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analysis and stability studies were also performed.
application was approved from MoH in 2017.

Container closure system of the di
product

40mL Typel clear glass vial (20R transparent glass vial) \
20mm Chlorobuthyl grey rubber stopper and 20
Aluminium flip-off purple seal

Stability study data of drug product, sh
life and storage conddns

Firm has submitted stability study data of 3 batches.
accelerated stability study data is conducted &C 42°C /
75% £ 5% RH for 6 months. The real time stability study
is conducted at 3C +2°C / 65% + 5% RH for 24 months.

Evaluation byPEC:

Shortcomings communicated

Response by the firm

Original,

valid and

2020.

legalized Certificate
Pharmaceutical Product (CoPP), since the subm
CoPP certificate was a copy and was valid tiH322

Firm has submitted original, legalized CoPP (]
2021/593) dated 2@2-2021 for Mextu
1000mg/40ml solution for injection and infusio
The CoPP specifies free sale status of the prog
in country of origin along with its availability. Th
CoPP also confirms the GMP status of the firm

Quality overallsummary (QOS) in module 2 needs
be submitted as per WHO QG®D template or thg
template approved by Registration Board in its'®
meeting.

Firm has submitted QOS as per WHO templ
approved by Registration Board.

Drug substance part needs todabmitted as per th
requirement of Module 3 section 3.2.S.

Firm has submitted drug substance part of mo
3 in section 3.2.S.

Submit data in section 3.2.P.2.2.1. to comply
decision of 293rd meeting of Registration Bog
which states thafi Phar maceuti ca
applied drug shall be established with the innoval
reference / comparator product and results of all
guality tests (mentioned in any official pharmacopd
or section 3.2.P.5.1 of this application) of f
developed fomulation and the innovator / referenc
comparator product should be submitted
di scussed. 0

Firm has submitted pharmaceutical equivale
with Methotrexate injection manufactured
Cynamid of Great Britian England.

Information related to Control @&xcipients as per th
requirement of section 3.2.P.4 is not submitted.

Firm has submitted details in controls of excipi
section

Decision: Approved as per Policy for inspection of Manufacturer abroadand verification of local

storage facility.

b. Deferred cases of import

Name, address of Applicant / Importer

M/s Himmel Pharmaceuticals (Pvt) Ltd. 788,
Faisal Town Lahore.

Bl o

Details of Drug Sale License of importe

License No: 08352-0065016174D

Address: 79D, Block C, Faisal Towmistrict Lahore.
Validity: 06-02-2022

Status: License to sell drugs as a distributor

Name and address of marketing
authorization holder (abroad)

AqVia GmbH KaisetWilhelm-Strabe 89 20355 Hambu
Germany.

Name, address of manufacturer(s)

AMW GmbH Birkerfeld 11 83627 Warngau Germany

Name of exporting country

Germany

Detail of certificates attached (CoPP,
Freesale certificate, GMP certificate)

CoPP: Firm has submitted originatgalized copy of CoP
(Certificate#. 2678.Ph_123-26) issued on 042-2019 by
Regierung von Oberbayern Maximilanstr 39 80
Munchen Deutschland. (Google translation: Governr
of upper Bavaria Maximilianstr Munich Germany. T
CoPP confirms the free Isastatus of the applied prody
and GMP status of the manufacturer through peri
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inspections every 2 years.

GMP: Firm has submittedLegalized copy of GMEF
(Certificate#. DE_BY_04_GMP_2018 0087) issued
01-08-2018 for M/s AMW GmbH Birkerfeld 11 8362
Warngau Germany by Regierung von Oberbay
Maximilanstr 39 80538 Munchen Deutschland. (Goc
translation: Government of upper Bavaria Maximiliaf
Munich Germany.

Details of letter of authorization / sole
agency agreement

Firm has submittedopy of Product specific sole agen
agreement dated 4®-2020 from AgVida GmbH Kaise
Wilhelm Str89 20355 Hamburg Germany.

Status of the applicant

5 Manufacturer
X Importer
5 Is involved in none of the above (contract giver)

Status of application

X New Drug Product (NDP)
5 Generic Drug Product (GDP)

Intended use of pharmaceutical produc

X Domestic sale
5 Export sale
5 Domestic and Export sales

Dy. No. and date of submission

Dy. No 22158 : 2810-2019

Details of fee submitted

PKR 100,000# 28-10-2019

The proposed proprietary name / branc
name

Leugon 11.25mg implant

Strength / concentration of drug of Actiy
Pharmaceutical ingredient (API) per un

Each implant contains:
11.25mg Leuprorelin acetate corresponding to 10.7
Leuprorelin

Pharmaceutical form of applied drug

Sterile cylindrical rods (diameter 1.5mm, length ak
18mmé& mass about 38mg prepared by holt melt extru

Pharmacotherapeutic Group of (API)

Gonadotropin releasing hormone analogues: (LO2AE(

Reference to Finished product
specifications

In house specs

Proposed Pack size

16s

Proposed unit price

As per SRO

Status in reference regulatory authoritie

Staladex 10.72 mg Implant (MHRA Approved)

For generic drugs (mm®o status)

Lorelin depot 11.25mg injectable. of M/s Amgo Mg
islamabad

Modulell (Quality Overall Summary)

Firm has submitted QOS as per WHO QBB template
Firm has summarized information related to nomencla
structure, general properties, solubilities, physicam,
manufacturers, description of manufacturing process
controls, impurities, specifications, analytical proced
and its validation, batch analysis and justification
specification, reference standard, container closure sy
and stability stuigs of drug substance and drug produg

Name, address of substal

manufacturer

drug

Bachem AG Haupstr 144 C#B416 Bubendor

Switzerland.

Module-1ll Drug Substance:

Not submitted as per Form 5F requirements

Stability Studies of Drug Substance
(Conditions & duration of Stability studies)

Not submitted

Module-lll Drug Product:

Not submitted as per Form 5F requirement

Pharmaceutical Equivalence 3

Not submitted.
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Comparative Dissolution Profile

Analytical method validation/verificatio Firm has submitted analytical method validation repor

of product drug substance and drug product.
Container closure system of the djEach implant is individually packed in single dose syri
product applicator. The applicator appearing as syringasists of

three main parts, the body with implant, holder unit a
mandarin and a needle unit. The applicator along
implant is packaged together with desiccant capsule
sealed polyester/aluminium/ polyethylene pouch.

Stability study data ofirug product, shel Firm has only submitted real time stability study data a
life and storage conditions Zone IV-A conditions

Evaluation by PEE

1 Data of drug substance in module 3 is not submitted as per Form 5F format.
1 Data of drug product imodule 3 is not submitted as per Form 5F format.

1 Data of Pharmaceutical equivalence is not submitted

1 Accelerated stability data of drug product is not submitted.

Decision of 298 meeting of Registration Board:
Deferred for submission of complete datadnfig substance and drug product in Moeldillas per th
requirements of Form 5F, further explained by Registration Board in the instant meeting.

Response by the firm:
Firm has submitted data in module 3. The details are as under:

Module-lll Drug Substance: Firm has submitted detailed drug substance data for
sources related to nomenclature, structure, ge
properties, solubilities, physical form, manufactur
description of manufacturing process and cont
impurities, specifications, ralytical procedures and i
validation, batch analysis and justification of specificat
reference standard, container closure system and sti
studies of drug substance.
Firm has submitted open part of DMF for both sources

Stability Studies of Bug Substance Firm has not submitted long term stability study dat
(Conditions & duration of Stability studies) |drug substance a20°C and at 5°C for 60 months wh
accelerated stability study data at 25°C/60%RH an
40°C /75%RH for 24 months anchonths respectively.

Module-lll Drug Product: Firm has submitted data of drug product including
description, composition, pharmaceutical developm
manufacture, manufacturing process and process cg
process validation protocols, controlefcipients, contrg
of drug product, specifications, analytical procedd
validation of analytical procedures, batch analy
justification of specifications, reference standard
materials, container closure system and stability.

Pharmaceutical Equatence and Comparatiy Firm has submitted results of pharmaceutical equival
Dissolution Profile of Leugon 11.25mg implant with Staladex 11.25
implant Typharm limited Norwich UK.
Firm has submitted complete studies for drug releag
their formulation however any comparative study aga
the innovator product is not submitted.

Analytical method validation/verification (Firm has submitted analytical method validation studie
product the applied product.

Container closure system of theug product | The implants are individually packaged in single d
syringe applicator, which consists of three main parts
body with the implant holder unit, a mandarin and a ng
unit.
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The applicator containing the implant is packaged toge
with a dessicant  capsule in a ses
polyester/aluminium/polyethylene pouch.

Stability study data of drug product, shelf | Firm has submitted real time stability study data d
and storage conditions batches conducted at BD+2°C / 65% + 5% RH for 4
morths.

Firm has not submitted accelerated stability study aliatk
have submitted justification that storage at accelel
condition is not possible as the implants soften at hi
temperature and due to deformation cannot be ejected
the applicator.

Evaluation by PEE

As per the details of section 3.2.P.3.1 the manufacturer(s) of the product are:

The medicinal product is manufactured, analysed and released at:

AMW GmbH Birkerield 11 83627 Warngau Germany

Sterilisation is performed by:

Synergy HealtlAllershausen GmbH Kesselbodenstr. 7 85391 Allershausen Germany

Or

BBF sterilizationservice GmbH WillRusch Strabe 10/1 71394 Kernen Rommelshausen Germany
Microbiological tests are contracted to:

Eurofins BioPharma Product Testing Munich GmbH Behring&82152 Planegg Germany

or

BBF sterilizationservice GmbH WillRusch Strabe 10/1 71394 Kernen Rommelshausen Germany

Decision: Approved wi t h | nnov at or d@ ger Pgiay dor ihdpectn of dMansfacturer
abroad and verification of local storagefacility. The Board further decided that only the manufacturing
site of drug product mentioned on CoPP will be allowed.

10. | Name, address of Applicant / Importer | M/s Pfizer Pakistan Limited B, S.L.T.E., Karach
Pakistan

Details of Drug Sale Licensd importer |License No: DHSKDK(Drug}1108
Address: B2, S.I.T.E., Karachi.

Address of Godown:

12 Dockyard Road West Wharf Karachi.
C-11-D, S.I.T.E., Karachi.

Validity: 17-02-2020.

Status: Drug License by way of Wholesale

Name and address of marketing Hospira Australia Pty Ltd. -5, 723 and 2539, Lexia
authorization holder (abroad) Place, Mulgrave, Australia.

Name, address of manufacturer(s) Hospira Australia Pty Ltd. -b, 7-23 and 28539, Lexial
Place, Mulgrave, Australia.

Name of exportingountry Australia

Detail of certificates attached (CoPP, |CoPP: Firm has submitteariginal, legalized CoPP|
Freesale certificate, GMP certificate) |certificate (No. 18/0087) dated -D2-2018 issued b
Therapeutic Goods Administration  Australia,

ANZATAX Paclitaxel 100mg/16.7ml Injection Vial. Th
CoPP confirms free sale status of the product in expg
country as well as GMP status of themfacturing sitg
through periodic inspection not less than every two ye

Details of letter of authorization / sole |Firm has submitted copy of letter of authorization fi
agency agreement Hospira Australia Pty Ltd. 1 Lexia Place Victoria 31
Austrdia. The letter specifies that their principal place
business located at-83, 723, and 25839 Lexia Place
Mulgrave, VIC 3170 Australia as a manufacturer
marketing authorization holder in country of ori
authorize Pfizer Pakistan Limited, 12 Doekg Road
West Wharf Karachi Pakistan to be the marke
authorization holder in Pakistan and be responsible fq
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matters pertaining to the regulation of this produc
PakistanAuthorization letter was issued on-1%2019.

Status of thepplicant

5 Manufacturer
X Importer
5 Is involved in none of the above (contract giver)

Status of application

5 New Drug Product (NDP)
X Generic Drug Product (GDP)

Intended use of pharmaceutical produc

5 Domestic sale
5 Export sale
X Domestic and Export sales

For imported products, specify one 1
these

X Finished Pharmaceutical product import
8 Buk import and local repackaging

5 Buk import and local repackaging forgort purposg
only

Dy. No. and date of submission

Dy No 11863: 2805-2020

Details of fee submitted

PKR 100,000# 30-01-2020

The proposed proprietary name / branc
name

ANZATAX Concentrate 100mg/16.7ml Injection

Strength / concentration of drug of Actiy
Pharmaceutical ingredient (API) per un

Each VialContains:
Paclitaxel é100mg/ 16. 7ml

Pharmaceutical form of applied drug

Clear to pale yellow solution, free from visible particula
presented in clear Type | glass vials

Pharmacotherapeutic Group of (API) |Anticancer
Reference to Finished product USP
specifications

Proposed Pack size 16s
Proposed unit price As per SRO

The status in reference regulatory
authorities

Paclitaxel 6 mg/ml Concentrate for Solution for Infus
(MHRA Approved).

For generic drugémetoo status)

Paclitaxel Ebewe 100mg/16.7ml by Novartis{683094)

Module-1l (Quality Overall Summary)

Firm has submitted QOS as per WHO QBPIS template
Firm has summarized information related to nomencla
structure, general propertiesplubilities, physical form
manufacturers, description of manufacturing process
controls, impurities, specifications, analytical proced
and its validation, batch analysis and justification
specification, reference standard, container closistesy
and stability studies of drug substance.

Name, address of substal

manufacturer

drug

9 Python Biotech LLC 1527 Cliveden Avenue Cang
V3M 6P7 Delta, British Colombia.

9 Hospira Boulder Inc. 4876 Sterling Drive Boulder,
80301, USA.

Module-1ll Drug Substance:

Firm has submitted detailed drug substance data for
sources related to nomenclature, structure, ge
properties, solubilities, physical form, manufactur
description of manufacturing process and cont
impurities, specifications, ralytical procedures and |
validation, batch analysis and justification of specificat|
reference standard, container closure system and stq
studies of drug substance.

Firm has submitted open part of DMF for both sources
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Stability Studies oDrug Substance
(Conditions & duration of Stability studies)

Firm has not submitted stability study data of each
substance but referred to CEP certification

Module-lll Drug Product:

Firm has submitted data of drug product including
description, composition, pharmaceutical developmg
manufacture, manufacturing process and process cg
process validation protocols, control of excipients, cor
of drug product, specifications, analytical procedu
validation of analytical procedures, batcanalysis
justification of specifications, reference standard
materials, container closure system and stability.

Pharmaceutical Equivalence 3
Comparative Dissolution Profile

Not initially submitted

Analytical method validation/verificatio
of product

Firm has submitted analytical method validation studie
the applied product.

Container closure system of the di
product

20 mL, 20 mm clear Type | glass vial with rubber stoy
and aluminium seal

Stability study data of drug produstelf
life and storage conditions

Firm has submitted stability study data of 3 batches
accelerated stability study data is conducted &€ 42°C /
75% £ 5% RH for 6 months. The real time stability st
data is conducted at 30+2°C/75%+5% RH for 3énonths,

Evaluation by PEC:

Shortcomings communicated

Response by the firm

Justify the application for import along wi
fee (PKR 100,000) submitted on the basis
nDrug Manufacturi ni
ADrug Sale Licenseq

Firm has submitted thadpplication was submitted ¢
Drug Sale License (DSL address2BSITE Karachi).
However, DML number was mentioned on the submi
fee challan.

Provide valid drug sale license since f{
submitted DSL was valid till 202-2020.

Firm has submitted valid Swith following details:
License No: DHSKDK(Drug)1222

Address: B2, S.I.T.E., Karachi.

Address of Godown:

12 Dockyard Road West Wharf Karachi.

C-11-D, S.I.T.E., Karachi.

Validity: 21-04-2022.

Status: Drug License by way of Wholesale

Provide completéabel claim in section 1.5.]
as per the innovator / reference product.

Required information (i.e. Paclitaxel 100mg/16.7ml) |
been provided in Section 1.5.2 of Form 5F.

Provide pharmacopoeial reference and sti
of the applied formulation in officig
pharmacopoeia in section 1.5.6 instead
referring to module 3.

Paclitaxel (Anzatax) is available in USP. Drug prod
will comply to USP.

Submit batch manufacturing records
section 2.3.R.1.1 as per the decision of®
meeting of Registration Board which stay
t hat AProvide copy
Record (BMR) for all the batches of dry
product for which stability studies data
provided in Modul e

Firm has submitted batch manufacturing reicof the
stability batches.

Submit complete data of drug substance
module 3 section 3.2.S for both sources as
the guidance document of 293neeting of
Registration Board instead of referring
CEP certificate issued by EDQM.

The entire (as per @ Section) Drug substanc
information for Phyton Biotech LLC is enclosed.
Further, with this response we would like to inform y
that we are removing Hospira Boulder Inc. as the site
been divested and confirming that for Pakistan only ¢
substance amufactured by Phyton will be used f
Anzatax commercial batches.

You have mentioned two different sources
drug substance, but the drug product part ¢
not specify the exact source of drug substg

We would like to clarify regarding the sources of di
substance used in the development of
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which was used to develop the formulati
and forwhich stability studies were provide
Clarification is required in this regard.

the proposed DS site for commercial batches of Anz

Additional stability studies utilizing only Phyton dry

Anzatax Injection. Paclitaxel (drug substani
manufactured by Boulder was used fioe developmen
of Anzatax Injection. Data contained with the 3.2.
section of the dossier, submitted herein, utilized Bou
drug substance material. Since Boulder has been dive

Injection forPakistan will only be Phyton.

substance have also been submitted by the firm

Submit data of pharmaceutical equivalenct
section 3.2.P.2.2.1. as per the decision
293Y meeting of Registration Board, whic
st at e #hartmdceutical Bquivalence |
the applied drug shall be established with
innovator / reference / comparator prody
and results of all the quality tests (mentior|
in any official pharmacopoeia or sémh
3.2.P.5.1 of this application) of the develog
formulation and the innovator / reference
comparator product should be submitted &
discussed 0

Anzatax has been developed as a generic equivalg

the firm in which equivalence was conducted aga

Taxol marketed in Europe by Bristol Myers Squi
(BMS). Pharmaceutical equivalence data is submitte|

Taxol.

Accelerated stability study data of 3 batcl
needs to be submitted for both sources of
drug substance in section 3.2.P.8.3.

Accelerated data can be used to help determing

Firm has subntied that stability data of three (3) batch
at the proposed storage conditions to the proposed
life has been included.

proposed shelfife when full term data is unavailabl
However 3 batches the proposed shelf life (18 month
using the drug substance manufactured by Phytor]
included in this response thus accelerated data will n
provided.

Firm has not submitted accelerated stability study daf

Real time stability study data of 3 bass of
drug product conducted as per ZoneAV
conditions needs to be submitted for b
drug substances in section 3.2.P.8.3 since
submitted stability study data is not for
batches and is not conducted as per zoRe
A conditions. Furthermore a dechtion from
the Hospira Australia Pty Ltd date
11.03.2020 is submitted which specifies t
they have performed stability studies as
zine IV-B conditions but the stability dali
showed an upward trend for relat
substances at 2 4uttmo
particular stability study data is nj
submitted.

Additional long term stability studies have been provif

in Section 3.2.P.8.3. The stability studies provided
conducted at Zone PB conditions which is considered
be worst case. As PacliwixInjection 6 mg/mL is no|
supported at the proposed storage conditions fol
months, a revised 3.2.P.8 section is provided herein w
details the proposed shdifie at 18 months. Further, it i
confirmed that the batches provided herein
manufactued with drug substance from Phyton using
proposed commercial batch size and manufacty
process.

Decision of 29" meeting of Registration Board:
Deferred for submission of complete data of drug product in section 3.2.P in which the data of drug
manufactured by the revised drug substance source i.e. Phyton Biotech LLC British Colombia is usg¢

Response by the firm:
9 Firm has submitted comgtie data of drug product (section 3.2.P) using drug substance manuf
by Phyton Biotech LLC British Colombia.
1 Firm has changed the source of drug substance without submission of fee.
The details of the drug product are summarized in the table below:
Pharmaceutical form of applied drug Clear to pale vyellow solution, free from visil
particulates, presented in clear Type | glass vials

Not submitted

Pharmaceutical Equivalence and Compare
Dissolution Profile
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Analytical

product

method validation/verification of

Firm has submitted analytical method validation stu
for the applied product.

Container closure system of the drug product

20 mL, 20 mm clear Type | glass vial with rubl
stopper and aluminium seal

Stability study data of drug product, shelf life a

storage conditions

Firm has only submitted real time stability study ¢
conducted at 3C +2°C / 75% + 5% RH for 1 batch ti
18 months for the applied fill volume (i.e. 16.7ml).
Accelerated and real time stabyilstudy data of thre
batches is not provided.

Decision: Deferred for following submissions:

)l

E

Data of pharmaceutical equivalence against the innovator / reference / comparator product,
per the requirements of Form 5F (CTD) as explained in theguidance document issued b

Registration Board.

Accelerated stability study data of 3 batches of the drug produdi.e. Paclitaxel 100mg/16.7ml
Real time stability study dataas per zone I\A conditions till the claimed shelf lifeof 3 batches
of the drug product (i.e. Paclitaxel 100mg/16.7ml).

11.

Name, address of Applicant / Importer

M/s Morgan Technologies Service$® Zloor, Shahna
Arcade 158, B.Y.J.C.H.S., Shahéddillat Road, Karachi

Details of Drug Sale License of importe

License NoDHSKDK(Drug)/-305

Address: SA28 2" Floor Shahbaz Arcade, 158 Shahe¢
Millat Road Karachi..

Validity: 03-03-2022.

Status: Drug License by way of Wholesale

Name and address of marketing
authorization holder (abroad)

Liaoning Ludan Pharmaceutical Cbtd. 545 Shuntian
Langtou Town, Zhenxing District Dandong, Liaoni
Province, China.

Name, address of manufacturer(s)

Liaoning Ludan Pharmaceutical Co. Ltd. 545 Shunf
Langtou Town, Zhenxing District Dandong, Liaoni
Province, China.

Name ofexporting country

China.

Detail of certificates attached (CoPP,
Freesale certificate, GMP certificate)

CoPP: Firm has submittedriginal, legalized CoPP
certificate (No. 20190067) dated -18-2019 issued b
Liaoning Medical products administration, ShenYang ¢
Liaoning Province, China for Levonorgestrel sila
implants. The CoPP do not contains trade name o
product. The CoPP confirms freale status of the produ
in exporting country as well as GMP status of
manufacturing site through periodic inspection every y
The certificate is valid till 14€8-2020

GMP: Firm has submitted legalized copy of G
certificate  (No. LN20190009) of iaoning Ludarn
Pharmaceutical Co Ltd. issued by China Food and
Administration. The certificate is valid till 132-2024.

Details of letter of authorization / sole
agency agreement

Firm has submitted copy
authorizatiorfrom Liaoning Ludan Pharmaceutical Co L
China. The letter species that they authorize Mo
Technologies services to submit tenders for their comg
handl e registration pr d
levonorgestrel implant and negotiate and sign ealg
contracts in Pakistan. The authorization letter was is
on 1401-2020.

Status of the applicant

5 Manufacturer
X Importer
8 |s involved in none of the above (contract giver)
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Status of application

8 New Drug Product (NDP)
Generic Drug Product (GDP)

Intended use of pharmaceutical produc

5 Domestic sale
5 Export sale
Domestic and Export sales

For imported products, specify one |1
these

Finished Pharmaceutical product import
8 Buk import and local repackaging

5 Buk import and local repackaging forpgort purpose
only

Dy. No. and date of submission

Dy. No. 8132: 2604-2020

Details of fee submitted

PKR 100,000f 06-03-2020

The proposed proprietary name / branc
name

LEVONXT Implant

Strength / concentratioof drug of Active
Pharmaceutical ingredient (API) per un

Each implant (rod) contains:

Levonorgestrel éé. 75mg

Pharmaceutical form of applied drug

Flexible milky white cylindrical road, containing silicg
rubber. The epiboly is colourless transparent silicon ru
and both ends are sealed with adhesive.

Pharmacotherapeutic Group of (API)

Contraceptive

Reference to Finished product
specifications

Not submitted initially

Proposed Pack size

10 implants (each implant contains 2 rods of 74
levonorgestrel)

Proposed unit price

Adjust generic price as per policy

The status in reference regulatory
authorities

Jadelle 75mg Impants (USFDA Approved).

The product is discontinued in USFDA but as per
drugs@FDA database, Federal Register determinatio
product was not discontinued or withdrawn for safet
efficacy reasons

For generic drugs (mm®o status)

Femplant Implants (Reg #063904)

Module-1l (Quality Overall Summary)

Firm has submitted QOS as per WHO QBIS template
Firm has summarized information related to nomencla
structure, general properties, solubilities, physical fq
manufacturers, description of manufacturing process
controls, impurities, specifications, analytical proced
and its validation, batch analysis and justification
specification, reference standard, container closure sy
and stability studies afrug substance.

Name, address of substal

manufacturer

drug

1 Yangzhou Pharmaceutical Co. Ltd. 7, South Wen
Road, Yangzhou, Jiangsu, China

9 Hubei Gedian Humanwell Pharmaceutical Co.
Gedian Economic Development District;ZBou city,
Hubei Provine P.R China.

Module-1ll Drug Substance:

Firm has submitted detailed drug substance data for
sources related to nomenclature, structure, ge
properties, solubilities, physical form, manufactur
description of manufacturing process and cont
impurities, specifications, analyticalrqredures and it
validation, batch analysis and justification of specificat|
reference standard, container closure system and stq
studies of drug substance.

Firm has submitted open part of DMF for both sources
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Stability Studies of Drug Substee

studies)

(Conditions & duration of Stabilit]

Yangzhou Pharmaceutical Co. LtBirm has submitte
stability study data of 3 batches of API at acceleratg
well as real time conditions. The real time stability daf
conducted at 3C / 75% RH. The sbility study data is til
18 months.

Hubei Gedian Humanwell Pharmaceutical

Firm has submitted stability study data of 3 batches of
at accelerated as well as real time conditions. The rea
stability data is conducted at®5/ 60% RH. Thestability
study data is till 36 months.

Module-lll Drug Product:

Firm has submitted data of drug product including
description, composition, pharmaceutical developn
manufacture, manufacturing process and process cg
process validation protots, control of excipients, contr
of drug product, specifications, analytical procedu
validation of analytical procedures, batch analy
justification of specifications, reference standard
materials, container closure system and stability.

Phamaceutical Equivalence
Comparative Dissolution Profile

al

Not submitted

of product

Analytical method validation/verificatio

Not submitted

product

Container closure system of the di

Not submitted

Stability study data of drug produstelf
life and storage conditions

Firm has submitted stability study data of 3 batches
accelerated stability study data is conducted &€ 42°C /
75% £ 5% RH for 6 months. The real time stability st
data is conducted at 30+2°C/75%+5% RH for 3énonths,

Evaluation by PEC:

Shortcomings communicated

Response by the firm

Provide complete label claim in section 1.!
as per the innovator / reference product.

Firm has submitted the label claim as follows:
Concentration of APl/unit: Levonorgestrébmg (for 1
rod)

Each subdermal implant contains 75mg levonorge!
consisting of dimethylsiloxane / methylvinylsiloxal
copolymercore enclosed.

Provide pharmacopoeial reference and st
of the applied formulation in officia
pharmacopoeia in sectioft.5.6 instead o
referring to module 3.

Firm has submitted that the reference of specificatio
drug product is National Pharmaceutical Standard W!
(X-281)1 2004Z (State Pharma Standard)

Submit batch manufacturing records in sect
2.3.R.1.1 as pehe decision of 298 meeting
of Registration Board which states tf
AProvide copy of Baj
(BMR) for all the batches of drug product f
which stability studies data is provided
Modul e 3 section 3.

Firm has submitted belt manufacturing record of th
production batches.

You have mentioned two different sources
drug substance along with their data, but
drug product part does not specify the ex
source of drug substance which was use
develop the formulation afor which stability
studies were provided. Clarification is requir
in this regard.

Firm has submitted that the exact source from which
drug substance was used to manufacture the sta
batches was fAYangzhou Ph
Wenfmg Road, Yangzhou, Ji

Provide description and composition of {

drug product in section 3.2.P.1 in the light

Firm has submitted description and composition of @
product.
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decision of 298 meeting of Registratiol
Board.

Submit data insection 3.2.P.2 as per tf
decision of 298 meeting of Registratiol
Board which states

on the pharmaceutical development shoulc
included. This information specify th
justification of formulation and method ¢
manufacturing.tlis also important that critice
quality attributes (CQAs) and Critical Proce
Parameters (CPP) sh

Firm has submitted brief information of
pharmaceutical development as per the section 3.2.P

Submit data of pharmaceutical equérzce in
section 3.2.P.2.2.1. as per the decision of 2¢
meeting of Registration Board, which sta
t hat APhar maceuti cég
applied drug shall be established with 1
innovator / reference / comparator product
results of all the quiy tests (mentioned in an
official pharmacopoeia or section 3.2.P.5.1
this application) of the developed formulati
and the innovator / reference / compare
product should be s

Firm has submitted that Shanghai institute psh
parenthood research conducted clinical studies
pharmaceutical equivalence & effectiveness of
implants with 6 rods and 2 rods by its own in 198!
1990s. Levonxt product launched almost 30 years ag(
it is qualified that the product is safeef¥fective,

Firm has not submitted results of pharmaceut
equivalence.

Submit the in vitro comparative data of dr
release from implants of your product wi
reference to the innovator / reference
comparator product in section 3.2.P.2.2.1.

Firm has submitted that Shanghai institute plan
parenthood research conducted clinical studies
pharmaceutical equivalence & effectiveness of

implants with 6 rods and 2 rods by its own in 198!
1990s. Levonxt product launched almost 30 yearsaad(
it is qualified that the product is safe & effective,

Firm has not submitted results of in vitro comparative (
of drug release along with the innovator / refere
product.

Submit data in section 3.2.P.3.5 as per
decision of 298 meeting of Registration
Boar d whi c hForsapphlcatiens of
imported drug products, process validat
reports including the protocols and results
critical process steps mentioned in 2.3.P.3
3.2.P.3.4 should be

Firm has submitted protocoland report of proces
validation studies.

Submit data of validation of analytic
methods in section 3.2.P.5.3 as per the deci
of 2939 meeting of Registration Board.

Firm has submitted validation report of the analyti
methods of drug product

Sulmit details of container closure system
section 3.2.P.7 as per thiecision of 293
meeting of Registration Board which sta
that AA detail of t

description of the primary container clost
systems, including materials abnstruction,
unit count or fill size, container size or volur|

should be providedo

Firm has submitted quality standards of impla
composite bags and testing SOPs. Firm has submittef
the primary container closure system is LDPE med
packingcomposite bags.

Based on the response received by the firm and its evaluation, some points which were not clarifi

firm were once again communicated to the firm. Those points included:

9 Submit data of pharmaceutical equivalence of your apfisiedulation along with the innovator / referer
/ comparator product, since the submitted data is not as per the requirements of Form 5F (CTD) as
in the guidance document issued by Registration Board.

9 Submit the in vitro comparative data of dmadease from implants of your product with reference tg
innovator / reference / comparator product in section 3.2.P.2.2.1, since the submitted data is not
requirements of Form 5F (CTD) as explained in the guidance document issued byaRagiBtrard.

Decision of 297 meeting of Registration Board:
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Deferred for following submissions:
1 Data of pharmaceutical equivalence against the innovator / reference / comparator product,
requirements of Form 5F (CTD) as explained in the guidance document issued by Registrati

(available

https://www.dra.gov.pk/Home/Download?ImageName=Guidance%20Document%200n%20(

a

D0oc%20N0.%20PE%268&L-AF-004.pdj).

1 In vitro comparative data of drug release against the ooV reference / comparator produc
section 3.2.P.2.2.1 as per the requirements of Form 5F (CTD) as explained in the guidance
issued by Registration Board.

Response by the firm:

1 Firm has submitted test report on quality research of levoswajsilastic implants (Il) including testir
of product specifications against the control / reference drug Jadelle implant of Bayer Schering

1 Firm has submitted that they have provided in vitro comparative data of drug release / dissoty
against the reference product. However, the provided results are for dissolution in which the 1
made only at 1 time point (i.e. after 7 days). The firm has not submitted any results or data comg
release of drug from the implants of thefoduct in comparison with the innovator / reference prod

Decision:Approvedwi t h | nnov at o radpsrPgligy éocirisgectienaftManufacturer abroad
and verification of local storage facility.

12.| Name, address& contact details of | M/s Himmel Pharmaceuticals (Pvt.) Ltd, 7B3 Block
Applicant/Marketing Authorization Holder| C Faisal Town Lahore

Name, address and contact details of Product License Holder & Manufacturer:
Manufacturing site M/s BEACON Pharmaceuticals Limited

Plant adress: Kathali, Bhaluka, Mymensing
Bangladesh

Office Address: 9/A, Toyenbee Circular Road,
Motijheel Dhaka, Bangladesh

Dy No and fee details (Form 5A) Dy. No 1436 Dated 213-2019

(Form 5F) Dy. No 27533 Dated 412-2019
PKR: 50,000/dated 1903-2019+
PKR 50,000/ dated 3604-2020

Brand Name

Zytix 250mg Tablet

Composition

Each filmcoated tablet contains 250 mg of abiratero
acetate.

MODULE 1: ADMINISTRATIVE

FORM 5F ASSESMENT REPORT

Section| Sub-
Section

Heading

11

Covering Letter and Fee Deposit S ubmitted
(Form 5A) Dy. No 1436 Dated 213-2019
(Form 5F) Dy. No 27533 Dated 412-2019
PKR: 50,000/ dated 1903-2019 +

PKR 50,000/ dated 3604-2020

1.2

Table of Contents (From Module 1 to Module Sybmitted

1.3

Applicant Information Submitted

131

Name, address and contact details of Applicant / Marketing Authorization Holde
M/s Himmel Pharmaceuticals (Pvt.) Ltd, /B3 Block C Faisal Town Lahore

1.3.2

Name, address and contact detailMahufacturing site.

Product License Holder & Manufacturer:

M/s BEACON Pharmaceuticals Limited

Plant address: Kathali, Bhaluka, Mymensingh Bangladesh

Office Address: 9/A, Toyenbee Circular Road, Motijheel Dhaka, Bangladesh

1.3.3

Specify whether the Applicant is: Importer

134

Drug Sale License
License to Sell drugs as a Distributor No: 0011000 0003107 valid tfgbB020

14

Type of Application Submitted

141

Application is for the registration of:
New DrugProduct
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141

Pharmaceutical product is intended for:
Domestic sale

1.4.2

For imported products, please specify one of following:
Finished Pharmaceutical Product Import

1.5

Detailed Information of Drug, Dosage From & Labelling Clai®gbmitted

151

Generic name with chemical name & synonyms of the applied drug.
Abiraterone Acetate INN

152

Strength / concentration of drug of Active Pharmaceutical ingredient (API) per u
Submitted composition as per foisd, form-5F and CoPP is

Each tablet contains: abiraterone acetate INN 250mg

While Reference product composition is Each fdoated tablet contains 250 mg
abiraterone acetate.

153

The proposed proprietary name / brand name under which the drug is intende
sold withtrademark certification / clearance.
Zytix 250mg Tablet

154

Proposed Pack size and Proposed unit price of drug e.g., per tablet / capsule. M
Retail Price (MRP) per pack shall also be mentioned.
660s & As per SRO

155

Pharmacotherapeutic GroopActive Pharmaceutical Ingredient (API)
ATC Code: L02BX03 Otherhormoneantagonistandrelatedagents

156

Pharmacopoeial reference / Status of applied formulation
USP

15.7

Route of administratiarOral

1.5.8

For Generic Drug Producteference of other similar approved medicines
information pertaining to Manufacturer name, brand name, strength, compo
registration number & dosage form, Pack size and Price

Not available

1.5.9

The registration status of applied drug in sanadecule and salt, strength, dosage fo
container closure system, indications and route of administration etc. in other col
The status in reference regulatory authorities is mandatory to mention.

ZYTIGA 250mg tablet (ABIRATERONE ACETATE) USFDA Appved

1.5.10

Dosage form of applied drug
Tablet

1511

Proposed label (outer (secondary) & inner (primary)) & colour scheme in accof
with Drug (Labelling & Packing) Rules, 1986 along with specimens
Submitted

1.5.12

Description of Batch numbering system

1.5.14

Summary of Product Characteristics (SmPC) including Prescribing Informatio
along with Patient information Leaflet (PIL) of the Finished Pharmaceuticals Pr
(FPP).Submitted

1.5.15

Commitment / Undertaking that after registration of applied drug,
Pharmacovigilance department of the applicant / manufacture is liable to ir
similar restrictions, addition of any clinical information (like in Indications, Cern
indications, Sideeffects, Precautions, Dosage & Adverse Drug Reactions el
Summary of Product Characteristics (SmPC), Labelling & Promotional materi
withdraw the drug from market in Pakistan within fourteen days after knowing
such information (which was netvailable or approved by the DRAP at the time
registration) / actions taken (for safety reasons) by any reference / stringer
regulatory agency / authority & also inform the DRAP (Drug Regulatory Authori
Pakistan) for further action in thisgard.

1.5.16

Commitment / Undertaking that the applicant shall recall the defective Fin
Pharmaceutical Products (FPP) and notify the compliance to the authority alon
detail of actions taken by him as soon as possible but not more tragay&Mhe leve
of recall shall also be defined.

Submitted

1.5.17

Commitment / Undertaking that in case of any false claim / concealing of inform
the DRAP has the right to reject the application at any time, before and eve
approval or regisation of the product in case if proved so.
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1.5.18

Commitment / Undertaking that the firm shall follow the official pharmacop
specifications for product / substance as published in the latest edition & shall

its specification as per lategdions of the same. In case, the specifications of pro
/ substance not present in any official pharmacopoeia the firm shall establi
specifications. In both cases, the validation of specifications shall be done

applicant.

Submitted

1.5.19

Commitment / Undertaking that in case of any post approval change, the applica
ensure that the product with both approvals shall not be available in the marke
same time. And the product with new approvals shall be marketed only
consumption / withdrawal of stock with previous approvals. The company sh
liable to inform the same regarding marketing status of product to the DRAF
getting such postegistration approvals.

Submitted

1.5.20

Other commitment e.g., regardistability studies etc.

15.21

Protocols along with the commitment to follow Good Laboratory Practices (GL
the Manufacturer.

1.5.22

Protocols to implement Good Pharmacovigilance Practice by the Pharmacovig
department/section of tidanufacturer / Company.

16

Miscellaneous InformatiorSubmitted

1.6.5

Drug Substance related Document including following:
Name and address of APl manufacturer.

9 Original Legalized CoPP (Certificate#. DAIA0/2016/3676) issued on -02-2018 by
Govt . of the peoplebdbs republic of B a
Directorate General of Drug Administration, declaring the free sale of applied produ
GMP compliant status of the manufacturer i.e., M/s BEACON Pharmaceuticals Limit¢

1 Copy of Product specific sole agency agreement is submitted.

MODULE 2: CTD SUMMARIES

2.1 Overall CTD Table of ConteSubmitted
2.2 CTD IntroductiorBubmitted

2.3 Quality Overall Summary (QOSBubmitted
QUALITY OVERALL SUMMARY (QOS)

2.3

Drug substance (API)

General informatiorsubmitted
ManufactureSubmitted
Characterizatioisubmitted

Control of drug substanc&ubmitted
Reference standar@ibmitted
Container closure systeBubmitted
Stability Submitted

Drug product

Description and composition of the drug prodaabmitted
Pharmaceutical developme®tbmitted

Components of the drug product

2.3.P.2.1.1 Drug substance (ABbmitted
2.3.P.2.1.2 ExcipientSubmitted

Finished Pharmaceutical Prod&ibmitted
Manufacturing process developmé&hibmitted
Container closure systeSubmitted
ManufactureSubmitted

Control of excipientsSubmitted

Control of drug producBubmitted

Reference standards and materiaBubmitted
Container closure systeSubmitted

Stability Submitted

2.4

Non-Clinical OverviewSubmitted

2.5

Clinical OverviewSubmitted

2.6

Non-Clinical Written and Tabulated Summaries (Normally not required for gen&itspitted
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2.7

Clinical summarySubmitted

MODULE 3: QUALITY
3.1 Table of Contents of ModuleSibmitted
3.2 Body of Date&submitted

3.2.S DRUG SUBSTANCE (API)

3.2.5.1

GENERAL

INFORMATION

3.2.5.1.1

Nomenclature&submitted

3.2.5.1.2

StructureSubmitted

3.2.5.1.3

General propertieSubmitted

3.2.5.2

MANUFAC

TURER

3.2.5.2.1

Manufacturer(spubmitted

3.2.5.2.2

Description of Manufacturing Process and Process ConSolanitted

3.2.5.2.3

Control of MaterialsNot submitted

3.2.5.2.5

Process Validation and/or EvaluatiBaobmitted

3.2.5.3

CHARACTERIZATION

3.2.5.3.1

Elucidation of Structure and other CharacterisBabmitted

3.2.5.3.2

ImpuritiesSubmitted

3.2.5.4

CONTROL

OF DRUG SUBSTANCE (API)

3.2.5.4.1

SpecificationSubmitted

3.2.5.4.2

Analytical procedureSubmitted

3.2.5.4.4

Batch analysis
Certificate of analysis (COA) specifications and test results from drug substa
(API) manufacturer(s)

Drug product manufacturerds certif

3.2.5.4.5

Justification of specificationSubmitted

3.2.5.5

REFERENCE STANDARDSubmitted

3.2.5.6

CONTAINER CLOSURE SYSTEMSubmitted

3.2.5.7

STABILITY

3.2.5.7.1

Stability Summary and ConclusioBsibmitted

3.2.5.7.2

Postapproval Stability Protocol and Stability Commitmesabmitted

3.2.5.7.3

Stability DataSubmitted

3.2.P DRUG PRODUCT

3.2.P.1 |DESCRIPTION AND COMPOSITION OF THE DRUG PRODUGubmitted
3.2.P.2 |PHARMACEUTICAL DEVELOPMENT
3.2.P.2.1 |Components of the Drug Product
3.2.P.2.1.1 Drug Substan8elbmitted
3.2.P.2.1.2 ExcipientSubmitted
3.2.P.2.2 |Drug Product
3.2.P.2.2.1 Formulation Developmeubmitted
3.2.P.2.2.2 Overagé&aubmitted
3.2.P.2.2.3 Physicochemical and Biological PropeB&igdsmitted
3.2.P.2.3 |Manufacturing Process Developméhibmitted
3.2.P.2.4 |Container Closure SysteBubmitted
3.2.P.2.5 |Microbiological AttributesSubmitted
3.2.P.2.6 |Compatibility Submitted
3.2.P.3 MANUFACTURE
3.2.P.3.1 |Manufacturer(spubmitted
Name and full address(es) of the facility(ies)
Contact name, phone and fax numbers, email address
3.2.P.3.2 |Batch formulaSubmitted
3.2.P.3.3 |Description of manufacturing process and process cor8udisitted
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3.2.P.3.4 |Controls of critical steps and intermediaB&gmitted
3.2.P.3.5 |Process validation and/or evaluat®abmitted
3.2.P.4 |CONTROL OF EXCIPIENTS
3.2.P.4.1 |SpecificationsSubmitted
3.2.P.4.2 |Analytical procedureSubmitted
3.2.P.4.3 |Validation of analytical procedur&ubmitted
3.2.P.4.4 |Justification of specifications (as applicabB)bmitted
3.2.P.5 |CONTROLS OF DRUG PRODUCT
3.2.P.5.1 |Specification(ssubmitted
3.2.P.5.2 |Analytical procedureSubmitted
3.2.P.5.3 |Validation of analytical procedur&ubmitted
3.2.P.5.4 |Batch analysiSubmitted
3.2.P.5.5 |Characterization of impuritieSubmitted
3.2.P.5.6 |Justification of specificationSubmitted
3.2.P.6 Reference Standards or Materi8lsbmitted
3.2.P.7 CONTAINER CLOSURE SYSTEMubmitted
3.2.P.8 |STABILITY
3.2.P.8.1 [Stability summary and conclusion (Finished Dosage F&uipmitted
Stability protocol submitted
3.2.P.8.2 |Postapproval Stability Protocol and Stability Commitméldt applicable
3.2.P.8.3 [Stability Submitted
Firm has submitted three batches long term stability data (36 months) &€30;
65+5%RH and 6 months at ¥+75%RH.
Remarks:
1 Frim has submitted pharmaceutical equivalence with Zytiga tablet
1 Firm hasalso submitted QOS as per WHO Q8B template
1 Firm has not submitted drug substance data is module 3, section 3.2.S
9 Firm has not submitted data of comparative dissolution profile

Decision of 297 meeting of Registration Board:
Deferred for submissioof data of comparative dissolution profile in section 3.2.P.2.2.1 of module 3.

Response of the firm:
Firm has submitted the following

1 Data of comparative dissolution profile (CDP) of Zytix Tablet 250mg manufactured by B
Pharmaceuticals Limited Baragiesh against reference product Zytiga Tabet 250mg manufactu
JansseiCilag Limited. CDP was performed at 0.1 N HCI pH 1.2, acetate buffer pH 4.5 and pha
buffer pH 6.8. The results of factor f2 was within acceptable limit in all mediums. CEReasding
was performed by Alpha Laboratories Mumbai India.

1 Firm has also submitted copy of signed consultancy agreement between Beacon Pharmg
Limited Bangladesh and Alpha Laboratories Mumbai India in which it is specified that
laboratoriesolds specialties in BE studies and that Beacon Pharma will engage Alpha laborat
provide certain services in the area of Alpha laboratories specialties.

Decision: Approved with USP specificationsas per Policy for inspection of Manufacturer abroadand
verification of local storage facility.

C. Cases of New License

Case No. 01: M/s Biogen Pharmaceuticals 8Km, Chakbeli Road Rawat, Rawalpindi

M/s Biogen Pharmaceuticals, Rawalpindi has been gramted license (DML No. 000911) by way
formulation by Licensing division DRAP dated -03-2020. Now the firm has submitted followi
applications as per the details mentioned in the table below:

Name of Section Considered in 297 RB meeting Freshly applied
No of molecules No of No of No of
products molecules products

Dry Vial section (Cephalosporin) 01 07

Dry suspension section (Cephalosporin 01 02

Capsule section (Cephalosporin) 01 01 01 01
Ampoule Section SVP (General) 05 07
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Capsule sectiofGeneral)

02 04

Dry Vial section (General)

01 02

Soft gel capsule general section

02 03

Hydrocortisone injection (steroid)

01 03

Soft gel capsule general section: 02 (Molecule) / 03 (Products)

13.

Name, address of Applicant / Marketir
Authorization Holder

M/s Biogen Pharmaceuticals 8Km, Chakbeli Road R4
Rawalpindi

Name, address of Manufacturing site.

M/s Biogen Pharmaceuticals 8Km, Chakbeli Road Ra
Rawalpindi

Status of the applicant

X Manufacturer
5 Importer
5 Is involved in none of the above (contract giver)

GMP status of the firm

Firm has been granted new license (DML No. 000911
way of formulation dated 182-2020.

Evidence of approval of manufacturing
facility

Firm has submitted copy of sectiapproval letter dated 1
02-2020 which specifies Soft gel capsule general sectio

Status of application

5 New Drug Product (NDP)
X Generic Drug Product (GDP)

Intended use of pharmaceutical produy

5 Domestic sale
5 Export sale
X Domestic and Export sales

Dy. No. and date of submission

Dy. No. 1685: 1301-2021

Details of fee submitted

PKR 20,000/ 30-11-2020

The proposed proprietary name / bran
name

BIOTAN 10mg Capsule

Strength / concentration of drug of
Active Pharmaceutical ingredient (API
per unit

Each soft gel capsule Contains:
|l sotretinoinééél0Omg

Pharmaceutical form of applied drug

Yellow color soft gel capsule containing yellow color liqy

Pharmacotherapeutic Group of (API)

Retinoids for treatment afcne

Reference to Finished product BP
specifications

Proposed Pack size As per SRO
Proposed unit price As per SRO

The status in reference regulatory
authorities

Isotretinoin 10 mg soft capsules (MHRA Approved)

For generic drugs (mo status)

Oratane Capsule by Crystolite

Name and address of APl manufactur

Chongging Huapont Shengchem Pharmaceutical Co. Lt
666 Rongjun Road, Nanjin Avenue, Hechuan Dist
Changgin China.

Modulell (Quality Overall Summary)

Firm hassubmitted QOS as per WHO Q&P template
Firm has summarized information related to nomencla
structure, general properties, solubilities, physical fq
manufacturers, description of manufacturing process
controls, impurities, specifications,atical procedures ar
its validation, batch analysis and justification of specificat
reference standard, container closure system and st:
studies of drug substance and drug product.

Module-1ll Drug Substance:

Firm has submitted detailed data for drug substance
related to nomenclature, structure, general prope
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solubilities, physical form, manufacturers, description
manufacturing  process and controls, impurif
specifications, analytical procedsrand its validation, batq
analysis and justification of specification, reference stan
container closure system and stability studies of

substance.

Stability Studies of Drug Substance
(Conditions & duration of Stabilit]
studies)

Firm hassubmitted stability study data of 3 batches of ¢
substance at both accelerated as well as real time cond
The accelerated stability data is conducted at 40°C = |
75% + 5% RH for 6 months. The real time stability daf
conducted at 30°C + 2°(%5 + 5% RH for 36 months.

Module-lll Drug Product:

Firm has submitted data of drug product including
description, composition, pharmaceutical developn
manufacture, manufacturing process and process cd
process validation protocolspntrol of excipients, control (
drug product, specifications, analytical procedu
validation of analytical procedures, batch analy
justification of specifications, reference standard
materials, container closure system and stability.

Pharmaeutical Equivalence ar

Comparative Dissolution Profile

Firm has submitted results of pharmaceutical equivaleng
all the quality tests for their product against Isotrol 1(
Capsule.

Firm has submitted results of CDP for their product ag
Isotrol 10mg Capsule.

Analytical methoc

validation/verification of product

Firm has submitted verification studies of the drug subst
and the drug product.

STABILITY STUDY DATA

Manufacturer of API

Chongging Huapont Shengchem Pharmaceutical Co. Ltd6Bi®. Rongjur]

Road, Nanjin Avenue, Hechuan District, Changgin China.

API Lot No.

20200108

Description of Pack
(Container closure system

Alu-alu blister

Stability Storage Condition

Real time : 30C + 2C / 65% + 5%RH
Accelerated: 4T + 2C / 75% + 5%RH

Time Period Real time: 6 months Accelerated: 6 months

Frequency Accelerated: 0, 3, 6 (MonthsReal Time: 0, 3, 6 (Months)

Batch No. T-025 T-026 T-027
Batch Size 10,000 Capsule 10,000 Capsule 10,000 Capsule
Manufacturing Date 03-2020 03-2020 03-2020
Date of Initiation 03-2020 03-2020 03-2020

No. of Batches

03

DOCUMENTS / DATA TO BE PROVIDED ALONG WITH STABILITY STUDY DATA

Reference of previous approval
applications with stability study data
the firm (if any)

Biogen Pharmaceutical is a new License facility henc
such inspection has been conducted

Approval of API/ DML/GMP certificate
of APl manufacturer issued by concer
regulatory authority of country of origil

Firm has submitted copy of GMP certifiea (No.
CQ20180013) issued by CFDA China. The certificate is
till 06-06-2023.

Documents for the procurement of A
with approval from DRAP (in case

import).

Firm has submitted copy of commercial invoice date@®1:3
2020 specifying purchase of 0.1Kg isotretinoin.
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4. |Data of stability batches will K
supported by attested respec]
documents like chromatograms, R
data sheets, COA, summary data sh
etc.

Firm has submitted complete record of testing of all batg
along with raw data sheets, COA and summary data sh¢

5. |Compliance Record of HPLC softwg NA
21CFR & audit trail reports on prodd

testing

6. |Record of Digital data logger fi
temperatureand humidity monitoring ¢
stability chambers (real time a
accelerated)

Firm has submitted record of digital data logger
temperature and humidity monitoring of real time
accelerated stability chambers.

Evaluation by PEC:

1 The application was submitted by M/s Biogen Pharmaceuticdsy &hakbeli Road Rawat. Laf
on Central Licensing Board approved the change of title of the firm to M/s Biogen Life Scie
Km, Chakbeli road Rawat vide its letter dated0B32021. Howevethe firm has not submitted f

for the change of title.

1 Firm has submitted fee challan with brand name Isozam 10mg capsule, later the firm has s
Form 5F with brand name Biotan 10mg capsule. Firm has submitted clarification that due to s
with some existing brand name we have changed the brand name to Biotan 10mg Capsule.

Shortcomings communicated

Response by the firm

Submit data in section 3.2.5.4.1 and 3.2.5.4.2 a{
the guidance document approved by Registra
Board which specifies h aGopiesi of the Drug
substance specifications and analytical procedt
used for routine testing of the Drug substance /Ac
Pharmaceutical Ingredient by both Drug substal
& Drug Product manufacturer is requiréd, S
you have only submitted BPmonograph for
isotretinoin instead of submitting detailed analyti
procedures.

Firm has submitted specifications and analyt
procedure of drug substance from Biog
Pharmaceuticals.

Submit data in section 3.2.S5.4.3 as per the guidi
document apprad by Registration Board whic
speci f i eAsalytichalh Mdathod fiVerificatior,
studies including specificity, accuracy a|
repeatability (method precision) performed by |
Drug Product manufacturer for both compendial
well as norcompendial drug substaa(s) shall be
s u b mi sintegall bave only submitted a grege
summary table instead of providing detailed met|
and results for the verification studies.

Firm has submitted report of verification studieg
the drug substance. As per the verificatsbidies,
the analytical method as well as the reported re
are for HPLC method, while analytical procedure
drug substance is based on titration method.

Submit data in section 3.2.S.4.4 as per the guidi
document approved by Registration Boardick
s peci f Previle reshlta af analysis of releva
batch(es) of Drug Substance performed by D
Product manufacturer used during prodd
development and stability studies, along w
Certificate of Analysis (CoA) of the same batch fi
Drug Subgance / /Active Pharmaceutical Ingredig
manufactureo

Firm has initially submitted COA of batch numb
20200108 (Mfg date 081-2020, API
manufacturers testing report date-A1#2020 and
Biogen Pharma analysis date-@22020). Later in
response to theetter, firm has submitted COA ¢
batch number 20200113 (Mfg date-082020,
API manufacturers testing report date 92020
and Biogen Pharma analysis date032020).
Drug product manufacturer has NOT performed
test of Al i mi tsrecommeéndedi
USP monograph and performed by A
manufacturer as well.

Justify how working standard procured from Taizl
Tyloo Biopharm Co. Ltd can be used as refere
standard for isotretinoin.

Firm has submitted that this was only reag
availableworking standard.

Firm has NOT provided any scientific justificatig
of use of working standard from another source
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Justify the real time stability study data with tir
points 0, 6, 12, 24, 48 and 60 months with
following ICH recommended time points.

Firm has submitted one page of real time stab
studies of isotretinoin. The submitted docum
does NOT specify either any batch number of e
the name of manufacturer. Further the data of
1 batch is submitted.

Justify how the results of alldes for every batch i
accelerated stability studies are same at all |
points.

Firm has NOT submitted any justification agai
this observation.

Justify the formulation development proce
specifying USP  specifications while B
specifications have bgee claimed for the drug
product.

Firm has submitted revised document in which
specifications have been mentioned.

Justify the pharmaceutical equivalence using |
specifications while BP specs have been claime(
the drug product.

Firm has submittecevised report of pharmaceutic
equivalence in which BP method has bg
mentioned. Firm has performed pharmaceut
equivalence with BP method and the repof
results are different from previous results.

Clarify why the quantitative results of weig
variation, dissolution and uniformity of contents
not mentioned in pharmaceutical equivalence.

Firm has now submitted quantitative results
dissolution test, but the quantitative results
weight variation are NOT provided.

Justify the performance of pharmaceutica
equivalence and comparative dissolution pro
against isotrol 10mg capsule instead of us
innovator / reference product.

Firm has submitted that the comparator produ
manufactured by Crystolite Pharma, while as
available databasthe comparator product Isotr
capsule is manufactured by Valor Pharmaceutig
Further the firm has submitted justification tk
innovator product was not readily availak
therefore they have selected product approve
DRAP which is most running &nd in Pakistan.

Justify the drug release of 35.7% and 33.5%
Biotan 10mg capsule and Isotrol 10mg capsule a|
6.8, since the public assessment report
Isotretinoine SUN 10 mg soft gelatin capsule iss
by Medicine Evaluation Board Netherland sfiesi
t h aAttempts were made to compare dissolut
profiles for the biowaiver, at pH 1.2, 45 & 6.
between the two product strengths of the propg
product and also to compare dissolution with |
reference product in the same strengths. Howeve
profiles could be generated at the 3 pH's; in all ca
0% was dissolved at time points T5mir60min, due
to the poor solubility of the drug substance

Firm has s u bheniptocedude wa
repeated for reconfirmation of results. Aft
performingthe tests, the results were looked i
thoroughly and the conclusion was that duri
performing the test the containers were mislabe
as all three of the dissolution media were I
simultaneously. So the correction may
considered nowbo

Justify the ®eps of manufacturing proce;
development without any measures for protecting
drug substance from light and temperature.

Firm has now submitted manufacturing proc
development in which it is mentioned that {
product is temperature and light senstiso all
procedures should be carried out in contro
environment to protect from light degradation.

The target weight of the drug product is mentione;
490mg while as per the master formulation, t(
weight of complete unit is 500mg. Clarificatias
required in this regard.

Firm has NOT submitted any justification agai
this observation

Justify the verification studies of the drug prodj
without performing test for accuracy.

Firm has submitted verification studies with test
accuracy andecovery

Justify how working standard procured from Taizl
Tyloo Biopharm Co. Ltd can be used as refere
standard for the drug product (isotretinoin capsul

Firm has submitted that this was only reag
available working standard.
Firm has NOT providd any scientific justification
of use of working standard from another source

Clarify the date of initiation of stability studies, sin
the initial testing date mentioned in stability di
sheet is 0®3-2020, while the batch release d:

mentioned orbatch analysis COA is 203-2020.

Firm has submitted revised batch analy
certificate as well as stability data sheets specify
06-03-2020as the stability initiation as well as ba
release date.
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The assay result of batch-OR5 mentioned in thg
COA o batch release is 101.49%, while the assa|
same batch in the initial stability testing is 99.5
Furthermore the results of dissolution are g
different i.e. 96.31% in COA of batch release, wi
92% in initial stability results. Clarification i
required in this regard.

Firm has now submitted new batch analy
certificate with results as per the stability study d
Firm has NOT submitted any justification
clarification how the results are now changed.

Justify the manufacturing of 3 batches mavbatch
size 10,000 capsule using 0.1Kg drug substance

Firm has NOT submitted any justification agai
this observation.

Firm has now submitted BMR of same batc
showing 1000 capsule batch size

Justify the import of drug substance on@132020
while the DML was issued on 13&2-2020.

Our successful inspection was conducted ofi
December 2019 and we were hopeful to get D
soon so we started working on sample preparsa
for CTD dossiers. In this regard our procurem
deprtment which already haviedon with suppliers
due to our sister concern (Valor and Biogen). T
arranged material for Bional injection. But due
some unforeseen reasons our license was de
we receive material well before issuance of licef
Nevertheless we started actu@lslity studies aftel
receiving DML on 18 February 2020.

The submitted commercial invoice is from Taizh
Bona Chemical Co. Ltd while the drug substal
manufacturer is chongging Huapont Shengch
Pharmaceutical Co. Ltd.

Firm has now submitted unsignecbmmercial
invoice specifying APl manufacturer at the t
header dated 2beb 2020. Previously submittg
signed and stamped commercial invoice was d
13-01-2020. Firm has NOT submitted ai
clarification regarding the exact invoice throu
which the matrial was purchased and which w
the exact source.

The batch of isotretinoin drug substance (Batch
20200108) manufactured on-08-2020 and COA ig
generated on 1@1-2020,& the commercial invoice
is issued on 1:81-2020 even before the analysis
the batch. Clarification is required in this regard.

Firm has NOT submitted any clarification regard
this observation.

Isotretinoin BP specification is mentioned on |
commercial invoice, while the COA of the sai
batch state USP specifications. Cligation is
required in this regard.

The newly submitted commercial invoice contd
USP with the material name

Submit evidence of procurement of drug subste
from the drug substance manufacturer by submit
clearance from Assistant Director (I&E) DRA
Islamabad, or verifiable copy of invoice of DHL
Fedex etc along with justification why the dr|
substance was imported without getting clearg
from DRAP.

Firm has submitted copy of inbound charge invg
of DHL dated 2902-2020. As per the invoice ¢
DHL the date of arrival of the material is -P2-
2020.

Justify the calculation of results of assay in stabi
studies using a completely different formula frg
that mentioned in analytical procedures (sec]
3.2.P.5.2) as well as BP monograph.

Firm has s u b mi t t eStandatdh amnalytica
procedure has been revised as per workshe
Mistakenly old version of standard analytig
procedure is pasted.

Firm has NOT submitted any clarification and {
currently submitted method and calculation form
is also different from BP monograph as well as
submitted raw data sheets.

As per the commercial invoice 0.1Kg isotretinoin
imported, while as per the BMR of BatchOR5,
0.949 Kg isotretinoin was dispensed. Clarificatior,
required in this regard.

Firm has submitted copy of COA which specif
10kg while the commercial invoice mention 0.1K
Firm has NOT provided any clarification.

Batch T-025 was manufactured on-03-2020 as pel|

the signed BMR, while as per the stability study ¢

Firm has submitted new BMR of the same batc
which the date fomanufacturing is 0893-2020.
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sheet and theelevant UV spectra the testing of by
capsules of the same batch was performed ed30!
2020 while the testing of filled capsules and ini
stability testing was performed on-08-2020.

Batch size mentioned on COA of batch analy
stability data sheets and BMR are differe
Clarification is required in this regard.

Firm has NOT submitted any clarification regard
this observation.

Fill weight is an inportant test for the soft gelat
capsule, while the results of fill weight is n
mentioned in the BMR. Clarification is required

this regard.

Firm has submitted new BMR in which the weig
variation test results are now mentioned.

Decision: Deferred for following:

Justification regarding performance of verification studies of the analytical method of drug
substance using HPLC method since the method of analysis of drug substance as well as g

Submission of acelerated and real time stability study data of 3 batches of drug substance

Details including brand name, name of manufacturer, batch number and manufacturing dat
of the product against which pharmaceutical equivalence as welas comparative dssolutior

Justification of the results of drug release during dissolution testing and comparative dissoluti
profile since the public assessment report of the reference product specify the the drug show
release &5 minutes and 60minutes in all the threalissolution medium due to poor solubility of

Justification regarding the batch size of the stability batches since initially submitted documen
specify a batch size of 10,000 capsule while thewly submitted documents show batch size

Clarification of the drug substance manufacturer along with the exact invoic&ate and quantity
of the drug substance imported and when it was received in the factory premises since the d
substance manufacturer and the date of import of drug substance is different as per t
documents submitted initially and as a response of letter of shortcoming.

Justification of using analysis and calculation method different from that specified in B

Submission of fee since the title of the firm has been changed from Biogen Pharmaceutical

1
is based on titration method.
1
per zone IV-A conditions.
1
profile was conducted.
1
the drug substance.
1
1000 capsule.
1
1
monograph for assay of drug product.
1
Biogen Life sciences.
14. | Name,address of Applicant / Marketin

Authorization Holder

M/s Biogen Pharmaceuticals 8Km, Chakbeli Road Ra
Rawalpindi

Name, address of Manufacturing site.

M/s Biogen Pharmaceuticals 8Km, Chakbeli Road R4
Rawalpindi

Status of the applicant

X Manufacturer
5 Importer
5 Is involved in none of the above (contract giver)

GMP status of the firm

Firm has been granted new license (DML No. 000911
way of formulation dated $32-2020.

Evidence of approval of manufacturing
facility

Firm hassubmitted copy of section approval letter dated
02-2020 which specifies Soft gel capsule general sectio

Status of application

8 New Drug Product (NDP)
X Generic Drug Product (GDP)

Intended use of pharmaceutical produ

5 Domestic sale
8 Export sale
X Domestic and Export sales

Dy. No. and date of submission

Dy. No. 1686: 1301-2021

Details of fee submitted

PKR 20,000£ 30-11-2020

Proposed proprietary name / brand nag

BIOTAN 20mg Capsule
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Strength/ concentration of drug A€tive
Pharmaceutical ingredient (API) per u

Each soft gel capsule Contains:
|l sotretinoinééé20mg

Pharmaceutical form of applied drug

Yellow color soft gel capsule containing yellow color liqy

Pharmacotherapeutic Group of (API)

Retinoids fortreatment of acne

Reference to Finished product BP
specifications

Proposed Pack size As per SRO
Proposed unit price As per SRO

Status in reference regulatory authorit|

Isotretinoin 20mg soft capsules (MHRA Approved)

For generic drugéme-too status)

Oratane Capsule by Crystolite

Name and address of APl manufactur

Chongging Huapont Shengchem Pharmaceutical Co. Lt
666 Rongjun Road, Nanjin Avenue, Hechuan Dist
Changgin China.

Module-1l (Quality Overall Summary)

Firm hassubmitted QOS as per WHO Q&P template
Firm has summarized information related to nomencla
structure, general properties, solubilities, physical fq
manufacturers, description of manufacturing process
controls, impurities, specificationmalytical procedures ar
its validation, batch analysis and justification of specificat
reference standard, container closure system and st;
studies of drug substance and drug product.

Module-1ll Drug Substance:

Firm has submitted detailed data for drug substance
related to nomenclature, structure, general prope
solubilities, physical form, manufacturers, description
manufacturing proces$ controls, impurities, specification
analytical procedureand its validation, batch analysis g
justification of specification, reference standard, conta
closure syster& stability studies of drug substance.

Stability Studies of Drug Substance
(Conditions & duration of Stabilit]
studies)

Firm has submittedtability study data of 3 batches of df
substance at both accelerated as well as real time cond
The accelerated stability data is conducted at 40°C % |
75% + 5% RH for 6 months. The real time stability daf
conducted at 30°C + 2°C / 65 ¥6RH for 36 months.

Module-1ll Drug Product:

Firm has submitted data of drug product including
description, composition, pharmaceutical developmn
manufacture, manufacturing process and process cd
process validation protocols, controlexfcipients, control g
drug product, specifications, analytical procedu
validation of analytical procedures, batch analy
justification of specifications, reference standard
materials, container closure system and stability.

Pharmaceutical Eaualence an(

Comparative Dissolution Profile

Firm has submitted results of pharmaceutical equivaleng
all the quality tests for their product against Isotrol 2(
Capsule.

Firm has submitted results of CDP for their product ag
Isotrol 20mg Capsule

Analytical method

validation/verification of product

Firm has submitted verification studies of the drug subst
and the drug product.

STABILITY STUDY DATA

Manufacturer of API
Road, Nanjin Avenue, Hechuan District, Changgin China.

Chongging Huapont Shengchem Pharmaceutical Co. Ltd No. 666 R

API Lot No. 20200108

Alu-alu blister

Description of Pack
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(Container closure system

Stability Storage Condition

Real time : 30C + ZC / 65% + 5%RH
Accelerated: 4@ + ZC / 75% + 5%RH

Time Period Real time: 6 months

Accelerated: 6 months
Frequency Accelerated: 0, 3, 6 (Months)

Real Time: 0, 3, 6 (Months)
Batch No. T-034 T-035 T-036
Batch Size 10,000 Capsulel 10,000 Capsule 10,000 Capsule
Manufacturing Date 03-2020 03-2020 03-2020
Date of Initiation 03-2020 03-2020 03-2020

No. of Batches

03

DOCUMENTS / DATA TO BE PROVIDED ALONG WITH STABILITY STUDY DATA

Reference of previous approval
applications with stability study data
the firm (if any)

such

Biogen Pharmaceutical is a new License facility hence

inspection has been conducted

Approval of API/ DML/GMP certificat{ Firm has submitted copy of GMP certificate (I
of APl manufacturer issued by conceri CQ20180013) issued by CFDA China. The certificate is
regulatory authority of country of origii till 06-06-2023.

with approval from DRAP (in case
import).

Documents for the procurement of AFirm has submitted copy of commercial invoice date@®1:3
2020 specifying purchase of 0.1Kg isotretinoin.

supported by attested
documents like chromatograms, R
data sheets, COA, summary data sh
etc.

Data of stability batches will HFirm has submitted complete record of testing of all batg
respec]along with raw data sheets, COA and summary data shg

Compliance Record of HPLC softwg NA
21CFR & audit trail reports on prodd
testing

Record of Digital data

stability chambers (real time a

accelerated)

logger f{Firm has submitted record of digital data logger
temperatureand humidity monitoring gtemperature and humidity monitoring of real time
accelerated stability chambers.

Evaluation by PEC:

1 The application was submitted by M/s Biogen Pharmaceuticds) &hakbeli Road Rawat. Laf
on Central Licensing Board approved the change of title of the firm to M/s Biogen Life Scie
Km, Chakbeli road Rawat vide its letter dated0B32021. Howeverthe firm has not submitted f

for the change of title.

1 Firm has submitted fee challan with brand name Isozam 10mg capsule, later the firm has s
Form 5F with brand name Biotan 10mg capsule. Firm has submitted clarification that due to s
with some existing brand name we have changed the brand name to Biotan 10mg Capsule.

Shortcomings communicated

Response by the firm

Submit data in section 3.2.5.4.1 and 3.2.S.4.
per the guidance document approved
Registration Board which specifiesh aCopies]
of the Drug substance specifications g
analytical procedures used for routine testing
the Drug substance /Active Pharmaceuti
Ingredient by both Drug substance & Drl
Product manufacturer is requiréd, Sin
have only submitted BPmonograph for
isotretinoin instead of submitting details
analytical procedures.

Firm has submitted specifications and analyt

procedure of substance

Pharmaceuticals.

drug

from Biog
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Submit data in section 3.2.5.4.3 as per
guidance document appmy by Registratior
Board whi ch Anglicali Methosl
Verification studies including  specificit
accuracy and repeatability (method precisiq
performed by the Drug Product manufacturer
both compendial as well as n@ompendial drug
substag e ( s) s hal Isinde gou bausg
only submitted a orpage summary table inste
of providing detailed method and results for
verification studies.

Firm has submitted report of verification studies of
drug substance. As per the verificatistudies, the
analytical method as well as the reported results
for HPLC method, while analytical procedure of df
substance is based on titration method.

Submit data in section 3.2.5.4.4 as per

guidance document approved by Registra
Board vh i ¢ h s p e dPro¥ide eesultsto
analysis of relevant batch(es) of Drug Substa
performed by Drug Product manufacturer us
during product development and stability studi
along with Certificate of Analysis (CoA) of t
same batch from Drug Subsce / /Active
Phar maceuti cal | ngr e

Firm has initially submitted COA of batch numh
20200108 (Mfg date 681-2020, API manufacturer
testing report date 1@1-2020 and Biogen Pharn
analysis date 0R3-2020). Later in response to t
letter, firm has submitted COA of batch numi
20200113 (Mfg date 181-2020, APl manufacturer
testing report date 191-2020 and Biogen Pharn
analysis date 023-2020).

Drug product manufacturer has NOT performed
test of Al i mitsrecommended t
USP monograph and performed by API manufact
as well.

Justify how working standard procured frg
Taizhou Tyloo Biopharm Co. Ltd can be used
reference standard for isotretinoin.

Firm has submitted that this was only readily availe
working standard.

Firm has NOT provided any scientific justification
use of working standard from another source.

Justify the real time stability study data with tir
points 0, 6, 12, 24, 48 and 60 months with
following ICH recommended time points.

Firm has submitted one page of real time stab
studies of isotretinoin. The submitted document @
NOT specify either any batch number of even

name of manufacturer. Further the data of only 1 b
is submitted.

Justify how the results of allges for every batcl
in accelerated stability studies are same at all
points.

Firm has NOT submitted any justification against {
observation.

Submit composition of the drug product for 201
strength, since the submitted master formula
is for 10mg strength.

Firm has submitted master formulation for 20
capsule

Justify the formulation development proce
specifying USP specifications while B
specifications have been claimed for the d
product.

Firm has submitted revised document in which
specifications have been mentioned.

Justify the pharmaceutical equivalence using |
specifications while BP specs have been clai
for the drug product.

Firm has submitted revised report of pharmaceu
equivalence in which BP method has been mentio
Firm has performed pharmaceutical equivalence

BP method and the reported results are different {
previous results.

Clarify why the quantitative results of weig
variation, dissolution and uniformity of contern
is not mentioned ipharmaceutical equivalence

Firm has now submitted quantitative results
dissolution test, but the quantitative results of we
variation are NOT provided.

Justify the performance of pharmaceuti
equivalence and comparative dissolution pro
agairst isotrol capsule instead of using innova
/ reference product.

Firm has submitted that the comparator produd
manufactured by Crystolite Pharma, while as
available database the comparator product Isc
capsule is manufactured by Valor Pharmaioals.
Further the firm has submitted justification tk
innovator product was not readily available theref
they have selected product approved by DRAP w
is most running brand in Pakistan.

Justify the drug release of 35.7% and 33.59
Biotan capsule and Isotrol capsule at pH 6.8, s

Firm has s thb pnocédurevias repesais
for reconfirmation of results. After performing t
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the public assessment report of Isotretinoine S
10 mg soft gelatin capsule issued by Medig
Evaluation Board Netherland specifies t
fAttempts were madto compare dissolutio
profiles for the biowaiver, at pH 1.2, 4.5 & 6.
between the two product strengths of

proposed product and also to compa
dissolution with the reference product in the sg
strengths. However, no profiles could
generated faithe 3 pH's; in all cases 0% wg
dissolved at time points T5minr60min, due tg
the poor solubility of the drug substancé

tests, the results weredked into thoroughly and th
conclusion was that during performing the test
containers were mislabelled as all three of

dissolution media were run simultaneously. So
correction may be cons

Justify the steps of manufacturing proc
development without any measures for protec
the drug substance from light and temperature

Firm has now submitted manufacturing proc
development in which it is mentioned that the prog
is temperature and light sensitive so all proced
should becarried out in controlled environment
protect from light degradation.

The target weight of the drug product
mentioned as 490mg while as per the ma
formulation, total weight of complete unit
500mg. Clarification is required in this regard.

Firm has NOT submitted any justification against {
observation

Justify the verification studies of the drug prod
without performing test for accuracy.

Firm has submitted verification studies with test
accuracy and recovery

Justify how working stadard procured fron
Taizhou Tyloo Biopharm Co. Ltd can be used
reference standard for the drug prod
(isotretinoin capsule).

Firm has submitted that this was only readily availe
working standard.

Firm has NOT provided any scientific justificatioh
use of working standard from another source.

Clarify the date of initiation of stability studie
since the initial testing date mentioned in stabi
data sheet is 083-2020, while the batch relea
date mentioned on batch analysis COA i030
2020.

Firm has submitted revised batch analysis certifi
as well as stability data sheets specifying036
2020as the stability initiation as well as batch rele
date.

The assay result of batchOB4 mentioned in th
COA of batch release is 101.49%, whilte assay
of same batch in the initial stability testing
99.5%. Furthermore the results of dissolution
also different i.e. 96.31% in COA of bat
release, while 92% in initial stability result
Clarification is required in this regard.

Firm has nw submitted new batch analysis certifici
with results as per the stability study data. Firm
NOT submitted any justification / clarification hg
the results are now changed.

Justify the manufacturing of 3 batches hay
batch size 10,000 capsulesing 0.1Kg drug
substance.

Firm has NOT submitted any justification against {
observation.

Firm has now submitted BMR of same batc
showing 1000 capsule batch size

Justify the import of drug substance onam3
2020 while the DML was issued on-02-2020.

Our successful inspection was conducted off

December 2019 and we were hopeful to get D
soon so we started working on sample preparatio
CTD dossiers. In this regard our procurem
deprtment which already have liason with suppl
due to ar sister concern (Valor and Biogen). Th
arranged material for Bional injection. But due
some unforeseen reasons our license was delaye
receive material well before issuance of licer
Nevertheless we started actual stability studies

receiing DML on 13" February 2020.

The submitted commercial invoice is frg
Taizhou Bona Chemical Co. Ltd while the dr
substance manufacturer is chongging Huay
Shengchem Pharmaceutical Co. Ltd.

Firm has now submitted unsigned commercial invg
specifyirg APl manufacturer at the top header dg
25Feb 2020. Previously submitted signed
stamped commercial invoice was dated0132020.
Firm has NOT submitted any clarification regard
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the exact invoice through which the material Vv
purchased and whickias the exact source.

The batch of isotretinoin drug substance (Bg
No. 20200108) manufactured on-08-2020 and
COA is generated on 171-2020, and thg
commercial invoice is issued on-03-2020 even
before the analysis of the batch. Clarificatior
required in this regard.

Firm has NOT submitted any clarification regard
this observation.

Isotretinoin BP specification is mentioned on
commercial invoice, while the COA of the sal
batch state USP specifications. Clarification
required in thigegard.

The newly submitted commercial invoice contal
USP with the material name

Submit evidence of procurement of dr
substance from the drug substance manufac
by submitting clearance from Assistant Direc
(I&E) DRAP Islamabad, or verifiableopy of
invoice of DHL / Fedex etc along wit
justification why the drug substance w
imported without getting clearance from DRAF

Firm has submitted copy of inbound charge invoic
DHL dated 2902-2020. As per the invoice of DH
the date of arrival afhe material is 2@2-2020.

Justify the calculation of results of assay
stability studies using a completely differeg
formula from that mentioned in analytic
procedures (section 3.2.P.5.2) as well as
monograph.

Firm has S U bStandard ardlytical
procedure has been revised as per workshg
Mistakenly old version of standard analytic
procedure is pasted.

Firm has NOT submitted any clarification and 1{
currently submitted method and calculation formul
also different from BP mompaph as well as th
submitted raw data sheets.

As per the commercial invoice 0.1Kg isotreting
is imported, while as per the BMR of Batch
025, 0.949 Kg isotretinoin was dispens
Clarification is required in this regard.

Firm has submitted copy of @A which specifies
10kg while the commercial invoice mention 0.1Kg
Firm has NOT provided any clarification.

Batch T-025 was manufactured on-03-2020 as
per the signed BMR, while as per the stabi
study data sheet and the relevant UV spectrg
teding of bulk capsules of the same batch v
performed on 0®3-2020 while the testing o
filed capsules and initial stability testing w
performed on 0®3-2020.

Firm has submitted new BMR of the same batcl
which the date of manufacturing is-03-2020.

Batch size mentioned on COA of batch analy
stability data sheets and BMR are differg
Clarification is required in this regard.

Firm has NOT submitted any clarification regard
this observation.

Fill weight is an important test for the softiagn
capsule, while the results of fill weight is n
mentioned in the BMR. Clarification is requirg

in this regard.

Firm has submitted new BMR in which the weig
variation test results are now mentioned.

Decision: Deferred for following:

9 Justification regarding performance of verification studies of the analytical method of drug
substance using HPLC method since the method of analysis of drug substance as well as g
is based on titration method.

1 Submission of accelerated and real timetability study data of 3 batches of drug substance 3
per zone IV-A conditions.

9 Details including brand name, name of manufacturer, batch number and manufacturing dat
of the product against which pharmaceutical equivalence as well as comparative dssoluat
profile was conducted.

9 Justification of the results of drug release during dissolution testing and comparative dissoluti
profile since the public assessment report of the reference product specify the the drug show
release at 5 minutes and 60minutein all the threedissolution medium due to poor solubility of
the drug substance.
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9 Justification regarding the batch size of the stability batches since initially submitted documen
specify a batch size of 10,000 capsule while the newly submitted docurnseshow batch size g
1000 capsule.

9 Clarification of the drug substance manufacturer along with the exact invoice, date and quanti
of the drug substance imported and when it was received in the factory premises since the d
substance manufacturer and he date of import of drug substance is different as per th
documents submitted initially and as a response of letter of shortcoming.

9 Justification of using analysis and calculation method different from that specified in B
monograph for assay of drugproduct.

1 Submission of fee since the title of the firm has been changed from Biogen Pharmaceutical

Biogen Life sciences.

15.

Name, address of Applicant / Marketir
Authorization Holder

M/s Biogen Pharmaceuticals 8Km, Chakbeli Road R4
Rawalpindi

Name, address of Manufacturing site.

M/s Biogen Pharmaceuticals 8Km, Chakbeli Road Ra
Rawalpindi

Status of the applicant

X Manufacturer
5 Importer
5 Is involved in none of the above (contract giver)

GMP status of the firm

Firm has beemranted new license (DML No. 000911)
way of formulation dated 1682-2020.

Evidence of approval of manufacturing
facility

Firm has submitted copy of section approval letter date
02-2020 which specifies Soft gel capsule general sectio

Status ofapplication

5 New Drug Product (NDP)
X Generic Drug Product (GDP)

Intended use of pharmaceutical produy

5 Domestic sale
5 Export sale
X Domestic and Export sales

Dy. No. and date of submission

Dy. No. 1687: 1301-2021

Details of feesubmitted

PKR 20,000/ 10-12-2020

Proposed proprietary name / brand na

3-D Capsule

Strength / concentration of drug of
Active Pharmaceutical ingredient (API
per unit

Each soft gel capsule Contains:

Chol ecal ci ferol éé6é50, 000

Pharmaceuticdbrm of applied drug

Yellowish color viscous suspension filled in an oval shg
soft gelatin capsule shell.

Pharmacotherapeutic Group of (API) | Vitamin D
Reference to Finished product USP
specifications

Proposed Pack size 56s
Proposed uniprice As per SRO

The status in reference regulatory
authorities

InVita D3 50,000 U soft capsules (MHRA Approved)

For generic drugs (mm@o status)

SolarD Soft gelatin Capsule 50,000 IU by Crystolite pha
(Reg#094359)

Name and address of ARlanufacturer.

Sichuan Yuxin Pharmaceutical Co., Ltd. No. 51, W
Section of Changjiang Road, Economic Development /
(South District), Shifang City Sichuan Province China.

Module-ll (Quality Overall Summary)

Firm has submitted QOS as per WHO QB3 tanplate.
Firm has summarized information related to nomencla
structure, general properties, solubilities, physical fq
manufacturers, description of manufacturing process

Minutes of 307 meeting of Registration Board

43 |



controls, impurities, specifications, analytical procedureg
its validéion, batch analysis and justification of specificat
reference standard, container closure system and st:
studies of drug substance and drug product.

Module-1ll Drug Substance:

Firm has submitted detailed data for drug substance
related to nomenclature, structure, general proper
solubilities, physical form, manufacturers, description
manufacturing  process and controls, impurif
specifications, analytical procedures and its validation, |
analysis and justification of specifidan, reference standar
container closure system and stability studies of
substance.

Stability Studies of Drug Substance
(Conditions & duration of Stabilit]
studies)

Firm has submitted stability study data of 3 batches of
substance at bothccelerated as well as real time conditig
The accelerated stability data is conducted at 40°C * |
75% + 5% RH for 6 months. The real time stability daf
conducted at 30°C + 2°C / 65 + 5% RH for 36 months.

Module-lll Drug Product:

Firm has submitted data of drug product including
description, composition, pharmaceutical developm
manufacture, manufacturing process and process cd
process validation protocols, control of excipients, contr
drug product, specifications, anabal procedurey
validation of analytical procedures, batch analy
justification of specifications, reference standard
materials, container closure system and stability.

Pharmaceutical Equivalence
Comparative Dissolution Profile

a

Firm has submied results of pharmaceutical equivalence
all the quality tests for their product against Sunny D Cap
Firm has submitted results of CDP for their product ag
Sunny D Capsule.

Analytical method

validation/verification of product

Firm hassubmitted verification studies of the drug substa
and the drug product.

STABILITY STUDY DATA

Manufacturer of API

Sichuan Yuxin Pharmaceutical Co., Ltd. No. 51, West Section of Chan
Road, Economic Development Zone (South District), Shif@itg Sichuar
Province China.

API Lot No.

M-1-51-MI191210

Description of Pack
(Container closure system)

Alu-alu blister

Stability Storage Condition

Real time : 30C + ZC / 65% + 5%RH
Accelerated: 4@« + 2C / 75% + 5%RH

Time Period Real time: 6 months

Accelerated: 6 months
Frequency Accelerated: 0, 3, 6 (Months)

Real Time: 0, 3, 6 (Months)
Batch No. T-028 T-029 T-030
Batch Size 10,000 Capsule 10,000 Capsule 10,000 Capsule
Manufacturing Date 02-2020 02-2020 02-2020
Date of Initiation 27-02-2020 27-02-2020 29-02-2020

No. of Batches

03

DOCUMENTS / DATA TO BE PROVIDED ALONG WITH STABILITY STUDY DATA

the firm (if any)

Reference of previous approval
applications with stability study data

Biogen Pharmaceutical is a new License facility hence
such inspection has been conducted
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Approval of API/ DML/GMP certificate
of APl manufacturer issued by concert
regulatory authority of country of origir

Firm has submitted copy of GMP certificate (I
CQ20180013) issued by CFDA China. The certificate is
till 06-06-2023.

Documents for the procurement of A
with approval from DRAP (in case
import).

Firm has submitted copy of commercial invoice date@B
2020 specifying purchase of 50g cholecalciferol.

Data of stability batches will be support
by attested respective documents

Firm has submitted complete record of testing of all batg
along with raw data sheets, COA and summary data she

chromatograms, Raw data sheets, C
summary data sheets etc.

5. |Compliance Record of HPLC softwg NA
21CFR & audit trail reports on prodd
testing
6. |Record of Digital data logger fiFirm has submitted record of digital data logger

temperatureand humidity monitoring ¢
stability chambers (real time a
accelerated)

temperature and humidity monitoring of real time
accelerated stability chambers.

Evaluation by PEC:

Shortcominggommunicated

Response hy the firm

Submit data in section 3.2.S.4.3 as per the guid
document approved by Registration Board wh
speci fi Amlytical hMethod WVerification
studies including specificity, accuracy a
repeatability (method precisiprperformed by the
Drug Product manufacturer for both compendial
well as nhorcompendial drug substance(s) shall
s u b mi Ruttheragspecify how the testing of dr
substance was carried out without perform
verification studies.

Firm has again submted validation studies of th
drug substance manufacturer.

However, verification studies by the drug prod
manufacturer are not submitted.

Submit stability study data of 3 batches of d
substance as per the conditions of zon&\|\since
the submittd stability data sheets are not propg
printed and have various mistakes.

Firm has submitted stability study data of 3 batg
of drug substance at both accelerated as well a4
time conditions. The accelerated stability datg
conducted at 40°C = £°/ 75% + 5% RH for 6
months. The real time stability data is conducte
30°C £ 2°C / 65 + 5% RH for 36 months.

Justify the composition of the drug product, sif
the submitted master formulation is similar to t
submitted for isotretinoin capsule.

Firm has now submitted new master formulatior
However, the new formulation is also different frq
innovator / reference product.

Justify the choice of excipients in your formulatiq
since the excipients used are different from tha
the innovator / reerence product. Further justil
how the formulation was developed withg
performing drugexcipient compatibility studies.

Firm has not submitted any justification for tk
point. However, the new formulation is al
different from innovator / referencequluct.

Justify the performance of pharmaceuti
equivalence with sunny D capsule instead of us
innovator / reference product.

The innovator product was not readily availablg
the time of comparative studies so we have selg
said product approveay DRAP.

Provide details of the comparator product used
pharmaceutical equivalence including Registral
number, batch number and expiry date.

Now the firm has submitted pharmaceuti
equivalence with Solab 50000 IU manufacture
by CrystolitePharma. Batch No 082C20 mfg da
03-2020.

Justify the drug release above 75%

cholecalciferol soft gelatin capsule at pH 1.2,
and 6.8 for both your product as well as compar
product, since the public assessment repor
Colecalciferol Benferol50,000 IU soft gelatin
capsule issued by Medicine Evaluation Bo
Net her |l and sDssolatiorf festss fo

cholecalciferol are not possible due to the n

Firm has submitted that the procedure was repe
for reconfirmation of results. After perforngrthe
test previous results were looked into thoroug
and the conclusion was that during performing
test the containers were mislabelled as all the t
dissolution media were run simultaneously. So
correction may be considered now.
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aqueous, fatty oil matrix in which the acti
substance is dissolved. Although the ac
substance itself is insoluble in water, confirmati
has been provided that the dosage form comy
with the specification of the Ph.Eur. disintegrati
test O

The pharmaadtical equivalence report contai
dissolution test in which 92.98% and 94.86% d
release was observed for test and compal
product.

Submit the contents of cholecalciferol in mg as
the labelling requirements of USP monograph.

Each soft gelatinapsule contains:
Chol ecalciferolé..500

Justify how 285mg/capsule of cholecalcife
having 50,000 IU is equivalent to 10n
cholecalciferol as per the details submitted
section 3.2.P.5.2.

Firm has not submitted any justification augtithis
query

The assay method in analytical method (sec
3.2.P.5.2) is different from that mentioned in U
Justification is required in this regard.

The submitted analytical method is still differg
from USP monograph

Justify the verification stlies of the analytica
method of drug product without performance of
of accuracy.

Firm has now submitted verification repq
including test of accuracy however the analyti
method for assay is different from USP.

The manufacturing date of stabilitypatches
mentioned in batch analysis (section 3.2.P.5.4
March 2020 while that mentioned on stability d
sheets is February 2020.

Firm has now submitted batch analysis repor
which the analysis date is mentioned as Febr
2020.

Justify the stability testing without performin
verification studies of the analytical method of di
product, since the verification studies are signe
March 2020 while batches are manufactureg
February 2020.

Firm has not submitted any justification agains
point.

Justify the import of drug substance or@22020
while the DML was issued on 4®-2020.

Our successful inspection was conducted ofi
December 2019 and we were hopeful to get D
soon so we started working on sample preparg
for CTD dosgers. In this regard our procureme
department which already have liaison W
suppliers due to our sister concern (Valor i
Biogen). They arranged material. But due to sq
unforeseen reasons our license was delayed
receive material well before issuze of license
Nevertheless, we started actual stability studies
receiving DML on 18 February 2020.

The submitted commercial invoice is from Liaoni
Pharmaceutical Foreign Trade Corporation w
the drug substance manufacturer is Sichuan Y
Pharmaceutical Co., Ltd.

Firm has now submitted commercial invoice frq
drug substance manufacturer

Submit evidence of procurement of drug substs
from the drug substance manufacturer
submitting clearance from Assistant Director (I&
DRAP Islamabador verifiable copy of invoice o
DHL / Fedex etc along with justification why tk
drug substance was imported without gett
clearance from DRAP.

Firm has submitted copy of invoice from dr
substance manufacturer however no other evid
of import like AD attested invoice or DHL invoic
is submitted.

Justify the calculation of results of assay in stab
studies using a completely different formula fr
that mentioned in analytical procedures (sec
3.2.P.5.2) as well as USP monograph.

Firm has notsubmitted any justification regardin
this query.

Justify the submission of batch manufactur
record of isotretinoin capsule submitted with sg
batch numbers as presented in stability study da
cholecalciferol capsule.

Firm has submitted BMR of the stability batches

Decision: Deferred for following:
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1 Submission of verification studies of the analytical method of the drug substance from the dr
product manufacturer.

1 Justification / scientific rational of using a formulation with is qualitatively different from the
innovator product without performance of drug-excipient compatability studies.

9 Justification of the results of drug release during dissolution testing and comparative dissoluti
profile since the public assessment reportfdhe reference product specify that the dissolutio
test for the drug product is not possible due to nofquous fatty oil matrix in which the drug
substance is dissolved.

9 Justification / scientific rational of using the method of analysis of the drug product which
different than the method specified in USP monograph.

1 Submission of fee since the title of the firm has been changed from Biogen Pharmaceutical

Biogen Life sciences.

Hydrocortisone injection (steroid): Molecule 1 / Products 3

16.

Name, address of Applicant / Marketir
Authorization Holder

M/s Biogen Pharmaceuticals 8Km, Chakbeli Road R4
Rawalpindi

Name, address of Manufacturing site.

M/s Biogen Pharmaceuticals 8Km, Chakbeli Road Ra
Rawalpindi

Status of the applicant

X Manufacturer
5 Importer
5 Is involved in none of the above (contract giver)

GMP status of the firm

Firm has been granted new license (DML No. 000911
way of formulation dated 1:82-2020.

Evidence of approval of manufacturing
facility

Firm has submitted copy of section approval letter date
02-2020 which specifies Hydrocortisone injection sectiof

Status of application

5 New Drug Product (NDP)
X Generic Drug Product (GDP)

Intended use of pharmaceutical produ

8 Domestic sale
5 Export sale
X Domestic and Export sales

Dy. No. and date of submission

Dy. No. 6966: 0203-2021

Details of fee submitted

PKR 20,000/ 07-01-2021

Proposed proprietary name / brand ng

BIOCORT 100mg Injection

Strength concentration of drug of Activ
Pharmaceutical ingredient (API) per u

Each vial contains:
Hydrocortisone  Sodium  Succinate  equivalent
hydrocorti soneéé 100 mg

Pharmaceuticdbrm of applied drug

White to off White color, Lyophilized, Sterile Powder fill
in Glass Vial as 106s I nj ¢
further packed in Card board Unit Carton along with Leg

Pharmacotherapeutic Group of (API)

CorticosteroidGlucocorticosteroid

Reference to Finished product USP
specifications

Proposed Pack size As per SRO
Proposed unit price As per SRO
Status in reference regulatory authorit| USFDA Approved

For generic drugs (mm®o status)

Cortizone injection by Global pharma

Name and address of APl manufactur

Symbiotec Pharmalab Private Limited 385/2 Pigdam
Near Hotel Mashal, Off A. B. Road, Rau, Indore 453
(M.P) India

And

Symbiotec Pharmalab Private Limited

Plot no.5, 6, 7 &, Special Economic ZonBhasell, Pharma
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Zone, Pithampuist. Dhar454774, (M.P.), India

Module-1l (Quality Overall Summary)

Firm has submitted QOS as per WHO QGBI template
Firm has summarized information related to nomencla
structure, genat properties, solubilities, physical for
manufacturers, description of manufacturing process
controls, impurities, specifications, analytical procedureg
its validation, batch analysis and justification of specificat
reference standard, comar closure system and stabil
studies of drug substance and drug product.

Module-1ll Drug Substance:

Firm has submitted detailed data for drug substance
related to nomenclature, structure, general prope
solubilities, physical formmanufacturers, description
manufacturing  process and controls, impurif
specifications, analytical procedures and its validation, |
analysis and justification of specification, reference stan
container closure system and stability studies dofig
substance.

studies)

Stability Studies of Drug Substance
(Conditions & duration of Stabilit]

Firm has submitted stability study data of 3 batches of
substance at both accelerated as well as real time cond
The accelerated stability daitaconducted at 40°C + 2°C
75% + 5% RH for 6 months. The real time stability dat
conducted at 30°C + 2°C / 65 + 5% RH for 48 months.

Module-1ll Drug Product:

Firm has submitted data of drug product including
description, composition,pharmaceutical developme
manufacture, manufacturing process and process cd
process validation protocols, control of excipients, contr
drug product, specifications, analytical procedu
validation of analytical procedures, batch analy
justification of specifications, reference standard
materials, container closure system and stability.

Pharmaceutical Equivalence
Comparative Dissolution Profile

Firm has submitted results of pharmaceutical equivaleng
all the quality tests faheir product against Solucortef 100
injection.

Analytical
validation/verification of product

method

Firm has submitted verification studies of the drug subst
and the drug product.

STABILITY STUDY DATA

Manufacturer of API

Symbiotec PharmalaBrivate Limited Plot no.5, 6, 7 & 8, Special Econo
Zone, Phasdl, Pharma Zone, Pithampur, Dist. D&84774, (M.P.), India

API Lot No. HSS19432

Description of Pack

) Glass vial
(Container closure system)

Stability Storage Condition| Real time : 30C + 2°C / 65% + 5%RH
Accelerated: 4€ + 2C / 75% + 5%RH

Time Period Real time: 6 months

Accelerated: 6 months
Frequency Accelerated: 0, 3, 6 (Months)

Real Time: 0, 3, 6 (Months)
Batch No. TOO1 T002 TOO3
Batch Size 400 vials 400 vials 400vials
Manufacturing Date 03-2020 03-2020 03-2020
Date of Initiation 13-04-2020 13-04-2020 15-04-2020

No. of Batches

03

DOCUMENTS / DATA TO BE PROVIDED ALONG WITH STABILITY STUDY DATA
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1. |Reference of previous approval |Biogen Pharmaceutical is a new License facility henc
applications with stabilitystudy data g such inspection has been conducted
the firm (if any)

2. |Approval of API/ DML/GMP certificatd Firm hassubmitted copy of GMP certificate (No-332018)
of APl manufacturer issued by concertissued by Food and drug administration Madhya Prg
regulatory authority of country of origir dated 1912-2018. The certificate is valid till 282-2021.

3. |Documents for the procurement of AFirm has submitted copy of invoice specifying import of
with approval from DRAP (in case |2Kg hydrocortisone and 100mg working standard.
import). The invoice does not contain any date of import and

invoice is also not attested by AD (I&E).

4. |Data of stability batches will be suppori Firm has submitted complete record of testing of all batg
by attested respective documents |along with raw data sheets, COA and summary data sh¢
chromatograms, Raw data sheets, C
summary data sheets etc.

5. |Compliance Record of HPLC softwg NA
21CFR & audit trail reports on prodd
testing

6. |Record of Digital data logger fiFirm has submitted record of digital data logger
temperature and humidity monitoring|temperature and humiditynonitoring of real time an
stability chambers (real time ajaccelerated stability chambers.
accelerated)

Evaluation by PEC:

1 The application was submitted by M/s Biogen Pharmaceuticddsn &hakbeli Road Rawat. Laf
on Central Licensing Board approved the change of title of the firm to M/s BlofgeSciences 8
Km, Chakbeli road Rawat vide its letter dated0B&021. However, the firm has not submitted

for the change of title.

Sh

ortcomings communicated

Response by the firm

of

Submit specification and analytical procedu
fromdrug product
manufacturer in section 3.2.5.4.1 and 3.2.S
respectively.

drug substance

Firm has submitted specification and analyti
procedures of drug substance from drug proc
manufacturer

Submit verification report of analytical meth(
of the drug product isection 3.2.P.5.3.

Firm has submitted verification report of analyti
method of the drug product

Submit stability study data of 3 batches of dj
substance conducted as per the condition
zone VA in section 3.2.S.7.3.

Firm has submitted stabilityigdy data of 3 batches
drug substance at both accelerated as well as rea
conditions. The accelerated stability data is condu
at 40°C £ 2°C / 75% * 5% RH for 6 months. The
time stability data is conducted at 30°C £ 2°C / 6
5% RH for 48months.

Submit valid GMP certificate of drug substar
manufacturer.

Firm has submitted copy of GMP certificate (No.
3/2018) issued by Food and drug administra
Madhya Pradesh dated-12-2018. The certificate i
valid till 18-12-2021.

wit

Submit docments for the procurement of Al

h approval from DRAP

Firm has submitted copy of invoice specifying imp
of 2Kg hydrocortisone and 100mg working standatr
The invoice does not contain any date of import
the invoice is also not attested by AD (IXE

Submit Batch Manufacturing Record (BMR)
the stability batches.

Firm has submitted copy of BMR of three stabil
batches

Submit record of Digital data logger fi
temperature and humidity monitoring
stability chambers (real time and acceleratec

Firm has submitted record of digital data logger
temperature and humidity monitoring of stabil
chambers.

Decision: Approved.
1 Manufacturer will place first three production batches on long term stability studies throughou
proposed shelf life and on accelerated studies for six months as per the commitment submit

1

in the registration application.

Manufacturer will perform proce ss validation of first three batches as per the commitmel
submitted in the registration application.
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1 The firm shall submit fee since

Pharmaceuticals to Biogen Life sciencdsefore issuance of registration letter

the title of the firm has been changed from Biog

17.

Name, address of Applicant / Marketir
Authorization Holder

M/s Biogen Pharmaceuticals 8Km, Chakbeli Road R4
Rawalpindi

Name, address of Manufacturing site.

M/s Biogen Pharmaceuticals 8Km, Chakbeli Rd2awat,
Rawalpindi

Status of the applicant

X Manufacturer
5 Importer
5 Is involved in none of the above (contract giver)

GMP status of the firm

Firm has been granted new license (DML No. 000911
way of formulation dated 1682-2020.

Evidenceof approval of manufacturing
facility

Firm has submitted copy of section approval letter date
02-2020 which specifies Hydrocortisone injection sectior

Status of application

5 New Drug Product (NDP)
X Generic Drug Product (GDP)

Intended use gbharmaceutical produci

5 Domestic sale
5 Export sale
X Domestic and Export sales

Dy. No. and date of submission

Dy. No. 6967: 0203-2021

Details of fee submitted

PKR 20,000/ 07-01-2021

Proposed proprietary name / brand ng

BIOCORT 250mgnjection

Strength / concentration of drug of Acti
Pharmaceutical ingredient (API) per u

Each vial contains:
Hydrocortisone  Sodium  Succinate  equivalent
hydrocorti soneéé 250 mg

Pharmaceutical form of applied drug

White to off White colorLyophilized, Sterile Powder fille
in Glass Vial as 106s |1 nj ¢
further packed in Card board Unit Carton along with Led

Pharmacotherapeutic Group of (API)

Corticosteroid, Glucocorticosteroid

Reference to Finished product USP
specifications

Proposed Pack size As per SRO
Proposed unit price As per SRO
Status in reference regulatory authorit| USFDA Approved

For generic drugs (mm@o status)

Cortizone injection by Global pharma

Name and address of APl manufactur

Symbiotec Pharmalab Private Limited 385/2 Pigdarm
Near Hotel Mashal, Off A. B. Road, Rau, Indore 453
(M.P) India

And

Symbiotec Pharmalab Private Limited

Plot no.5, 6, 7 & 8, Special Economic ZoRbasell, Pharma
Zone, PithampuDist. Dhar454774, (M.P.), India

Modulell (Quality Overall Summary)

Firm has submitted QOS as per WHO QBIS template
Firm has summarized information related to nomencla
structure, general properties, solubilities, physitam,
manufacturers, description of manufacturing process
controls, impurities, specifications, analytical procedureg
its validation, batch analysis and justification of specificat
reference standard, container closure system and st;
studies of drug substance and drug product.

Module-1ll Drug Substance:

Firm has submitted detailed data for drug substance
related to nomenclature, structure, general prope
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solubilities, physical form, manufacturers, description
manufacturing process and controls, impuritie
specifications, analytical procedures and its validation,
analysis and justification of specification, reference stan
container closure system and stability studies of
substance.

studies)

Stability Studies obrug Substance
(Conditions & duration of Stabilit]

Firm has submitted stability study data of 3 batches of
substance at both accelerated as well as real time cond
The accelerated stability data is conducted at 40°C = |
75% + 5% RHfor 6 months. The real time stability datg
conducted at 30°C + 2°C / 65 + 5% RH for 48 months.

Module-lll Drug Product:

Firm has submitted data of drug product including
description, composition, pharmaceutical developn
manufacture,manufacturing process and process con
process validation protocols, control of excipients, contr
drug product, specifications, analytical procedu
validation of analytical procedures, batch analy
justification of specifications, referencestandard o
materials, container closure system and stability.

Pharmaceutical

Equivalence
Comparative Dissolution Profile

g Firm has submitted results of pharmaceutical equivaleng
all the quality tests for their product against Solucortef 10

injection.

Analytical

validation/verification of product

methoq Firm has submitted verification studies of the drug subst

and the drug product.

STABILITY STUDY DATA

Manufacturer of API

Symbiotec Pharmalab Private Limited 385/2 Pigdamber, Netel Mashal
Off A. B. Road, Rau, Indore 453331 (M.P) India

And

Symbiotec Pharmalab Private Limited Plot no.5, 6, 7 & 8, Special Ecor
Zone, Phas#l, Pharma Zone, Pithampur, Dist. DhR&s4774, (M.P.), India

API Lot No.

HSS19432

Description of Pack
(Container closure system)

Glass vial

Stability Storage Condition

Real time : 30C + ZC / 65% * 5%RH
Accelerated: 4@ + 2C / 75% + 5%RH

Time Period Real time: 6 months

Accelerated: 6 months
Frequency Accelerated: 0, 3, 6 (Months)

RealTime: 0, 3, 6 (Months)
Batch No. TOO1 TOO02 TOO3
Batch Size 400 vials 400 vials 400 vials
Manufacturing Date 03-2020 03-2020 03-2020
Date of Initiation 13-04-2020 13-04-2020 15-04-2020

No. of Batches

03

DOCUMENTS / DATA TO BE PROVIDED ALONG WITHSTABILITY STUDY DATA

Reference of previous approval

Biogen Pharmaceutical is a new License facility henc

applications with stability study data
the firm (if any)

such inspection has been conducted

Approval of API/ DML/GMP certificatg
of APl manufacturer issued by concert
regulatory authority of country of origir

Firm has submitted copy of GMP certificate (Ne3/2018)
issued by Food and drug administration Madhya Pr3
dated 1912-2018. The certificate is valid till 282-2021.
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Documents for the procurement of A
with approval from DRAP (in case
import).

Firm has submitted copy of invoice specifying import of 2
hydrocortisone and 100mg working standard.

The invoice does not contain any date of import and
invoice isalso not attested by AD (I&E).

Data of stability batches will be support
by attested respective documents
chromatograms, Raw data sheets, C
summary data sheets etc.

Firm has submitted complete record of testing of all batg
along with rawdata sheets, COA and summary data she

Compliance Record of HPLC softwé
21CFR & audit trail reports on prodd
testing

NA

Record of Digital data logger f
temperature and humidity monitoring
stability chambers (real time a
accelerated)

Firm has submitted record of digital data logger
temperature and humidity monitoring of real time
accelerated stability chambers.

Evaluation by PEC:

1 The application was submitted by M/s Biogen Pharmaceuticdsy &hakbeli Road Rawat. Laf
on Central Licensing Board approved the change of title of the firm to M/s Biogen Life Sciet|
Km, Chakbeli road Rawat vide its letter dated0B&021. However, the firm has not submitted

for the change of title.

Shortcomings communicated

Response bthe firm

Submit specification and analytical procedure!
drug substance from drug product manufacti
in section 3.2.S5.4.1 and 3.2.5.4.2 respectively

Firm has submitted specification and analyti
procedures of drug substance from drug proc
manufacturer

Submit verification report of analytical method
the drug product in section 3.2.P.5.3.

Firm has submitted verification report of analyti
method of the drug product

Submit stability study data of 3 batches of di
substance conductedper the conditions of zon
IV-Ain section 3.2.S.7.3.

Firm has submitted stability study data of 3 batc
of drug substance at both accelerated as well ag
time conditions. The accelerated stability data
conducted at 40°C = 2°C / 75% + 5% RH fol
months. The real time stability data is conducte
30°C + 2°C/ 65 + 5% RH for 48 months.

Submit valid GMP certificate of drug substar
manufacturer.

Firm has submitted copy of GMP certificate (Ne.
3/2018) issued by Food and drug administrai
Madhya Pradesh dated 112-2018. The certificatq
is valid till 18-12-2021.

Submit documents for the procurement of 4
with approval from DRAP

Firm has submitted copy of invoice specifyi
import of 2Kg hydrocortisone and 100mg worki
standard.

The invoie does not contain any date of import &
the invoice is also not attested by AD (I&E).

Submit Batch Manufacturing Record (BMR)
the stability batches.

Firm has submitted copy of BMR of three stabil
batches

Submit record of Digital data logger fi
temperature and humidity monitoring of stabil

chambers (real time and accelerated).

Firm has submitted record of digital data loggel
temperature and humidity monitoring of stabil
chambers.

Decision: Approved.

1 Manufacturer will place first three production batches on long term stability studies throughou
proposed shelf life and on accelerated studies for six months as per the commitment submit

in the registration application.

1 Manufacturer will perform process validation of first three batches as per the commitme
submitted in the registration application.
1 The firm shall submit fee since the title of the firm has been changed from Biog
Pharmaceuticals to Biogen Life sciences before issuanceegistration letter.
18. | Name, address of Applicant / Marketirf M/s Biogen Pharmaceuticals 8Km, Chakbeli Road Ra

Authorization Holder

Rawalpindi

Name, address of Manufacturing site.

M/s Biogen Pharmaceuticals 8Km, Chakbeli Road R4
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Rawalpindi

Status of the applicant

X Manufacturer
5 Importer
5 Is involved in none of the above (contract giver)

GMP status of the firm

Firm has been granted new license (DML No. 000911
way of formulation dated 182-2020.

Evidence of approval ahanufacturing
facility

Firm has submitted copy of section approval letter date
02-2020 which specifies Hydrocortisone injection sectior

Status of application

5 New Drug Product (NDP)
X Generic Drug Product (GDP)

Intended use of pharmaceutipabduct

5 Domestic sale
5 Export sale
X Domestic and Export sales

Dy. No. and date of submission

Dy. No. 6968: 0203-2021

Details of fee submitted

PKR 20,000/ 07-01-2021

The proposed proprietary name / bran
name

BIOCORT 500mg Injection

Strength / concentration of drug of
Active Pharmaceutical ingredient (API
per unit

Each vial contains:
Hydrocortisone  Sodium  Succinate  equivalent
hydrocorti soneéé 500 mg

Pharmaceutical form of applied drug

White to off White color, LyophilizedSterile Powder filleg
in Glass Vial as 106s 1 nj ¢
further packed in Card board Unit Carton along with Leg

Pharmacotherapeutic Group of (API)

Corticosteroid, Glucocorticosteroid

Reference to Finished product UsP
specifications

Proposed Pack size As per SRO
Proposed unit price As per SRO

The status in reference regulatory USFDA Approved

authorities

For generic drugs (mm®o status)

Cortizone injection by Global pharma

Name and address of APl manufactur

Symbiotec Pharmalab Private Limited 385/2 Pigdam
Near Hotel Mashal, Off A. B. Road, Rau, Indore 453
(M.P) India

And

Symbiotec Pharmalab Private Limited

Plot no.5, 6, 7 & 8, Special Economic ZoRbasel, Pharma
Zone, Pithampumist. Dhar454774, (M.P.), India

Module-1l (Quality Overall Summary)

Firm has submitted QOS as per WHO QBIS template
Firm has summarized information related to nomencla
structure, general properties, solubilities, physitam,
manufacturers, description of manufacturing process
controls, impurities, specifications, analytical procedureg
its validation, batch analysis and justification of specificat
reference standard, container closure system and st:
studies of drug substance and drug product.

Module-1ll Drug Substance:

Firm has submitted detailed data for drug substance
related to nomenclature, structure, general prope
solubilities, physical form, manufacturers, description
manufacturing  process and controls, impurit
specifications, analytical procedsrand its validation, batg
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analysis and justification of specification, reference stan
container closure system and stability studies of
substance.

studies)

Stability Studies of Drug Substance
(Conditions & duration of Stabilit]

Firm hassubmitted stability study data of 3 batches of ¢
substance at both accelerated as well as real time cond
The accelerated stability data is conducted at 40°C = |
75% + 5% RH for 6 months. The real time stability daf
conducted at 30°C + 2°(65 + 5% RH for 48 months.

Module-lll Drug Product:

Firm has submitted data of drug product including
description, composition, pharmaceutical developn
manufacture, manufacturing process and process cd
process validation protocolspntrol of excipients, control (
drug product, specifications, analytical procedu
validation of analytical procedures, batch analy
justification of specifications, reference standard
materials, container closure system and stability.

Pharmaceutical

Equivalence
Comparative Dissolution Profile

g Firm has submitted results of pharmaceutical equivaleng
all the quality tests for their product against Solucortef 10

injection.

Analytical

validation/verification of product

methog Firm has submitted verification studies of the drug subst

and the drug product.

STABILITY STUDY DATA

Manufacturer of API

Symbiotec Pharmalab Private Limited 385/2 Pigdamber, Near Hotel M
Off A. B. Road, Rau, Indore 453331 (M.P) India

And

Symbiotec Pharmalab Private Limited Plot no.5, 6, 7 & 8, Special Ecor
Zone, Phas#l, Pharma Zone, Pithampur, Dist. DhR&s4774, (M.P.), India

API Lot No.

HSS19432

Description of Pack
(Container closure system)

Glass vial

Stability Storage Condition

Real time : 30C + ZC / 65% *+ 5%RH
Accelerated: 4@ + 2C / 75% + 5%RH

Time Period Real time: 6 months

Accelerated: 6 months
Frequency Accelerated: 0, 3, 6 (Months)

Real Time: 0, 3, 6 (Months)
Batch No. TOO1 TO02 TOO03
Batch Size 400 vials 400 vials 400 vials
Manufacturing Date 03-2020 03-2020 03-2020
Date of Initiation 13-04-2020 13-04-2020 1504-2020

No. of Batches

03

DOCUMENTS / DATA TO BE PROVIDED ALONG WITH STABILITY STUDY DATA

Reference of previous approval ¢

Biogen Pharmaceutical is a new License facility henc

applications with stability study data
the firm (if any)

such inspection has been conducted

Approval of API/ DML/GMP certificate
of APl manufacturer issued by concert
regulatory authority of country of origir]

Firm has submitted copy of GMP certificate (Ne3/2018)
issued by Food and drug administration Madhya Pr3
dated 1912-2018. The certificate is valid till 282-2021.

Documents for the procurement of A
with approval from DRAP (in case
import).

Firm has submitted copy of invoice specifying import of
hydrocortisone and 100mg working standard.

The invoice does not contain any date of import and
invoice is also not attested by AD (I&E).
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Dataof stability batches will be supportj
by attested respective documents
chromatograms, Raw data sheets, C
summary data sheets etc.

Firm has submitted complete record of testing of all batg
along with raw data sheets, COA and summary data sh¢

5. |Compliance Record of HPLC softwg NA
21CFR & audit trail reports on prodd

testing

6. |Record of Digital data logger fi
temperature and humidity monitoring
stability chambers (real time a
accelerated)

Firm has submitted record of digital datagger for
temperature and humidity monitoring of real time
accelerated stability chambers.

Evaluation by PEC:

1 The application was submitted by M/s Biogen Pharmaceuticdsy &hakbeli Road Rawat. Laf
on Central Licensing Board approved the chaofgiitle of the firm to M/s Biogen Life Sciences
Km, Chakbeli road Rawat vide its letter dated0B32021. However, the firm has not submitted

for the change of title.

Shortcomings communicated

Response by the firm

Submit specification anahalytical procedures (¢
drug substance from drug product manufacti
in section 3.2.S.4.1 and 3.2.5.4.2 respectively

Firm has submitted specification and analyti
procedures of drug substance from drug proc
manufacturer

Submit verification repof analytical method o
the drug product in section 3.2.P.5.3.

Firm has submitted verification report of analyti
method of the drug product

Submit stability study data of 3 batches of di
substance conducted as per the conditions of
IV-Ain section 3.2.S.7.3.

Firm has submitted stability study data of 3 batche
drug substance at both accelerated as well as real
conditions. The accelerated stability data is condu
at 40°C £ 2°C / 75% £ 5% RH for 6 months. The 1
time stability da& is conducted at 30°C = 2°C / 65
5% RH for 48 months.

Submit valid GMP certificate of drug substar
manufacturer.

Firm has submitted copy of GMP certificate (Ne.
3/2018) issued by Food and drug administra
Madhya Pradesh dated-12-2018. The cdificate is
valid till 18-12-2021.

Submit documents for the procurement of 4
with approval from DRAP

Firm has submitted copy of invoice specifying imp|
of 2Kg hydrocortisone and 100mg working standar
The invoice does not contain any date of inhaoid the
invoice is also not attested by AD (I&E).

Submit Batch Manufacturing Record (BMR)
the stability batches.

Firm has submitted copy of BMR of three stabil
batches

Submit record of Digital data logger fi
temperature and humidity monitorinfsiability

chambers (real time and accelerated).

Firm has submitted record of digital data logger|
temperature and humidity monitoring of stabil
chambers.

Decision: Approved.

1 Manufacturer will place first three production batches on long termstability studies throughout
proposed shelf life and on accelerated studies for six months as per the commitment submit

in the registration application.

1 Manufacturer will perform process validation of first three batches as per the commitmen
submitted in the registration application.

1 The firm shall submit fee since the title of the firm has been changed from Biog
Pharmaceuticals to Biogen Life sciences before issuance of registration letter.
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Case No. 02: Quaper (Pvt) Ltd. 267, Small Industrial Estate, Lahore Road Sargodha.
Quaper (Pvt) Ltd Sargodha.has been granted approval of additional section by Licensing division DR
29-09-2020.specifies following sections:

I Tablet (General) (Revised)

1 Capsule (General) section (New)

1 R&D Laboratory(New)

1 Sachet (General) (New)
Another letter from Secretary Central Licensing Board date@312021 states that CLB in its 27#neeting
has considered and approved correction in the name / title of section from Tablet (general) section
Tablet General) section new.
Now the firm has submitted following applications as per the details mentioned in the table below:
Name of Section No of molecules | No of products
Capsule (General) section (New) 03 07
Firm has been granted approval of new section 68922020, however they have manufactured stal
batches in June 2020. Firm has submitted that they have developed R&D lab and capsule general
per the DRAP approved layout plan. The HVAC wigg énstalled in R&D Lab. The panel inspection for
purpose of grant of additional sections was conducted €¥6-2®20 and 186-2020. The panel inspectid
repor-t al so endorse the R&D Lab with foll oev
approved layout plan approved by DRAP. Following production machines and Quality control instt
were provided for small scale development purpose. HVAC system was installed.
It is humbly requested to you to kindly consider our study of thesebtatahes which we have submiti
through CTD application.

Capsule (General) section (New): 03 (Molecule) / 07 (Products)

19.

Name, address of Applicant / Marketing
Authorization Holder

M/s Quaper (Pvt) Ltd. 2@\, Small Industrial Estate
Lahore Roadargodha.

Name, address of Manufacturing site.

M/s Quaper (Pvt) Ltd. 26\, Small Industrial Estatg
Lahore Road Sargodha.

Status of the applicant

X Manufacturer
5 Importer
5 Is involved in none of the above (contract giver)

GMP status of th&rm

The firm has submitted copy of GMP certificate issue
the basis of inspection dated-@82019.

Evidence of approval of manufacturing
facility

Firm has submitted copy of letter of grant of additig
section dated 209-2020. The letter specifiefollowing
sections:

I Tablet (General) (Revised)

1 Capsule (General) section (New)

1 R&D Laboratory (New)

1 Sachet (General) (New)

Status of application

8 New Drug Product (NDP)
X Generic Drug Product (GDP)

Intended use of pharmaceutical produg

5 Domestic sale
5 Export sale
X Domestic and Export sales

Dy. No. and date of submission

Dy. No. 630: 0501-2021

Details of fee submitted

PKR 20,000/ 04-01-2021

Proposed proprietary name / brand nan

OMAX 20mg Capsule

Strength fconcentration of drug of Activ
Pharmaceutical ingredient (API) per un

Each capsule contains:

Omeprazole (as enteric ¢

Pharmaceutical form of applied drug

White to off white pellets filled in hard gelatin capsule g
i20 wi dapmandHblua leody sealed in Adlu blister
further packed in unit carton of bleach board with
coating.
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Pharmacotherapeutic Group of (API)

Proton Pump Inhibitors

Reference to Finished product USP
specifications

Proposed Pack size As per SRO
Proposed unit price As per SRO

Status in reference regulatory authoritie

Omeprazole 20mg Capsule (USFDA Approved)

For generic drugs (m®o status)

Risek Capsule by Getz

Name and address of APl manufacture

Vision Pharmaceuticals, Plot No. 23, Industria
Triangle Kahuta Road Islamabad.

Modulell (Quality Overall Summary)

Firm has submitted QOS as per WHO QPIS template
Firm has summarized information related to nomencla
structure, general progérs, solubilities, physical forn
manufacturers, description of manufacturing processg
controls, impurities, specifications, analytical proced
and its validation, batch analysis and justification
specification, reference standard, containerw®systen
and stability studies of drug substance and drug prody

Module-lll Drug Substance:

Firm has submitted detailed data for drug substance
related to nomenclature, structure, general prope
solubilities, physical form, manufacturedescription of
manufacturing process and controls, impurit
specifications, analytical procedures and its valida
batch analysis and justification of specification, referg
standard, container closure system and stability studi
drug substance

Stability Studies of Drug Substance
(Conditions & duration of Stabilit]
studies)

Firm has submitted stability study data of 3 batches of
substance at both accelerated as well as real

conditions. The accelerated stability data is conducts
40°C £ 2°C / 75% + 5% RH for 6 months. The real t
stability data is conducted at 30°C = 2°C / 65 + 5% RH
36 months.

Module-1ll Drug Product:

Firm has submitted data of drug product including
description, composition, pharmaceuticaévelopment
manufacture, manufacturing process and process cg
process validation protocols, control of excipients, coi
of drug product, specifications, analytical procedy
validation of analytical procedures, batch analy
justification of specifications, reference standard
materials, container closure system and stability.

Pharmaceutical Equivalence 3
Comparative Dissolution Profile

Firm has submitted results of pharmaceutical equival
for all the quality tests for their produmgjainst Risek 20m
Capsule.

Firm has submitted results of CDP for their product ag
Risek 20mg Capsule. The results of f2 factor in
dissolution medium were within acceptable limit.

Analytical method validation/verificatio

Firm has submitted verification studies of the dr

of product substance and the drug product.
STABILITY STUDY DATA
Manufacturer of API Vision Pharmaceuticals, Plot No. -23, Industrial Triangle Kahuta Ro
Islamabad.
API Lot No. OMP215

Description of Pack

(Container closure system)| AU -alU Plister
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Stability Storage Condition| Real time : 30C + ZC / 65% + 5%RH

Accelerated: 4 + ZC / 75% + 5%RH
Time Period Real time: 6 months

Accelerated: 6 months
Frequency Accelerated: 0, 3, 6 (Months)

Real Time: 0, 3, 6 (Months)
Batch No. T1/20 T2/20 T3/20
Batch Size 2500 Capsule 2500 Capsule 2500 Capsule
Manufacturing Date 06-2020 06-2020 06-2020
Date of Initiation 25-06-2020 25-06-2020 25-06-2020
No. of Batches 03

DOCUMENTS / DATA TO BEPROVIDED ALONG WITH STABILITY STUDY DATA

Reference of previous approval
applications with stability study data of
firm (if any)

Quaper Pharma has been granted approval of new s
therefore no such inspection has been conducted.

Approvalof API/ DML/GMP certificate of
APl manufacturer issued by concert
regulatory authority of country of origin,

Firm has submitted copy of GMP certificate issueq
Additional Director DRAP, Islamabad dated-G7-2019.
The GMP certificate was granted basednspection date
11-02-2019. The GMP certificate is valid till 10P-2022.

Documents for the procurement of A
with approval from DRAP (in case
import).

Firm has submitted copy of commercial invoice dated
06-2020 specifying purchase of 2.5Kg omeprazole pel

Data of stability batches will be suppori
by attested respective documents
chromatograms, Raw data sheets, C
summary data sheetsc.

Firm has submitted complete record of testing of all
batches along with raw data sheets, COA and summa|
data sheets.

Compliance Record of HPLC softwe
21CFR & audit trail reports on produ
testing

The firm submitted that their HPLC systenmiat 21 CFR
compliant therefore the audit trail reports are
applicable.

Record of Digital data logger f
temperature and humidity monitoring
stability chambers (real time a
accelerated)

Firm has submitted record of digital data logger
temperature and humidity monitoring of real time
accelerated stability chambers.

Evaluation by PEE

Shortcomings communicated

Response by the firm

Submit

data of verification of analytic

Firm has submitted report of verification studies

procedure of drug substance in section 3.2.9
as per the guidance document approved
Registration Board which specifies th
AAnal yti cal Met hod
including specificity, accuracy and repeailiti
(method precision) performed by the Dr
Product manufacturer for both compendial
well as noacompendial drug substance(s) sh
be submittedo.

the drug substance. The report was developed
signed on 186-2020 before the initiation o
stability studies.

Justify the performance of tests f
pharmaceutical equivalence and compara
dissolution profile against Risek 20mg capsl
since the innovator product losec 20mg cap
is also availatd in Pakistan.

Firm has performed pharmaceutical equivalence
comparative dissolution profile against Losec 20
Capsule of M/s Astrazaneca and submitted
results. As per the results the developed formula
has comparable results with the innovaldre factor
2 values were within acceptable range.

Submit data of validation / verification (
analytical procedure of drug product in sect

Firm has submitted detailed prots and report o
the verification studies of drug product including {

3.2.P.5.3 as per the guidance document appr{ tests of specificity, accuracy, and precis
by Registration Boa&lf
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the officiallyrecognized compendial methods
assay, dissolution and impurities (as applicak
are required to be verified and verification sh
include a demonstration of specificit
repeatability (method precision) and accuracy

repeatability. The verification studies

conducted on 1:96-2020.

we

Submit document / invoice for the procurem
of API from VisionPharmaceuticals.

Firm has submitted copy of commercial invo
dated 1806-2020 specifying purchase of 2.5k
omeprazole pellets

Justify the manufacturing of stability batches
June 2020 while the section approval for caps
(general) section wagranted on 29 Septembel
2020. Further specify where the manufacturin
these stability batches were carried out.

Firm has submitted that they have developed R
lab and capsule general section as per the D
approved layout plan. The HVAC was alsotatied

in R&D Lab. The panel inspection for the purpose
grant of additional sections was conducted 0066
2020 and 186-2020. The panel inspection rep
also endorse the R&D Lab with following remat
AFirm has established
appioved layout plan approved by DRAP. Followi
production machines and Quality cont
instruments were provided for small sc
development purpose. HVAC system was install
It is humbly requested to you to kindly consider

study of these trial batchavhich we have submitte
through CTD application.

Submit copy of Batch Manufacturing Recqg

(BMR) of three stability batches.

Firm has submitted copy of batch manufactur,
record of the three stability batches.

Decision: Approved.

1 Manufacturer will place first three production batches on long term stability studies throughoy
proposed shelf life and on accelerated studies for six months as per the commitment submit

in the registration application.

1 Manufacturer will perform process validation of first three batches as per the commitmer
submitted in the registration application.
20. |Name, address of Applicant / Marketing M/s Quaper (Pvt) Ltd. 2@\, Small Industrial Estatg

Authorization Holder

Lahore Road Sargodha.

Name, address of Manufacturing site.

M/s Quaper (Pvt) Ltd. 2@\, Small Industrial Estate
Lahore Road Sargodha.

Status of the applicant

X Manufacturer
5 Importer
% Is involved in none of the above (contract giver)

GMP status of the firm

Thefirm has submitted copy of GMP certificate issued
the basis of inspection dated-@82019.

Evidence of approval of manufacturing
facility

Firm has submitted copy of letter of grant of additig
section dated 209-2020. The letter specifies followgr
sections:

1 Tablet (General) (Revised)

1 Capsule (General) section (New)

1 R&D Laboratory (New)

1 Sachet (General) (New)

Status of application

New Drug Product (NDP)
Generic Drug Product (GDP)

Intended use of pharmaceutical produg

Domestic sale
Export sale
Domestic and Export sales

19
X

Dy. No. and date of submission

Dy. No. 631: 0801-2021

Details of fee submitted

PKR 20,000/ 04-01-2021
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Proposed proprietary name / brand nan

OMAX 40mg Capsule

Strength / concentration of drug Attive
Pharmaceutical ingredient (API) per un

Each capsule contains:

Omeprazole (as enteric c

Pharmaceutical form of applied drug

White to off white pellets filled in hard gelatin capsule §
A0O0 with bl ue seaedinaleld blistdr
further packed in unit carton of bleach board with
coating.

Pharmacotherapeutic Group of (API)

Proton Pump Inhibitors

Reference to Finished prody USP
specifications

Proposed Pack size As per SRO
Proposed unit price As per SRO

Status in reference regulatory authoritie

Omeprazole 40mg Capsule (USFDA Approved)

For generic drugs (mmo status)

Risek Capsule by Getz

Name and address of APl manufacture

Vision Pharmaceuticals, Plot No. 23, Industria

Triangle Kahuta Road Islamabad.

Modulell (Quality Overall Summary)

Firm has submitted QOS as per WHO QP template
Firm has summarized information related to nomencla
structure, general proges, solubilities, physical forn
manufacturers, description of manufacturing processg
controls, impurities, specifications, analytical proced
and its validation, batch analysis and justification
specification, reference standard, containerw®systen
and stability studies of drug substance and drug prody

Module-lll Drug Substance:

Firm has submitted detailed data for drug substance
related to nomenclature, structure, general prope
solubilities, physical form, manufacturedescription of
manufacturing process and controls, impurit
specifications, analytical procedures and its valida
batch analysis and justification of specification, referg
standard, container closure system and stability studi
drug substance

Stability Studies of Drug Substance
(Conditions & duration of Stabilit]
studies)

Firm has submitted stability study data of 3 batches of
substance at both accelerated as well as real

conditions. The accelerated stability data is conductg
40°C £ 2°C / 75% + 5% RH for 6 months. The real t
stability data is conducted at 30°C = 2°C / 65 + 5% RH
36 months.

Module-1ll Drug Product:

Firm has submitted data of drug product including
description, composition, pharmaceuticaévelopment
manufacture, manufacturing process and process cg
process validation protocols, control of excipients, coi
of drug product, specifications, analytical procedy
validation of analytical procedures, batch analy
justification of specifications, reference standard
materials, container closure system and stability.

Pharmaceutical Equivalence
Comparative Dissolution Profile

a

Firm has submitted results of pharmaceutical equival
for all the quality tests for their produmgjainst Risek 40m
Capsule.

Firm has submitted results of CDP for their product ag
Risek 40mg Capsule. The results of f2 factor in
dissolution medium were within acceptable limit.

Analytical method validation/verificatig
of product

Firm has submitted verification studies of the dr
substance and the drug product.
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STABILITY STUDY DATA

Manufacturer of API
Islamabad.

Vision Pharmaceuticals, Plot No. -23, Industrial Triangle Kahuta Ro

API Lot No. OMP215

Description of Pack

(Container closure system) AU -alU Plister

Stability Storage Condition

Real time : 30C + ZC / 65% + 5%RH
Accelerated: 4@ + ZC / 75% * 5%RH

Time Period Real time: 6 months

Accelerated: 6 months
Frequency Accelerated: 0, 3, 6 (Months)

Real Time: 0, 3, 6 (Months)
Batch No. T1/20 T2/20 T3/20
Batch Size 2500 Capsule 2500 Capsule 2500 Capsule
Manufacturing Date 06-2020 06-2020 06-2020
Date of Initiation 25-06-2020 25-06-2020 25-06-2020

No. of Batches

03

DOCUMENTS / DATA TO BEPROVIDED ALONG WITH STABILITY STUDY DATA

Reference of previous approval
applications with stability study data of
firm (if any)

Quaper Pharma has been granted approval of new s
therefore no such inspection has been conducted.

Approvalof API/ DML/GMP certificate of
APl manufacturer issued by concert
regulatory authority of country of origin,

Firm has submitted copy of GMP certificate issueq
Additional Director DRAP, Islamabad dated-37-2019.
The GMP certificate was granted basednspection date
11-02-2019. The GMP certificate is valid till 1MR-2022.

Documents for the procurement of A
with approval from DRAP (in case
import).

Firm has submitted copy of commercial invoice dated
06-2020 specifying purchase of 2.5kkgeprazole pellets

Data of stability batches will be suppor
by attested respective documents
chromatograms, Raw data sheets, C
summary data sheets etc.

Firm has submitted complete record of testing of all
batches along with raw data she&@§A and summary
data sheets.

Compliance Record of HPLC softwg
21CFR & audit trail reports on produ
testing

The firm submitted that their HPLC system is not 21 (
compliant therefore the audit trail reports are
applicable.

Record of Digital data logger fo
temperature and humidity monitoring
stability chambers (real time a
accelerated)

Firm has submitted record of digital data logger
temperature and humidity monitoring of real time
accelerated stability chambers.

Evaluation by PEE

Shortcomings communicated

Response by the firm

Submit

data of verification of analytic;

Firm has submitted report of ication studies of the

procedure of drug substance in section 3.2.S
as per the guidance document approved
Registration Board which specifies th
iAnal y Metlwa | Verification  studie
including specificity, accuracy and repeatabil|
(method precision) performed by the Dr
Product manufacturer for both compendial
well as noacompendial drug substance(s) sh
be submittedo.

drug substance. The report was developed and si
on 1806-2020 before the initiation of stability studig

Submit data of validation / verification ¢

analytical procedure of drug product in sect

Firm has submitted detailed protocols and report of
verification studies of drug product including the tg
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3.2.P.5.3 as per the guidandocument approve
by Registration Bo @&l

the officially recognized compendial methods
assay, dissolution and impurities (as applical
are required to be verified and verification sh
include a demonstration of specifigit
repeatability (method precision) and accuréacy

of specificity, accuracy, and precision repeatabil
The verification studies were condedton 1906-
2020.

Submit document / invoice for the procurem
of API from Vision Pharmaceuticals.

Firm has submitted copy of commercial invoice dg
18-06-2020 specifying purchase of 2.5Kg omepraz
pellets

Justify the manufacturing of stability bags in
June 2020 while the section approval for cap:s
(general) section was granted or"Zeptembel
2020. Further specify where the manufacturing

Firm has submitted that they have developed R&D
and capsle general section as per the DRAP appro
layout plan. The HVAC was also installed in R&
Lab. The panel inspection for the purpose of grar

these stability batches were carried out.

additional sections was conducted or0B&2020 and
18-06-2020. The panel inspection report also end
the D Lab with foll owi
established R&D Laboratory as per approved lay
plan approved by DRAP. Following producti
machines and Quality control instruments w
provided for small scale development purpose. HV
system was installed.

It is humbly requested to you to kindly consider
study of these trial batches which we have subm
through CTD application.

(BMR) of three stability batches.

Submit copy of Batch Manufacturing Recg

Firm has submitted copy of batch manufactur
record of the three stability batches.

Decision: Approved.

1 Manufacturer will place first three production batches on long term stability studies throughou
proposed shelf life and on accelerated studies for six months as per the commitment submit

in the registration application.

1 Manufacturer will perform process validation of first three batches as per the commitmen
submitted in the registration application.

21. |Name, address of Applicant / Marketing

Authorization Holder

M/s Quaper (Pvt) Ltd. 2@\, Small Industrial Estate
Lahore Road Sargodha.

Name, address of Manufacturing site.

M/s Quaper (Pvt) Ltd. 26\, Small Industrial Estatg
Lahore Road Sargodha.

Status of the applicant

X Manufacturer
5 Importer
5 Is involved in none of the above (contract giver)

GMP status of the firm

The firm has submitted copy of GMP certificate issue
the basis of inspection dated-@82019.

Evidence of approval of manufacturing
facility

Firm has submitted copy détter of grant of additiong
section dated 209-2020. The letter specifies followir
sections:

I Tablet (General) (Revised)

1 Capsule (General) section (New)
1 R&D Laboratory (New)

1 Sachet (General) (New)

Status of application

8 New Drug Product (NDP)
X Generic Drug Product (GDP)

Intended use of pharmaceutical produg

5 Domestic sale
5 Export sale
X Domestic and Export sales

Dy. No. and date of submission

Dy. No. 3924: 0802-2021
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Details of fee submitted

PKR 20,000/ 02-02-2021

Proposed proprietary name / brand nan

ESOMAX 20mg Capsule

Strength / concentration of drug of Acti
Pharmaceutical ingredient (API) per un

Each capsule Contains:
Esomeprazole (as magnesium trihydrate enteric c(
pell ets) ééé20mg

Pharmaceuticdbrm of applied drug

White to off white pellets filled in hard gelatin capsule §
A20 with bl ue cap a ralblistdn
further packed in unit carton of bleach board with
coating.

Pharmacotherapeutic Group of (API)

Proton Pumprihibitors

Reference to Finished product USP

specifications

Proposed Pack size As per SRO (100s, 146s)
Proposed unit price As per SRO

Status in reference regulatory authoritie

Esomeprazole 20mg Capsule (USFDA Approved)

For generic drugénetoo status)

Nexium Capsule by Getz

Name and address of APl manufacture

Vision Pharmaceuticals, Plot No. -23, Industria

Triangle Kahuta Road Islamabad.

Modulell (Quality Overall Summary)

Firm has submitted QOS as per WHO QP template
Firm has summarized information related to nomencla
structure, general properties, solubilities, physical fq
manufacturers, description of manufacturing process
controls, impurities, specifications, analytical proced
and its validation, bah analysis and justification

specification, reference standard, container closure sy
and stability studies of drug substance and drug prody

Module-lll Drug Substance:

Firm has submitted detailed data for drug substance
related to nomenclature, structure, general proper
solubilities, physical form, manufacturers, descriptior
manufacturing process and controls, impurit
specifications, analytical procedures and its valida
batch analysis and justification of specifioat reference
standard, container closure system and stability studi
drug substance.

Stability Studies of Drug Substance
(Conditions & duration of Stabilit
studies)

Firm has submitted stability study data of 3 batches of
substance at botraccelerated as well as real ti
conditions. The accelerated stability data is conducts
40°C + 2°C / 75% = 5% RH for 6 months. The real t
stability data is conducted at 30°C = 2°C / 65 + 5% RH
36 months.

Module-1ll Drug Product:

Firm hassubmitted data of drug product including
description, composition, pharmaceutical developm
manufacture, manufacturing process and process cg
process validation protocols, control of excipients, coi
of drug product, specifications, anabal procedureg
validation of analytical procedures, batch analy
justification of specifications, reference standard
materials, container closure system and stability.

Pharmaceutical Equivalence
Comparative Dissolution Profile

a

Firm hassubmitted results of pharmaceutical equivalg
for all the quality tests for their product against Nex
20mg Capsule.

Firm has submitted results of CDP for their product ag
Nexium 20mg Capsule. The results of f2 factor in
dissolution medium werwithin acceptable limit.
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Analytical method validation/verificatig
of product

Firm has submitted verification studies of the d
substance and the drug product.

STABILITY STUDY DATA

Manufacturer of API
Islamabad.

Vision Pharmaceuticals, Plot No. -23, Industrial Triangle Kahuta Rog

API Lot No. EMZ046148

Description of Pack

(Container closure system) Alu-alu blister

Stability Storage Condition

Real time : 30C + ZC / 65% + 5%RH
Accelerated: 4@ + ZC / 75% + 5%RH

Time Period Real time: 6 months

Accelerated: 6 months
Frequency Accelerated: 0, 3, 6 (Months)

Real Time: 0, 3, 6 (Months)
Batch No. T1/20 T2/20 T3/20
Batch Size 2500 Capsule 2500 Capsule 2500 Capsule
Manufacturing Date 06-2020 06-2020 06-2020
Date oflnitiation 25-06-2020 25-06-2020 25-06-2020

No. of Batches

03

DOCUMENTS / DATA TO BE PROVIDED ALONG WITH STABILITY STUDY DATA

1. |Reference of previous approval |Quaper Pharma has begranted approval of new secti
applications with stability study data of {therefore no such inspection has been conducted.
firm (if any)

2. |Approval of API/ DML/GMP certificate g Firm has submitted copy of GMP certificate issugg
APl manufacturer issued by concert Additional Director DRAP, Islamabad dated-37-2019.
regulatory authority of country of origin. | The GMP certificate was granted based on inspection

11-02-2019. The GMP certificate is valid till 1MP-2022.

3. |Documents for the procurement of APl w Firm has submitted copy of commercial invoice dated
approval from DRAP (in case ohport). |06-2020 specifying purchase of 2.5Kg esomepra

pellets

4. |Data of stability batches will be supporiFirm has submitted complete record of testing of all
by attested respective documents |batches along with raw data sheets, COA and summa
chromatograms, Raw data sheets, C|data sheets.
summarydata sheets etc.

5. |Compliance Record of HPLC softwg The firm submitted that their HPLSystem is not 21 CF
21CFR & audit trail reports on prodycompliant therefore the audit trail reports are
testing applicable.

6. |Record of Digital data logger fiFirm has submitted record of digital dalagger for
temperature and humidity monitoring |temperature and humidity monitoring of real time
stability chambers (real time alaccelerated stability chambers.
accelerated)

Evaluation by PEE

Shortcomings communicated

Response by the firm

Submit

Registration Board which specifies
AAnal yti cal Met hod

data of verification of analytic
procedure of drug substance in section 3.2.9
as per the guidance document approved

Firm has submitted report of verification studies of
drug substance including tests of specificiycuracy
and precision.

th

including specificity, accuracy and repeailéip
(method precision) performed by the Dr
Product manufacturer for both compendial
well as norcompendial drug substance(s) sh
be submittedo.
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Justify how 102.2mg esomeprazole 22.
enteric coated pellets are equivalent to 2(
esomeprazole as stated in section 3.2.P.1.

Firm has submitted that there was a typo error in
submitted document. Firm has submitted upd:
correct weight of pellets in master formulation

Justify why pharmaceutical equivalence w
performed against comparator product instea
using innovator / reference product.

As innovator of esomeprazole is not available
Pakistan, therefore comparatidissolution profile for|
esomax capsule has been performed against N
capsule which is the most commonly used DR
approved brand in Pakistan.

Submit details regarding batch numb
manufacturing and expiry date of your as wel
the comparator prodtiwsed in pharmaceutic
equivalence and comparative dissolution prof

Esomax Capsule manufactured by Quaper Pharm
Batch # T1/20

Mfg date: 0620

Nexum capsule manufactured by Getz pharma
Batch # 341C12

Mfg date: 0320

Justify how your formulation havebeen
concluded to be similar to that of the compara
product while the dissolution of your product
phosphate buffer in 65% while that of comparg
product is 97%.

It was a typographical mistake while the actual res
were close to the reference oduct. Firm hag
submitted correct results.

Justify the performance of comparati
dissolution profile using UV method while US
has recommended HPLC method for dissolul
testing.

Comparative dissolution profile is performed
HPLC method. Firm hassubmitted results o
comparative dissolution profile.

Provide raw data sheets for calculation of res
of dissolution during the stability studies.

Firm has submitted raw data sheets for calculatio
results of dissolution test.

Submit document / imvice for the procuremer
of API from Vision Pharmaceuticals.

Firm has submitted copy of commercial invoice dg
1806-2020 specifying purchase of 2.5k
esomeprazole pellets

Justify the manufacturing of stability batches
June 2020 while the sectionmpval for capsule
(general) section was granted ori"Zeptembe
2020. Further specify where the manufacturin
these stability batches were carried out.

Firm has submitted that they have developed R&D
and capsule general section as per the DRAroapd
layout plan. The HVAC was also installed in R&
Lab. The panel inspection for the purpose of grar
additional sections was conducted or0B&2020 and
18-06-2020. The panel inspection report also end
the R&D Lab with fola$
established R&D Laboratory as per approved lay
plan approved by DRAP. Following producti
machines and Quality control instruments w|
provided for small scale development purpose. HV
system was installed.

It is humbly requested to you to kindépnsider our
study of these trial batches which we have submi
through CTD application.

Submit copy of Batch Manufacturing Recqg

(BMR) of three stability batches.

Firm has submitted copy of batch manufactur
record of the three stability batches.

Decision: Approved.
1 Manufacturer will place first three production batches on long term stability studies throughou
proposed shelf life and on accelerated studies for six months as per the commitment submit

in the registration application.

1 Manufacturer will perform process validation of first three batches as per the commitmen

submitted in the registration application.

22.

Name, address of Applicant / Marketing
Authorization Holder

M/s Quaper (Pvt) Ltd. 2@\, Small Industrial Estate
LahoreRoad Sargodha.

Name, address of Manufacturing site.

M/s Quaper (Pvt) Ltd. 2@\, Small Industrial Estatg
Lahore Road Sargodha.

Status of the applicant X
5
5

Manufacturer
Importer
Is involved in none of the above (contract giver)
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GMP statuf the firm

The firm has submitted copy of GMP certificate issue
the basis of inspection dated-@82019.

Evidence of approval of manufacturing
facility

Firm has submitted copy of letter of grant of additig
section dated 209-2020. The letter szifies following
sections:

1 Tablet (General) (Revised)
1 Capsule (General) section (New)
1 R&D Laboratory (New)

1 Sachet (General) (New)

Status of application

New Drug Product (NDP)
X Generic Drug Product (GDP)

Intended use of pharmaceutical produc

5 Domestic sale
5 Export sale
X Domestic and Export sales

Dy. No. and date of submission

Dy. No. 3925: 0802-2021

Details of fee submitted

PKR 20,000/ 02-02-2021

Proposed proprietary name / brand nan

ESOMAX 40mg Capsule

Strength fconcentration of drug of Activ
Pharmaceutical ingredient (API) per un

Each capsule Contains:
Esomeprazole (as magnesium trihydrate enteric coatg

pell ets) ééé40mg
Pharmaceutical form of applied drug | White to off white pellets filled in hard gelatapsule, siz
626, with blue cap and W

in Alu-alu blister further packed in unit carton of blei
board with UV coating.

Pharmacotherapeutic Group of (API)

Proton Pump Inhibitors

Reference to Finished product UsP

specificatons

Proposed Pack size As per SRO (1006s, 146s)
Proposed unit price As per SRO

Status in reference regulatory authoritie

Esomeprazole 20mg Capsule (USFDA Approved)

For generic drugs (mmo status)

Nexium Capsule by Getz

Name andiddress of APl manufacturer|

Vision Pharmaceuticals, Plot No. -23, Industria

Triangle Kahuta Road Islamabad.

Modulell (Quality Overall Summary)

Firm has submitted QOS as per WHO QP template
Firm has summarized information related to nomencsg
structure, general properties, solubilities, physical f
manufacturers, description of manufacturing processg
controls, impurities, specifications, analytical proced
and its validation, batch analysis and justification
specification, refence standard, container closure sys
and stability studies of drug substance and drug prody

Module-lll Drug Substance:

Firm has submitted detailed data for drug substance
related to nomenclature, structure, general prope
solubilities, physical form, manufacturers, description
manufacturing process and controls, impurit
specifications, analytical procedures and its valida
batch analysis and justification of specification, referg
standard, container closure system and lialtudies of
drug substance.

Stability Studies of Drug Substance
(Conditions & duration of Stabilit

studies)

Firm has submitted stability study data of 3 batches of
substance at both accelerated as well as real
conditions. The accelerated stability data is conducts
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40°C £ 2°C / 75% + 5% RH for 6 months. The real t
stability data is conducted ad + 2°C / 65 + 5% RH fq
36 months.

Module-1ll Drug Product:

Firm has submitted data of drug product including
description, composition, pharmaceutical developm
manufacture, manufacturing process and process cg
process validatioprotocols, control of excipients, cont
of drug product, specifications, analytical procedy
validation of analytical procedures, batch analy
justification of specifications, reference standard
materials, container closure system and stability.

Pharmaceutical
Comparative Dissolution Profile

Equivalence 3

Firm has submitted results of pharmaceutical equival
for all the quality tests for their product against Nex
40mg Capsule.

Firm has submitted results of CDP for their product ag
Nexium 40mg Capsule. The results of f2 factor in
dissolution medium were within acceptable limit.

of product

Analytical method validation/verificatig

Firm has submitted verification studies of the d
substance and the drug product.

STABILITY STUDY DATA

Manufacturer of API

Islamabad.

Vision Pharmaceuticals, Plot No. -23, Industrial Triangle Kahuta Ro

API Lot No.

EMZ046148

Description of Pack

(Container closure system)

Alu-alu blister

Stability Storage Condition

Real time : 30C +

Accelerated: 4T + 2C / 75% + 5%RH

ZC/65% + 5%RH

Time Period Real time: 6 months

Accelerated: 6 months
Frequency Accelerated: 0, 3, 6 (Months)

Real Time: 0, 3, 6 (Months)
Batch No. T1/20 T2/20 T3/20
Batch Size 2500 Capsule 2500 Capsule 2500 Capsule
Manufacturing Date 06-2020 06-2020 06-2020
Date of Initiation 25-06-2020 25-06-2020 25-06-2020

No. of Batches

03

DOCUMENTS / DATA TO BE PROVIDED ALONG WITH STABILITY STUDY DATA

1. |Reference of

previous approval

applications withstability study data of th
firm (if any)

Quaper Pharma has been granted approval of new s
therefore no such inspection has been conducted.

Approval of API/ DML/GMP certificate g
APl manufacturer issued by concert
regulatory authority of count of origin.

Firm has submitted copy of GMP certificate issueq
Additional Director DRAP, Islamabad dated-@7-2019.
The GMP certificate was granted based on inspection
11-02-2019. The GMP certificate is valid till 1MR-2022.

Documents fothe procurement of API wit
approval from DRAP (in case of import).

Firm has submitted copy of commercial invoice dated
06-2020 specifying purchase of 2.5Kg esomepra
pellets

Data of stability batches will be suppori
by attested respectivadocuments like
chromatograms, Raw data sheets, C
summary data sheets etc.

Firm has submitted complete record of testing of all
batches along with raw data sheets, COA and summa|
data sheets.
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5. |Compliance Record of HPLC softwe
21CFR & audit trailreports on produc
testing

The firm submitted that their HPLC system is not 21 (
compliant therefore the audit trail
applicable.

reports are

6. |Record of Digital data logger f
temperature and humidity monitoring
stability chambers (real time and
accelerated)

Firm has submitted record of digital data logger
temperature and humidity monitoring of real time
accelerated stability chambers.

Evaluation by PEE

Shortcomings communicated

Response by the firm

Submit data of verification of analytical procedy
of drug substance in section 3.2.5.4.3 as pel
guidance document approved by Registration B¢
which  specifies that A Anal yti c &
Verification studies including specificity, accura
and repeataitity (method precision) performed |

the Drug Product manufacturer for bo
compendial as well as nerompendial drug
substance(s) shalll be

Firm has submitted report of verification studies
the drug substance including tests of specifig
accuracy and precision.

Justify how 204.4mg esomeprazole 22.5% ent
coated pellets are equivalent to 40mg esomeprg
as stated in section 3.2.P.1.

Firm has submitted that there was a typo error in
submitted document. Firm has submitted upds
correct weight of pellets in master formulation

Justify why pharmaceutical equivalence W
performed against comparator product insteac
using innovator / reference product.

As innovator of esomeprazole is not available
Pakistan, therefore comparatidgéssolution profile
for esomax capsule has been performed ag;
Nexum capsule which is the most commonly u
DRAP approved brand in Pakistan.

Submit  details regarding batch numb
manufacturing and expiry date of your as well as
comparator prodac used in pharmaceutic
equivalence and comparative dissolution profile

Esomax Capsule manufactured by Quaper Phar
Batch # T1/20

Mfg date: 0620

Nexum capsule manufactured by Getz pharma
Batch # 449C13

Mfg date: 0420

Justify how your formulation havieeen conclude
to be similar to that of the comparator product wi
the dissolution of your product in phosphate bu
in 65% while that of comparator product is 97%.

It was a typographical mistake while the act
results were close to the referencedurct. Firm has
submitted correct results.

Justify the performance of comparative dissolut
profile using UV method while USP ha
recommended HPLC method for dissolution test

Comparative dissolution profile is performed
HPLC method. Firm has sulitted results of
comparative dissolution profile.

Provide raw data sheets for calculation of result
dissolution during the stability studies.

Firm has submitted raw data sheets for calculatia
results of dissolution test.

Submit document / invoictr the procurement o
API from Vision Pharmaceuticals.

Firm has submitted copy of commercial invol
dated 1806-2020 specifying purchase of 2.5k
esomeprazole pellets

Justify the manufacturing of stability batches in J
2020 while the section appralv for capsule
(general) section was granted on"28eptembe
2020. Further specify where the manufacturing
these stability batches were carried out.

Firm has submitted that they have developed R
lab and capsule general section as per the D
approed layout plan. The HVAC was also install
in R&D Lab. The panel inspection for the purpose
grant of additional sections was conducted 01086
2020 and 186-2020. The panel inspection rep(
also endorse the R&D Lab with following remar
i Fi r m sthbbsked R&D Laboratory as p
approved layout plan approved by DRAP. Follow
production machines and Quality cont
instruments were provided for small sc;
development purpose. HVAC system was install
It is humbly requested to you to kindly cider our
study of these trial batches which we have submi
through CTD application.
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Submit copy of Batch Manufacturing Recg

(BMR) of three stability batches.

Firm has submitted copy of batch manufactur
record of the three stability batches.

Decision: Approved.

1 Manufacturer will place first three production batches on long term stability studies throughou
proposed shelf life and on accelerated studies for six months as per the commitment submit

in the registration application.

Manufacturer will perform process validation of first three batches as per the commitmen
submitted in the registration application.

23.

Name, address of Applicant / Marketing
Authorization Holder

M/s Quaper (Pvt) Ltd. 26\, Small Industrial Estatg
Lahore Pad Sargodha.

Name, address of Manufacturing site.

M/s Quaper (Pvt) Ltd. 26\, Small Industrial Estatg
Lahore Road Sargodha.

Status of the applicant

X Manufacturer
5 Importer
5 Is involved in none of the above (contract giver)

GMP status ofhe firm

The firm has submitted copy of GMP certificate issue
the basis of inspection dated-@82019.

Evidence of approval of manufacturing
facility

Firm has submitted copy of letter of grant of additig
section dated 209-2020. The letter spédies following
sections:

I Tablet (General) (Revised)

1 Capsule (General) section (New)

T R&D Laboratory (New)

1 Sachet (General) (New)

Status of application

5 New Drug Product (NDP)
X Generic Drug Product (GDP)

Intended use of pharmaceutical produg

8 Domestic sale
5 Export sale
X Domestic and Export sales

Dy. No. and date of submission

Dy. No. 306: 2202-2021

Details of fee submitted

PKR 20,000/ 15-02-2021

Proposed proprietary name / brand nan

DELIGHT 20mg Capsule

Strength koncentration of drug of Activi
Pharmaceutical ingredient (API) per un

Each capsule Contains:
Duloxetine HCI enteric coated pellets equivalent to
Dul oxetineééeé20mg

Pharmaceutical form of applied drug

White to off white pellets filled in hard gelatied / red
capsule sealed in Aalu blister further packed in urn
carton of bleach board with UV coating.

Pharmacotherapeutic Group of (API)

Anti-depressant

Reference to Finished product USP
specifications

Proposed Pack size As per SRO
Proposedinit price As per SRO

Status in reference regulatory authoritie

Esomeprazole 20mg Capsule (MHRA Approved)

For generic drugs (mmo status)

Dulan Capsule by Hilton

Name and address of APl manufacture

Vision Pharmaceuticals, Plot No. 23, Industria

Triangle Kahuta Road Islamabad.

Module-ll (Quality Overall Summary)

Firm has submitted QOS as per WHO QP template
Firm has summarized information related to nomencla
structure, general properties, solubilities, physical fq
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manufacturers, description of manufacturing processg
controls, impurities, specifit@ns, analytical procedurg
and its validation, batch analysis and justification
specification, reference standard, container closure sy
and stability studies of drug substance and drug prody

Module-lll Drug Substance:

Firm has submittedetailed data for drug substance ¢
related to nomenclature, structure, general prope
solubilities, physical form, manufacturers, descriptior
manufacturing process and controls, impurit
specifications, analytical procedures and its valide
batch analysis and justification of specification, referg
standard, container closure system and stability studi
drug substance.

studies)

Stability Studies of Drug Substance
(Conditions & duration of Stabilit

Firm has submitted stabilistudy data of 3 batches of dr
substance at both accelerated as well as real
conditions. The accelerated stability data is conducts
40°C £ 2°C / 75% + 5% RH for 6 months. The real t
stability data is conducted at 30°C = 2°C / 65 + 5% RH
36 months.

Module-1ll Drug Product:

Firm has submitted data of drug product including
description, composition, pharmaceutical developm
manufacture, manufacturing process and process cg
process validation protocols, control of excipieststrol
of drug product, specifications, analytical procedy
validation of analytical procedures, batch analy
justification of specifications, reference standard
materials, container closure system and stability.

Pharmaceutical Equivalence
Comparative Dissolution Profile

a

Firm has submitted results of pharmaceutical equival
for all the quality tests for their product against Cymb
20mg Capsule.

Firm has submitted results of CDP for their product ag
Cymbalta 20mg Capsule. Firm haarformed CDP testin
only at pH 1.2 and 6.8. The results of f2 factor in pH
was 100 while in pH 6.8 the drug release was more
85% in 15 minutes.

of product

Analytical method validation/verificatio

Firm has submitted verification studies dfie drug
substance and the drug product.

STABILITY STUDY DATA

Manufacturer of API

Vision Pharmaceuticals, Plot No. -23, Industrial Triangle Kahuta Ro

Islamabad.

API Lot No.

DXT275

Description of Pack
(Container closure system)

Alu-alu blister

Stability Storage Condition

Real time : 30C + 2C / 65% + 5%RH
Accelerated: 4@ + ZC / 75% *+ 5%RH

Time Period Real time: 6 months Accelerated: 6 months
Frequency Accelerated: 0, 3, 6 (Months) Real Time: 0, 3, §Months)
Batch No. T1/20 T2/20 T3/20
Batch Size 2500 Capsule 2500 Capsule 2500 Capsule
Manufacturing Date 06-2020 06-2020 06-2020
Date of Initiation 23-06-2020 23-06-2020 23-06-2020
No. of Batches 03

DOCUMENTS / DATA TO BE PROVIDED ALONG WITHSTABILITY STUDY DATA
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1. |Reference of previous approval
applications with stability study data of t
firm (if any)

Quaper Pharma has been granted approval of new s
therefore no such inspection has been conducted.

Approval of API/ DML/GMPcertificate of
APl manufacturer issued by concert
regulatory authority of country of origin.

Firm has submitted copy of GMP certificate issueg
Additional Director DRAP, Islamabad dated-37-2019.
The GMP certificate was granted based on inspectitad
11-02-2019. The GMP certificate is valid till 1MP-2022.

Documents for the procurement of APIw
approval from DRAP (in case of import).

Firm has submitted copy of commercial invoice dated
06-2020 specifying purchase of 5Kg duloxetine pellets

Data of stability batches will be suppor
by attested respective documents

Firm has submitted complete record of testing of all
batches along with raw data sheets, COA and summa|

chromatograms, Raw data sheets, C
summary data sheets etc.

data sheets.

Compliance Record of HPLC softwe
21CFR & audit trail reports on prodt
testing

The firm submitted that their HPLC system is not 21 (
compliant therefore the audit trail
applicable.

reports are

Record of Digital data logger fi
temperature and humidity monitoring
stability chambers (real time a
accelerated)

Firm has submitted record of digital data logger
temperature and humidity monitoring of real time
accelerated stability chambers.

Evaluation by PEE

Shortcomings communicated

Response by the firm

Submit data of verification of analytic
procedure of drug substance in section 3.2.9
as per the guidance document approved
Registration Board which specifies th
AnAnal ytical Met h o des
including specificity, accuracy and repeatabil
(method precision) performed by the Dr
Product manufacturer for both compendial
well as noacompendial drug substance(s) sh
be submittedo.

Firm has submitted report of verification studies
the drug substance including tests of specifig
accuracy and precision.

The master formulation specifies that 131.76
of duloxetine 17% pellets are required for 20
capsule, while the footnote specifies t
197.65mg of duloxetine pellets contains 20
duloxetine. Clarification is required in th
regard.

Firm has submitted that there was a typo error in
submitted document. Firm has submitted upd:
correct weight of pellets in master formulation

Submit details regarding batch numb
manufactumg and expiry date of your as well
the comparator product used in pharmaceut
equivalence and comparative dissolution prof

Delight 20mg Capsule manufactured by Qua
Pharma

Batch # T1/20

Mfg date: 0620

Cymbalta 20mg capsule manufactured by LHly
del Carbie Inc.

Batch # D115B6923A

Mfg date: 0420

Justify the buffer stage dissolution acceptal
criteria. NLT 75%(Q) in 60 minutes since t
dissolution acceptance criteria of the pellets fi
pellets manufacturer is NLT 80%(Q) in ¢
minutes.

Firm has submitted that it was a typo mistake. ]
firm has submitted revised dissolution accepta
criteria

The submitted method for the dissolution test
matches with USP dissolution test 1, however
USP provide different acceptance criteria
buffer stage for 20% w/w and 32% w/w pelle
while your pellets were 17%. Justify how this t

could be applied and how the acceptance crif

Supplier has followed USP method for testing
pellets and we have followed the same tes
method supplied by the supplier which is also as
USP monograph.
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of a different strength of pellets can be applie

your Ccase.

Submit document / invoice for the procurem

of API from Vision Pharmaceuticals.

Firm has submitted copy of commercial invo
dated 1806-2020 specifying purchase of 5K
duloxetine pellets

Justify the manufacturing of stability batches
June 2020 while the section approval for caps
(general) section was granted or"Zeptembe
2020. Further specify where the manufacturin

these sbility batches were carried out.

Firm has submitted that they have developed R
lab and capsule general section as per the D
approved layout plan. The HVAC was also instal
in R&D Lab. The panel inspection for the purpose
grant of additional seicins was conducted on -D&-

2020 and 186-2020. The panel inspection rep
also endorse the R&D Lab with following remar
AFirm has established
approved layout plan approved by DRAP. Follow
production machines and Quality cort
instruments were provided for small sc
development purpose. HVAC system was install
It is humbly requested to you to kindly consider

study of these trial batches which we have subm
through CTD application.

Submit copy of Batch Manufacing Record

(BMR) of three stability batches.

Firm has submitted copy of batch manufactur
record of the three stability batches.

Decision: Approved with change of brand name
T Manufacturer will place first three production batches on long termstability studies throughout
proposed shelf life and on accelerated studies for six months as per the commitment submit

in the registration application.

1 Manufacturer will perform process validation of first three batches as per the commitmen
submitted in the registration application.
24. |Name, address of Applicant / Marketii M/s Quaper (Pvt) Ltd. 2@\, Small Industrial Estatg

Authorization Holder

Lahore Road Sargodha.

Name, address of Manufacturing site.

M/s Quaper (Pvt) Ltd. 26\, Small Industrial Estate
Lahore Road Sargodha.

Status of the applicant

X Manufacturer
5 Importer
5 Is involved in none of the above (contract giver)

GMP status of the firm

The firm has submitted copy of GMP certificate issue
the basis of inspection dat2g-01-2019.

Evidence of approval of manufacturi
facility

Firm has submitted copy of letter of grant of additig
section dated 209-2020. The letter specifies followir
sections:

I Tablet (General) (Revised)

1 Capsule (General) section (New)
I R&D Laboratory (New)

1 Sachet (General) (New)

Status of application

New Drug Product (NDP)
Generic Drug Product (GDP)

Intended use of pharmaceutical produg

Domestic sale
Export sale
Domestic and Export sales

Dy. No. and date cdubmission

Dy. No. 4707: 1102-2021

Details of fee submitted

PKR 20,000/ 10-02-2021

Proposed proprietary name / brand nar

DELIGHT 30mg Capsule

Strength / concentration of drug of Acti
Pharmaceutical ingredient (API) per un

Each capsul€ontains:
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Duloxetine HCI enteric coated pellets equivalent
Dul oxetineééé30mg

Pharmaceutical form of applied drug

White to off white pellets filled in hard gelatin red / 1
capsule sealed in Alalu blister further packed in urn
carton of bleach bodmwith UV coating.

Pharmacotherapeutic Group of (API)

Anti-depressant

Reference to Finished prody USP
specifications

Proposed Pack size As per SRO
Proposed unit price As per SRO

Status in reference regulatory authoritie

Esomeprazole 30mgapsule (MHRA Approved)

For generic drugs (m®o status)

Dulan Capsule by Hilton

Name and address of APl manufacture

Vision Pharmaceuticals, Plot No. -23, Industria

Triangle Kahuta Road Islamabad.

Module-1l (Quality Overall Summary)

Firm hassubmitted QOS as per WHO Q@D template
Firm has summarized information related to nomencla
structure, general properties, solubilities, physical fq
manufacturers, description of manufacturing process
controls, impurities, specifications, awtical procedure
and its validation, batch analysis and justification
specification, reference standard, container closure sy
and stability studies of drug substance and drug prodd

Module-lll Drug Substance:

Firm has submitted detailed ddta drug substance da
related to nomenclature, structure, general prope
solubilities, physical form, manufacturers, descriptior
manufacturing process and controls, impurit
specifications, analytical procedures and its valida
batch analgis and justification of specification, referer
standard, container closure system and stability studi
drug substance.

Stability Studies of Drug Substance
(Conditions & duration of Stabilit
studies)

Firm has submitted stability study data di&8ches of dru
substance at both accelerated as well as real
conditions. The accelerated stability data is conducts
40°C £ 2°C / 75% + 5% RH for 6 months. The real t
stability data is conducted at 30°C = 2°C / 65 + 5% RH
36 months.

Module-1ll Drug Product:

Firm has submitted data of drug product including
description, composition, pharmaceutical developm
manufacture, manufacturing process and process cg
process validation protocols, control of excipients, coi
of drug product, specifications, analytical procedu
validation of analytical procedures, batch analy
justification of specifications, reference standard
materials, container closure system and stability.

Pharmaceutical Equivalence 3

Comparative Bsolution Profile

Firm has submitted results of pharmaceutical equival
for all the quality tests for their product against Cymb
30mg Capsule.

Firm has submitted results of CDP for their product ag
Cymbalta 30mg Capsule. Firm has performed @&#ing
only at pH 1.2 and 6.8. The results of f2 factor in pH
was 100 while in pH 6.8 the drug release was more
85% in 15 minutes.

Analytical method validation/verificatio

of product

Firm has submitted verification studies of the d
substance and the drug product.
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STABILITY STUDY DATA

Manufacturer of API
Islamabad.

Vision Pharmaceuticals, Plot No. -23, Industrial Triangle Kahuta Ro

API Lot No. DXT275

Description of Pack

(Container closure system) A1 -8l Plister

Stability Storage Condition| Real time : 3C +

ZC / 65% + 5%RH

Accelerated: 4@ + ZC / 75% + 5%RH
Time Period Real time: 6 months
Accelerated: 6 months
Frequency Accelerated: 0, 3, 6 (Months)
Real Time: 0, 3, 6 (Months)
Batch No. T1/20 T2/20 T3/20
Batch Size 2500 Capsule | 2500 Capsule 2500 Capsule
Manufacturing Date 06-2020 06-2020 06-2020
Date of Initiation 28-06-2020 28-06-2020 28-06-2020
No. of Batches 03

DOCUMENTS / DATA TO BE PROVIDED A

LONG WITH STABILITY STUDY DATA

1. |Reference of previous approval
applications with stability study data of t
firm (if any)

Quaper Pharma has been granted approval of new s
therefore no such inspection has been conducted.

Approval of APl/ DML/GMP certificate o
APl manufactuer issued by concerng
regulatory authority of country of origin.

Firm has submitted copy of GMP certificate issueq
Additional Director DRAP, Islamabad dated-37-2019.
The GMP certificate was granted based on inspection
11-02-2019. The GMP ceficate is valid till 1002-2022.

Documents for the procurement of APl w
approval from DRAP (in case of import)|

Firm has submitted copy of commercial invoice dated
06-2020 specifying purchase of 5Kg duloxetine pellets

Data of stabilitybatches will be supporte
by attested respective documents
chromatograms, Raw data sheets, C
summary data sheets etc.

Firm has submitted complete record of testing of all bat
along with raw data sheets, COA and summary data s

Compliance Record of HPLC softwg
21CFR & audit trail reports on produ
testing

The firm submitted that their HPLC system is not 21 (
compliant therefore the audit trail reports are
applicable.

Record of Digital data logger fi
temperature andumidity monitoring of
stability chambers (real time a
accelerated)

Firm has submitted record of digital data logger
temperature and humidity monitoring of real time
accelerated stability chambers.

Evaluation by PEE

Shortcomings communicated

Response by the firm

Submit

data of verification of analytici

Firm has submitted report of verification studies of

procedure of drug substance in section 3.2.S
as per the guidance document approved
Registration Board which specifies th
AAnal yti cal Met hod
including specificityaccuracy and repeatabilit)
(method precision) performed by the Dr
Product manufacturer for both compendial
well as norcompendial drug substance(s) sh
be submittedo.

drug substance includirtgsts of specificity, accurag
and precision.

Submit details regarding batch numb
manufacturing and expiry date of your as well

Delight 30mg Capsule mafactured by Quape
Pharma
Batch # T1/20
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the comparator product used in pharmaceu
equivalence and comparative dissolution prof

Mfg date: 0620

Cymbalta 30mg capsule manufactured by Eli Lilly
Carbie Inc.

Batch # D336923A

Mfg date: 0620

Justify the buffer stage dissolution accepta
criteria NLT 75%(Q) in 60 minutes since tl
dissolution acceptance criteria of the pellets fr(
pellets manufacturer is NLT 80%(Q) in ¢
minutes.

Firm has submitted that it was a typo mistake. The
has submitted revised dissolution acceptance crite

The submitted method for the dissolution test
matdes with USP dissolution test 1, however
USP provide different acceptance criteria
buffer stage for 20% w/w and 32% w/w pelle
while your pellets were 17%. Justify how this t|
could be applied and how the acceptance cril
of a different stregth of pellets can be applied
your case.

Supplier has followed USP method for testing
pellets and we have followed the same testing me
supplied by the supplier which is also as per |
monograph.

Submit document / invoice for the procurem
of API from Vision Pharmaceuticals.

Firm has submitted copy of commercial invoice dg
18-06-2020 specifying purchase of 5Kg duloxeti
pellets

Justify the manufacturing of stability batches
June 2020 while the section approval for cap
(general)section was granted on‘2S$eptembel
2020. Further specify where the manufacturing
these stability batches were carried out.

Firm has submitted that they have developed R&D
and capsule general section as per the DRAP appt
layout plan. The HVACwas also installed in R&L[
Lab. The panel inspection for the purpose of grar
additional sections was conducted or0B&2020 and
18-06-2020. The panel inspection report also end
the R&D Lab with foll
established R&D Laboratorgs per approved layo
plan approved by DRAP. Following producti
machines and Quality control instruments w|
provided for small scale development purpose. HV
system was installed.

It is humbly requested to you to kindly consider
study of thesdrial batches which we have submitt
through CTD application.

Submit copy of Batch Manufacturing Recc
(BMR) of three stability batches.

Firm has submitted copy of batch manufactur
record of the three stability batches.

Decision: Approved with change of brand name

1 Manufacturer will place first three production batches on long term stability studies throughou
proposed shelf life and on accelerated studies for six months as per the commitment submit

in the registration application.

submitted in the registration application.

Manufacturer will perform process validation of first three batches as per the commitmer,

25. | Name, address of Applicant / Marketi

Authorization Holder

M/s Quaper (Pvt) Ltd. 2@\, Small Industrial Estate
Lahore Roadargodha.

Name, address of Manufacturing site.

M/s Quaper (Pvt) Ltd. 28\, Small Industrial Estate
Lahore Road Sargodha.

Status of the applicant X
8

19

Manufacturer
Importer
Is involved in none of the above (contract giver)

GMP status othe firm

The firm has submitted copy of GMP certificate issue
the basis of inspection dated-@82019.

Evidence of approval of manufacturi
facility

Firm has submitted copy of letter of grant of additig
section dated 209-2020. The letter spdas following
sections:

1 Tablet (General) (Revised)
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1 Capsule (General) section (New)
1 R&D Laboratory (New)
1 Sachet (General) (New)

Status of application

8 New Drug Product (NDP)
X Generic Drug Product (GDP)

Intended use of pharmaceutical produg

5 Domestic sale
5 Export sale
X Domestic and Export sales

Dy. No. and date of submission

Dy. No. 305: 2202-2021

Details of fee submitted

PKR 20,000/ 1502-2021

Proposed proprietary name / brand nar

DELIGHT 60mg Capsule

Strength concentration of drug of Activ
Pharmaceutical ingredient (API) per un

Each capsule Contains:
Duloxetine HCI enteric coated pellets equivalent
Dul oxetineééé60mg

Pharmaceutical form of applied drug

White to off white pellets filled in hard gelatiyellow /
yellow capsule sealed in Adalu blister further packed
unit carton of bleach board with UV coating.

Pharmacotherapeutic Group of (API)

Anti-depressant

Reference to Finished prody USP
specifications

Proposed Pack size As per SRO
Proposed unit price As per SRO

Status in reference regulatory authoritie

Esomeprazole 60mg Capsule (MHRA Approved)

For generic drugs (mm®o status)

Dulan Capsule by Hilton

Name and address of AP| manufacture

Vision Pharmaceuticals, Plot No. 23, Industria

Triangle Kahuta Road Islamabad.

Modulell (Quality Overall Summary)

Firm has submitted QOS as per WHO QP template
Firm has summarized information related to nomencla
structure, genergproperties, solubilities, physical forf
manufacturers, description of manufacturing processg
controls, impurities, specifications, analytical proced
and its validation, batch analysis and justification
specification, reference standard, contatiesure systern
and stability studies of drug substance and drug prody

Module-1ll Drug Substance:

Firm has submitted detailed data for drug substance
related to nomenclature, structure, general prope
solubilities, physical formmanufacturers, description
manufacturing process and controls, impurit
specifications, analytical procedures and its valida
batch analysis and justification of specification, referg
standard, container closure system and stability studi
drug substance.

Stability Studies of Drug Substance
(Conditions & duration of Stabilit]
studies)

Firm has submitted stability study data of 3 batches of
substance at both accelerated as well as real

conditions. The accelerated stability d&aconducted ¢
40°C £ 2°C / 75% + 5% RH for 6 months. The real t
stability data is conducted at 30°C = 2°C / 65 + 5% RH
36 months.

Module-lll Drug Product:

Firm has submitted data of drug product including
description, composition, pharmaceutical developm
manufacture, manufacturing process and process cg
process validation protocols, control of excipients, coi

Minutes of 307 meeting of Registration Board

76 |



of drug product, specificationsanalytical procedure
validation of analytical procedures, batch analy
justification of specifications, reference standard
materials, container closure system and stability.

Pharmaceutical Equivalence 3
Comparative Dissolution Profile

Firm has submitted results of pharmaceutical equival
for all the quality tests for their product against Cymb
60mg Capsule.

Firm has submitted results of CDP for their product ag
Cymbalta 60mg Capsule. Firm has performed CDP te
only at pH 1.2and 6.8. The results of f2 factor in pH |
was 100 while in pH 6.8 the drug release was more
85% in 15 minutes.

Analytical method validation/verificatio
of product

Firm has submitted verification studies of the d
substance and the drpgoduct.

STABILITY STUDY DATA

Manufacturer of API

Islamabad.

Vision Pharmaceuticals, Plot No. -23, Industrial Triangle Kahuta Ro

API Lot No.

DXT275

Description of Pack
(Container closure system

Alu-alu blister

Stability Storage Condition

Real time : 30C +
Accelerated: 4@

ZC/65% + 5%RH
+ 2C / 75% + 5%RH

Time Period Real time: 6 months
Accelerated: 6 months
Frequency Accelerated: 0, 3, 6 (Months)
Real Time: 0, 3, 6 (Months)
Batch No. T1/20 T2/20 T3/20
Batch Size 2500Capsule 2500 Capsule 2500 Capsule
Manufacturing Date 06-2020 06-2020 06-2020
Date of Initiation 28-06-2020 28-06-2020 28-06-2020
No. of Batches 03

DOCUMENTS / DATA TO BE PROVIDED A

LONG WITH STABILITY STUDY DATA

1.

Reference of previous approval

applications with stability study data of { therefore no such inspection has been conducted.

firm (if any)

Quaper Pharma has been granted approval of new s

Approval of API/ DML/GMP certificate g Firm has submitted copy of GMP certificate issueq
API manufacturer issued by conceriAdditional Director DRAP, Islamabad dated-37-2019.

regulatoryauthority of country of origin.

The GMP certificate was granted based on inspection
11-02-2019. The GMP certificate is valid till 1MP-2022.

Documents for the procurement of APl w Firm has submitted copy of commercial invoice dateq
approval from DRAP (in case of import)|06-2020 specifying purchase of 5Kg duloxetine pellets

Data of stability batches will be suppor| Firm has submitted complete record of testing of all bat
by attested respective documents lil along with raw data sheets, COA and summary data s

chromatograms, Raw data sheets, C
summary data sheets etc.

Compliance Record of HPLC softwg The firm submitted that their HPLC system is not 21 (

21CFR & audit trail reports on produ
testing

compliant therefore the audit trail
applicable.

reports are

Record of Digital data
temperature and humidity monitoring
stability chambers (real time
accelerated)

logger f{Firm has submitted record of digital data logger

ang accelerated stability chambers.

temperature and humidity monitoring of real time
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Evaluation by PEE

Shortcomings communicated

Response by the firm

Submit data of verification of analytical procedy
of drug substance in section 3.2.5.4.3 as pe
guidance document approved by Registration B¢
which  specifies that A Anal yti c &
Verification studies including specificity, accura
and repeataitity (method precision) performed [
the Drug Product manufacturer for bo
compendial as well as narompendial drug
substance(s) shall ©be

Firm has submitted report of verification studies
the drug substance including tests of specifid
accuracy and precision.

Submit  details regarding batch numb
manufacturing and expiry date of your as well as
comparator product used in pharmaceut
equivalence and comparative dissolution profile

Delight 60mg Capsule manufactured by Qua
Phama

Batch # T1/20

Mfg date: 0620

Cymbalta 60mg capsule manufactured by Eli L
del Carbie Inc.

Batch # D211394A

Mfg date: 0620

Justify the buffer stage dissolution accepta
criteria. NLT 75%(Q) in 60 minutes since t
dissolution acceptance criterad the pellets from
pellets manufacturer is NLT 80%(Q) in 60 minut

Firm has submitted that it was a typo mistake. |
firm has submitted revised dissolution accepta
criteria

The submitted method for the dissolution test
matches with USP dissoloti test 1, however th
USP provide different acceptance criteria at bu
stage for 20% w/w and 32% wi/w pellets, while y(¢
pellets were 17%. Justify how this test could
applied and how the acceptance criteria 0
different strength of pellets can b@plied in your
case.

Supplier has followed USP method for testing
pellets and we have followed the same tes;
method supplied by the supplier which is also as|
USP monograph.

Submit document / invoice for the procurement
API from Vision Pharmeeuticals.

Firm has submitted copy of commercial invoi
dated 1806-2020 specifying purchase of 5K
duloxetine pellets

Justify the manufacturing of stability batches in J
2020 while the section approval for caps
(general) section was granted on"2Septembe
2020. Further specify where the manufacturing
these stability batches were carried out.

Firm has submitted that they have developed R
lab and capsule general section as per the D
approved layout plan. The HVAC was also instal
in R&D Lab. The panel inspection for the purpose
grant of additional sections was conducted 0066
2020 and 186-2020. The panel inspection rep(
also endorse the R&D Lab with following remar
AFirm has established
approved layoutlan approved by DRAP. Followin
production machines and Quality cont
instruments were provided for small sci
development purpose. HVAC system was install
It is humbly requested to you to kindly consider i
study of these trial batches which werdaubmitted
through CTD application.

Submit copy of Batch Manufacturing Recg

(BMR) of three stability batches.

Firm has submitted copy of batch manufactur
record of the three stability batches.

Decision: Approved with change of brand name

1 Manufacturer will place first three production batches on long term stability studies throughou
proposed shelf life and on accelerated studies for six months as per the commitment submit
in the registration application.

1 Manufacturer will perform process validation of first three batches as per the commitmer
submitted in the registration application.

d. Cases of New section
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M/s Martin Dow Limited, Plot No. 37, Sector 19, Korangi Industrial Area Karachi.

On the recommendations of panel of expertsGhB in its 277th meeting held on 15th6th October ha
considered and approved the following one additional section of M/s Martin Dow Limited, Plot [Sec8
19, Korangi Industrial Area, Karachi. The details of the products applied and alreadypemsigainst ne

section are as under:

Already considered in 287neeting

Freshly applied

Molecules

Products

Molecules Products

02 03

01 02

Dry Powder Inhalers Section (General) (1 molecules / 2 Product)

26.

Name, address of Applicant
MarketingAuthorization Holder

M/s Martin Dow Limited, Plot No. 37, Sector 19, Koral
Industrial Area Karachi.

Name, address of Manufacturing sii

M/s Martin Dow Limited, Plot No. 37, Sector 19, Kora
Industrial Area Karachi.

Status of the applicant

X Manufacturer
5 Importer
5 Is involved in none of the above (contract giver)

GMP status of the firm

GMP certificate issued based on the inspection ddtedag
20109.

Evidence of approval q
manufacturing facility

Firm has submitted copy of letter of Grant of additional se(
dated 2710-2020 specifying Dry powder Inhaler Caps
(General)} New section.

Status of application

X New Drug Product (NDP)
8 Generic Drug Product (GDP)

Intended
product

use of pharmaceuticg

X Domestic sale
5 Export sale
5 Domestic and Export sales

Dy. No. and date of submission

Dy. No. 7331: 08032021

Details of fee submitted

PKR 50,000/ 03-03-2021

The proposed proprietary name
brand name

INBRO DPICapsule 27.5mcg+15.6mcg

Strength / concentration of drug
Active Pharmaceutical ingredie
(API) per unit

Each capsule contains:
Il ndacater ol (as
Gl ycopyrronium

mal eat e) . ¢
(as br omi dge

Each delivered dose contains:
Indacterol (asna |l eat e) . €é€20. 8mcg

Gl ycopyrronium (as bromi dg¢€

Pharmaceutical form of applied dru

Transparent cap and body, Hypromellose capsule size
containing white to off white powder

Pharmacotherapeutic Group of (AP|

LABAs and anticholinergiagent

Reference to Finished prodyIn house
specifications

Proposed Pack size 3006s
Proposed unit price As per DPC

The status in reference regulats
authorities

Could not be verified (Discontinued in FDA)

For generic drugs (mm®o status)

NA

Name and address of A

manufacturer.

Indacaterol: Harman Finochem Limited, Plot NelB80, A
100/1, A100/2 & D1, M.L.D.C Industrial Area, Shendr
Aurangabad Mahrashtra, India.

Glycopyrronium: Harman Finochem Limited, Plot No E7,
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& E9, M.L.D.C Indwstrial Area, Chikalthana, Aurangab
Mahrashtra, India.

Module-1l (Quality Overall Summary

Firm has submitted QOS as per WHO QB3 template. Firn
has summarized information related to nomenclature, stru
general properties, solubilities, physidafm, manufacturers
description of manufacturing process and controls, impur,
specifications, analytical procedures and its validation, &
analysis and justification of specification, reference stan
container closure system and stabilityds#s of drug substan
and drug product.

Module-1ll Drug Substance:

Firm has submitted detailed data for drug substance data 1
to nomenclature, structure, general properties, solubil
physical form, manufacturers, description of manufacty
process and controls, impurities, specifications, analy
procedures and its validation, batch analysis and justificati
specification, reference standard, container closure syste
stability studies of drug substance.

Stability Studies of Druubstance
(Conditions & duration of Stabilit]
studies)

Indacaterol: Firm has submitted stability study data of 3 ba
of drug substance at both accelerated as well as rea
conditions. The accelerated stability data is conducted at
+ 2°C / 75%t 5% RH for 6 months. The real time stability d
is conducted at 30°C = 2°C / 65% + 5% RH for 24 months
Glycopyrronium: Firm has submitted stability study data
batches of drug substance at both accelerated as well ¢
time conditions. The aclerated stability data is conducted
40°C + 2°C/ 75% + 5% RH for 6 months. The real time stal
data is conducted at 30°C £ 2°C / 65% * 5% RH.

Module-1ll Drug Product:

Firm has submitted data of drug product including
description, composition, pharmaceutical developme
manufacture, manufacturing process and process c(
process validation protocols, control of excipients, contrg
drug product, specifications, analytical procedures, valid
of analytical procedures, batch analysisstification of
specifications, reference standard or materials, cont
closure system and stability.

Pharmaceutical Equivalence 3
Comparative Dissolution Profile

Firm has submitted results of pharmaceutical equivaleng
the quality tests for thie product against Utibron Neoha
27.5mcg/15.6mcg DPI capsule (Batch No SPT48) Sund
Pharmaceuticals Inc.
Firm has also submitted results of invitro comparative deliv
dose uniformity and aerodynamic particle size distributior
their product agast the Utibron Neohaler 27.5mcg/15.6n
DPI capsule Sunovion Pharmaceuticals Inc.

Analytical methoc

validation/verification of product

Firm has submitted verification studies of the drug subst
and the drug product.

STABILITY STUDY DATA

Manufacturer of API Indacaterol: Harman Finochem Limited, Plot Nel®0, A-100/1, A100/2 &
D-1, M.1.D.C Industrial Area, Shendra, Aurangabad Mahrashtra, India.
Glycopyrronium: Harman Finochem Limited, Plot No E7, E8 & E9, M.I.
Industrial Area, Chikaltana, Aurangabad Mahrashtra, India.

API Lot No. Indacaterol: ICM/A255/1920061
Glycopyrronium: QCP/013/2013019/A

Description of Pack
(Container closure system)

Alu-alu blister

Stability Storage Condition| Real time : 30C + ZC / 65% + 5%RH
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Accelerated: 4@ + 2C / 75% + 5%RH
Time Period Real time: 6 months

Accelerated: 6 months
Frequency Accelerated: 0, 3, 6 (Months)

Real Time: 0, 3, 6 (Months)
Batch No. NPD-C-921-L NPD-C-922-P NPD-C-923P
Batch Size 6000 capsule 6000capsule 6000 capsule
Manufacturing Date 01-2020 01-2020 01-2020
Date of Initiation 20-01-2020 20-01-2020 20-01-2020
No. of Batches 03

DOCUMENTS / DATA TO BE PROVIDED ALONG WITH STABILITY STUDY DATA

1. |Reference of previous approval |Firm has referred to onsite inspection report of their prg
applicationswith stability study data¢i Empat or 10mg Tabl et s ¢'meeting
the firm (if any) of Registration Board wherein the Board decided to apy

registration of this produc

Date of inspection: ®BAugust, 2019.

According to inspection report, following points w
confirmed.

1 The firm has 21CFR compliant HPLC software.

9 The firm has audit trail reports available.

2. |Approval of API/  DML/GMP|Indacaterol: Firm has submitted copy of GMP certificate
certificate of API manufacturassueq 82221/2019/11/29136) dated -08-2019 issued by FD
by concerned regulatory authority | Mahrashtra. The certificate is valid till @8-2022.
country of origin. Glycopyrronium: Firm hasubmitted copy of GMP certifica

(No. AD/82606/2020/11/31613) of Harman Finochem Limi
Plot No E7, E8 & E9, M.I.D.C Industrial Area, Chikaltha
Aurangabad Mahrashtra, India issued by FDA Maharag
The certificate is valid till 134-2023.

3. |Documents for the procurement of Alndacaterol ICM/A255/1920061: Firm hasubmitted copy O
with approval from DRAP (in case |commercial invoice cleareddated 1311-2019 specifying
import). import of 20g Indacaterol maleate (Batch No. ICM/

255/192006, ICM/A-255/1920065). Theommercial invoic
is attested by AD (I&E) DRAP field office.
Glycopyrronium: QCP/013/2013019/A:

Firm has submitted copy of commercial invoice cleared ¢
19-08-2019 specifying import of 0.015Kg Glycopyrroniu
The commerciainvoice is attested by AD (I&E) DRAP fie
office.

4. |Data of stability batches will KFirm has submitted complete record of testing ofbaliches
supported by attested respecialong with chromatograms, raw data sheets, COA and sun
documents like chromatograms, R|data sheets.
data sheets, COA, summary data sh
etc.

5. |Compliance Record of HPLC softwg Firm has submitted audit trail record of product testing of H
21CFR & audit trail reports on prody for all test intervals.
testing

6. |Record of Digital data logger f{Firm has submitted record of digital data logger for temper

temperature and humidity monitori
of stability chambers (real time a
accelerated)

and humidity monitoring of real time and accelerated sta
chambers.

Evaluation by PEC:

Shortcomings communicated

Response by the firm

Submit evidence of approval of applied formulati
in reference regulatory authorities which w

Firm has again submitted the same referenc
Utibron. Howerer, the product is discontinued
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adapted by Registration Board in its ?7heeting in
section 1.5.9, since the submitted reference
Ultibro breezhaler does not exist in USFD
moreover the only available similar product
USFDA (Ultibron) is discontinued in USFDA.

FDA and the reason for discontinuation is
mentioned on FDA website.

Justify the master formulation without usil
magnesium stearate as an excipient contrary td
reference product.

Indacaterol + Glycopyronium DPCapsule wag
manufactured without the excipient Magnesi
Stearate, a lubricant used to avoid sticking. As tr
were performed with Lactose (DPI grade) with
observing any such issue concerned with stick
and desired weight achieved satisfactorilgd
repeatedly along with all other quality paramets
thus manufacturer opted to exclude magnes
stearate from the formulation.

Furthermore, Aerodynamic Particle Si
Distribution (APSD) and Delivered Dog
Uniformity (DDU) were performed which were al
found within satisfactory limits, i.e., comparable
the innovator and thus pharmaceutical equivalg
was established.

The target emitted dose of glycopyrronil
mentioned in the raw data sheets for calculatiol
results of uniformity of delivered doss 12.5mcg
while the label claim for delivered dose specif
12.8mcg. Clarification is required in this regard.

According to data of Innovator (Utibron 27.5/15
mcg capsule) and in Rx list, inhaler delivered a d
of 20.8mcg of indacaterol and 12.8 m
glycopyrrolate for the 27.5/15.6 mcg strength.
However, for Glycopyronium, it delivered 20.8m
of indacaterol and 12.5mcg Glycopyronium for 1
strength of 27.5/15.6 mcg.

As Martin Dow used Glycopyronium bromid
hence the delivered dose is 12.5mcg fdard DPI
Capsules.

Specify the device along with its specificatic
which was used to test uniformity of delivered d
and aerodynamic particle size distribution.

Model No. BDDO7

Capsule size # 3

Manufacturer: Shanghai Huarui Aerosol Co.,Ltd
Shelf life: 3 years

Justify how the batches were released without teg
uniformity of delivered dose and particle si
distribution.

Justify why the test of uniformity of delivered dg
and particle size disbution is not performed &g
initial stability study time point.

For DPI FPP, Martin Dow prefers to condd
Delivered Dose Uniformity (DDU) an
Aerodynamic Particle Size distribution (APSD)
release time point. However, in the case of In
Dry Powder for Inhalation capsules, the batc
were released on the basis as all of
physicochemical test attributes were found
within  predefined limits and based
pharmaceutical development prese including
starting material selection, formulatio
manufacturing process and container closer sys
The DDU and APSD studies not performed.

at release time point as the required DPI tes
device (Copley Andresen Cascade Impactor v
presseparatorlunder shipment and after receivi
and successful qualification had performed
finished product batches were tested at later
results comply with shelife

specification.

Justify how the stability batches were manufacty
even before the grant of additional section. Jug
where the manufacturing of these batches
carried out.

We hereby inform the Authidy that we have ai
approved Research & Development

Laboratory (approval letter attached dated:
December 2018) which is neapecific for

dosage forms. All the DPI Capsules applied
registration were developed in the abovementio
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approved ReseardDevelopment laboratory witl
qualified equipment.

Moreover, the Dry Powder Inhaler Capsule sec
was approved on the basis of a satisfactory
panel inspection in which all of the requirements
manufacturing and testing of DPI capsules
were identifiedand found complied.

Submit GMP certificate of Harman Finoche
Limited, Plot No A100, A100/1, A100/2 & D-1,
M.I.D.C Industrial Area, Shendra, Aurangab
Mahrashtra, India which is the manufacturer
Indacaterol.

Firm has submitted copy of GMeertificate (No.
82221/2019/11/29136) dated-08-2019 issued by
FDA Mabhrashtra. The certificate is valid till @B-
2022.

The stability study summary sheets specify 1
Batch number ICM/A255/1920061 of indacater(
maleate was used for the manufacturiofy all
stability batches. The commercial invoice speci
that 20gm indacaterol Batch No. [ICM/4
255/1920061 and ICM/&55/1920065 is importeq
Clarify the exact quantity of Batch number ICM/,
255/1920061 of indacaterol maleate which
imported.

Following two batches of Indacaterol Maleate w
imported:

Imported API batch No.:

ICMA/A -255/1920061 = 15gm

ICMA/A -255/1920065 = 5gm

The stability study summary sheets specify 1
Batch number QCP/013/20 of Glycopyronil
bromide was used for the manufactgriof all
stability batches. The commercial invoice speci
that 0.015Kg of Batch number GCP/013/20]
2019/A is imported. Clarify the exact batch whi
was imported and used in the manufacturing

stability batches.

The batch no. QCP/013/20 mentioned fine
stability summary sheet is a typographical er
The actual batch of Glycopyronium imported
batch no. GCP/013/2043019/A which can bg
verified from the Commercial invoice and COA
the API

Decision: Deferred for evidence of approval of appliedormulation in reference regulatory authorities
/ agencies which were adopted by the Registration Board in its 278neeting.

27. |Name, address of Applicant

Marketing Authorization Holder

M/s Martin Dow Limited, Plot No. 37, Sector 19, Koral
IndustrialArea Karachi.

Name, address of Manufacturing sii

M/s Martin Dow Limited, Plot No. 37, Sector 19, Kora
Industrial Area Karachi.

Status of the applicant

X Manufacturer
5 Importer

5 Is involved in none of the above (contract giver)

GMP status of the firm

GMP certificate issued based on the inspection datedag
20109.

Evidence of approval q
manufacturing facility

Firm has submitted copy of letter of Grant of additional se(
dated 2710-2020 specifying Dry powder Inhaler Caps
(General)} New section.

Status of application

8 New Drug Product (NDP)
X Generic Drug Product (GDP)

Intended
product

use of pharmaceuticg

X Domestic sale
5 Export sale
5 Domestic and Export sales

Dy. No. and date of submission

Dy. No. 7336: 08)3-2021

Details of fee submitted

PKR 20,000/ 03-03-2021

The proposed proprietary name
brand name

INBRO DPICapsule 110mcg+50mcg

Strength / concentration of drug

Active Pharmaceutical ingredie

Each capsule contains:
I ndacaterol

(as mal eate) . €
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(API) per unit

Gl ycopyrronium (as bromi de¢

Each delivered dose contains:
Indacterol (asna |l eat e) . éé€ 85 mcg

Gl ycopyrronium (as bromi de¢

Pharmaceutical form of applied dru

Transparent cap and body, Hypromellose capsule size
containing white to off white powder

Pharmacotherapeutic Group of (AP|

LABAs and anticholinergic agent

Reference to Finished prodyIn house
specifications

Proposed Pack size 306s
Proposed unit price As per DPC

The status in reference regulats
authorities

Ultibro Breezhaler (EMA Approved)

For generic drugs (mm®o status)

Ultibro Breezhaleby Novartis (Reg No 088393)

Name and address of A

manufacturer.

Indacaterol: Harman Finochem Limited, Plot NelB80, A
100/1, A100/2 & D1, M.I.D.C Industrial Area, Shendr
Aurangabad Mahrashtra, India.

Glycopyrronium: Harman Finochem Limited, Plob N7, E8
& E9, M.L.D.C Industrial Area, Chikalthana, Aurangal
Mahrashtra, India.

Module-1l (Quality Overall Summary

Firm has submitted QOS as per WHO QBIS template. Firn
has summarized information related to nomenclature, stru
generalproperties, solubilities, physical form, manufactur
description of manufacturing process and controls, impur,
specifications, analytical procedures and its validation, &
analysis and justification of specification, reference stan
containe closure system and stability studies of drug subst
and drug product.

Module-1ll Drug Substance:

Firm has submitted detailed data for drug substance data 1
to nomenclature, structure, general properties, solubil
physical form, manufacturers, description of manufactur
process and controls, impurities, specifications, analy
procedures and its validation, batch analysis and justificati
specification, reference standard, container closure syste
stability studies ofirug substance.

Stability Studies of Drug Substance
(Conditions & duration of Stabilit]
studies)

Indacaterol: Firm has submitted stability study data of 3 ba
of drug substance at both accelerated as well as rea
conditions. The acceleratsthbility data is conducted at 40
+2°C/ 75% * 5% RH for 6 months. The real time stability

is conducted at 30°C = 2°C / 65% + 5% RH for 24 monthg
Glycopyrronium: Firm has submitted stability study data

batches of drug substance at both acetde as well as re
time conditions. The accelerated stability data is conduct
40°C + 2°C/ 75% + 5% RH for 6 months. The real time stal
data is conducted at 30°C £ 2°C / 65% * 5% RH.

Module-1ll Drug Product:

Firm has submitted data of drug product including
description, composition, pharmaceutical developm
manufacture, manufacturing process and process cd
process validation protocols, control of excipients, contr(
drug product, specificationsinalytical procedures, validati
of analytical procedures, batch analysis, justification
specifications, reference standard or materials, cont
closure system and stability.

Pharmaceutical Equivalence 3

Firm has submitted results of pharmaceutical equivalenc
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Comparative Dissolution Profile

the quality tests for their product against Ultibro Breezh
110mcg/50mcg DPI Capsule (Batch No BMU 38) of Nove
Pharma Pakistan Ltd.
Firm has also submitted results of invitro comparative dedil/
dose uniformity and aerodynamic particle size distributior
their product against Ultibro Breezhaler 110mcg/50mcg
Capsule (Batch No BMU 38) of Novartis Pharma Pakistan

Analytical

validation/verification of product

methog Firm has submittederification studies of the drug substal

and the drug product.

STABILITY STUDY DATA

Manufacturer of API

Indacaterol: Harman Finochem Limited, Plot Nel80, A-100/1, A100/2 &
D-1, M.1.D.C Industrial Area, Shendra, Aurangabad Mahrashtra, India.
Glycopyrronium: Harman Finochem Limited, Plot No E7, E8 & E9, M.I.
Industrial Area, Chikalthana, Aurangabad Mahrashtra, India.

API Lot No.

Indacaterol: ICM/A255/1920061, ICM/A255/1920065
Glycopyrronium: QCP/013/2013019/A

Description of Pack
(Container closure system)

Alu-alu blister

Stability Storage Condition

Real time : 30C + ZC / 65% + 5%RH
Accelerated: 4@ + ZC / 75% + 5%RH

Time Period Real time: 6 months Accelerated: 6 months
Frequency Accelerated0, 3, 6 (Months) Real Time: 0, 3, 6 (Months)
Batch No. NPD-C-910-L NPD-C-911-P NPD-C-912-P

Batch Size 6000 capsule 6000 capsule 6000 capsule
Manufacturing Date 12-2019 12-2019 12-2019

Date of Initiation 13-01-2020 13-01-2020 13-01-2020

No. of Batches 03

DOCUMENTS / DATA TO BE PROVIDED ALONG WITH STABILITY STUDY DATA

1. |Reference of previous approval |Firm has referred to onsite inspection report of their prg
applications with stability study dataji Emp d®0ong Tabl et so0 whi ¢'imeeting
the firm (if any) of Registration Board wherein the Board decided to apy

registration of this product
Date of inspection: '®BAugust, 2019.
According to inspection report, following points w
confirmed.
9 The firm has 2CFR compliant HPLC software.
1 The firm has audit trail reports available.
2. |Approval of APl/ DML/GMP|Indacaterol: Firm has submitted copy of GMP certifiqite.

country of origin.

certificate of APl manufacturer issu
by concerned regulatory authority

82221/2019/11/29136) dated -08-2019 issued by FD
Mahrashtra. The certificate is valid till @B-2022.
Glycopyrronium: Firm has submitted copy of GMP certifig
(No. AD/82606/2020/11/31613) of Harman Finochem Limi
Plot No E7, E8 & E9, M.I.D.Andustrial Area, Chikalthan
Aurangabad Mahrashtra, India issued by FDA Maharag
The certificate is valid till 18$4-2023.
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Documents for the procurement of A
with approval from DRAP (in case
import).

Indacaterol ICM/A255/1920061: Firm hasubmitted copy O
commercial invoice cleared dated -182019 specifying
import of 20g Indacaterol maleate (Batch No. ICM
255/1920061, ICM/A255/1920065). The commercial invo
is attested by AD (I&E) DRAP field office.
Glycopyrronium: QCP/013/2013019A.:

Firm has submitted copy of commercial invoice cleared d
19-08-2019 specifying import of 0.015Kg Glycopyrroniu
The commercial invoice is attested by AD (I&E) DRAP fi
office.

Data of stability batches will &
supported by attestedrespective
documents like chromatograms, R
data sheets, COA, summary data sh
etc.

Firm has submitted complete record of testing of all bat
along with chromatograms, raw data sheets, COA and sun
data sheets.

Compliance Record of HPLE&oftware
21CFR & audit trail reports on prodd
testing

Firm has submitted audit trail record of product testing of H
for all test intervals.

Record of Digital data logger f
temperature and humidity monitori
of stability chambers (real time a

Firm has submitted record of digital data logger for temper
and humidity monitoring of real time and accelerated sta
chambers.

accelerated)

Evaluation by PEC:

Shortcomings communicated

Response by the firm

Justify the master formulatiorwithout using
magnesium stearate as an excipient contrary t(
reference product.

Indacaterol + Glycopyronium DPI Capsule w
manufactured without the excipient Magnesi
Stearate, a lubricant used to avoid sticking. As i
were performed with Lactos@OPl grade) withoul
observing any such issue concerned with sticking
desired weight achieved satisfactorily and repeat
along with all other quality parameters, th
manufacturer opted to exclude magnesium steg
from the formulation.

Furthermore  Aerodynamic Particle Siz
Distribution (APSD) and Delivered Dose Uniformi
(DDU) were performed which were also fou
within satisfactory limits, i.e., comparable to f{
innovator and thus pharmaceutical equivalence
established.

The target emitteddose of glycopyrroniun
mentioned in the raw data sheets for calculatio
results of uniformity of delivered dose is 12.5mm
while the label claim for delivered dose specif
12.8mcg. Clarification is required in this regard|

According to data of Innovat (Utibron 27.5/15.€
mcg capsule) and in Rx list, inhaler delivered a d
of 20.8mcg of indacaterol and 12.8 m
glycopyrrolate for the 27.5/15.6 mcg strength.
However, for Glycopyronium, it delivered 20.8m
of indacaterol and 12.5mcg Glycopyronium tbe
strength of 27.5/15.6 mcg.

As Martin Dow used Glycopyronium bromide, her
the delivered dose is 12.5mcg for Inbro [
Capsules.

Specify the device along with its specificatio
which was used to test uniformity of delivered d¢
and aerodynamic patte size distribution.

Model No. BDDO7

Capsule size # 3

Manufacturer: Shanghai Huarui Aerosol Co.,Ltd
Shelf life: 3 years

Justify how the batches were released with
testing uniformity of delivered dose and parti
size distribution.

For DPI FPP, Marti Dow prefers to conduc
Delivered Dose Uniformity (DDU) an
Aerodynamic Particle Size distribution (APSD)
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Justify why the test of uniformity of delivered do
and patrticle size distribution is not performed
initial stability study time point.

release time point. However, in the case of Inbro
Powder for Inhalation capsules, the batches v
released on the basis as all other physieaucal tes
attributes were found well within predefined lim
and based on pharmaceutical development prg
including starting material selection, formulatic
manufacturing process and container closer sys
The DDU and APSD studies not performed.

at release time point as the required DPI tes
device (Copley Andresen Cascade Impactor \
presseparator) under shipment and after receiy
and successful qualification had performed

finished product batches were tested at later
results compt with sheltlife

specification.

Justify how the stability batches we
manufactured even before the grantadtiitional
section. Justify where the manufacturing of th
batches was carried out.

We hereby inform the Authority that we have
approved Research & Development

Laboratory (approval letter attached dated:
December 2018) which is neapecific for

dosage forms. All the DPI Capsules applied
registration were developed in the abovemention
approved Research & Development laboratory y
gualified equipment.

Moreover, the Dry Powder Inhaler Capsule sec]
was approved on the basis of a satisfactory
panel inspection in which all of the requirements
manufacturing and testing of DPI capsules

were identified and found complied.

Submit GMP certificate of Harman Finoche
Limited, Plot No A100, A-100/1, A100/2 & D-1,
M.I.D.C Industrial Area,Shendra, Aurangabg
Mahrashtra, India which is the manufacturer
Indacaterol.

Firm has submitted copy of GMP certificate (M
82221/2019/11/29136) dated-08-2019 issued by
FDA Mahrashtra. The certificate is valid till @B-
2022.

The stability study smmary sheets specify th
Batch number ICM/A255/1920061 of indacater
maleate was used for the manufacturing of
stability batches. The commercial invoice specil
that 20gm indacaterol Batch No. ICM//
255/1920061 and ICM/&55/1920065 i
imported. Clarify the exact quantity of Batc
number ICM/A255/1920061 of indacater
maleate which was imported.

Following two batches of Indacaterol Maleate w
imported:

Imported API batch No.:

ICMA/A -255/1920061 = 15gm

ICMA/A -255/1920065 = 5gm

The stability sudy summary sheets specify t
Batch number QCP/013/20 of Glycopyronil
bromide was used for the manufacturing of
stability batches. The commercial invoice speci
that 0.015Kg of Batch number GCP/013/20]
2019/A is imported. Clarify the exact bhatehich
was imported and used in the manufacturing

stability batches.

The batch no. QCP/013/20 mentioned in the stak
summary sheet is a typographical error. The ad
batch of Glycopyronium imported is batch 1
GCP/013/2018019/A which can be vdied from
the Commercial invoice and COA of the API

Decision:Approved withi nnovat or 0s.
1 Manufacturer will place first three production batches on long term stability studies throughou
proposed shelf life and on accelerated studies feix months as per the commitment submitte

in the registration application.

1 Manufacturer will perform process validation of first three batches as per the commitmen

submitted in the registration application.

speci fication
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e. Cases of export facilitation

Case No. @: M/s CCL Pharmaceuticals (Pvt) Ltd. 62Industrial Estate, Kot Lakhpat Lahore.

The following applications were evaluated on priority basis in compliance the letter N&/2B18PR-|

(EFD) dated 11 January 2021 from Assistant Directofl/ERD. As per tle contents of letter, Registrati
Board in its 263 meeting decided to grant registration on priority basis to the firms who have

appreciable performance in export of pharmaceuticals. The Board decided to consider one molecule
export of 50,000 USD worth of export of medicine (upto a marinad 15 molecules) during a fiscal ye
M/s CCL Pharmaceuticals have acheieved the benchmark of USD 50,000. The amount of benchma
achieved by the firm is 1048642.52 USD for financial year 2820.9Based on this benchmark the firm

requested teonsider 15 molecules (30 products) on priority basis.

The following applications are evaluated and presented before the Board.

Name of molecule No of molecules | No of products
Ceftriaxone 01 02
Cefixime 01 01
Domperidone 01 01

Details of contracimanufactured products

Firm has submitted that currently they have registration of 20 products on contract manufacturing. O
these 20 active products, firm has requested for cancellation of 17 other products that are also regist
name of Ms CCL Pharmaceuticals on contract manufacturing basis. Firm has currently 6 active secti

28.

Name, address of Applicant / Marketing
Authorization Holder

M/s CCL Pharmaceuticals (Pvt) Ltd. 62dustrial Estate
Kot Lakhpat Lahore.

Name, address of Manufacturing site.

M/s Seraph Pharmaceuticals Plot # 210, Industrial Trig
Kahuta Road Islamabad.

Status of the applicant

3 Manufacturer
5 Importer

X Is involved in none of the above (contract giver)
(Contract manufacturinggreement between both firmg
provided)

GMP status of the firm

CCL Pharmaceuticals: GMP inspection report condu
on 2004-2018 & 2404-2018, concluding satisfacto
level of GMP compliance.

Seraph Pharmaceuticals: GMP certificate issued of
basis of inspection conducted on 11/07/2019.

Evidence of approval of manufacturing
facility

Firm (M/s Seraph Pharmaceuticals) has submitted co
Issuance of DML letter dated 436-2017 specifyingdDry
Vial Cephalosporin section.

Status of application

5 New Drug Product (NDP)
X Generic Drug Product (GDP)

Intended use of pharmaceutical product

5 Domestic sale
8 Export sale
X Domestic and Export sales

Dy. No. and date of submission

Dy No. 32077 dated 022-2020

Details of fee submitted

Rs.50,000/Dated 1811-2020

The proposed proprietary name / brand
name

SNARE Injection 250mg IV

Strength / concentration of drug of Activ
Pharmaceutical ingredient (API) per uni

Each vialcontains:

Ceftriaxone (as sodium)é

Pharmaceutical form of applied drug

Sterilized white to off white crystalline dry powd
contained in a glass vial with sterilized rubber stoppé
aluminium flip seal on it.

Pharmacotherapeutic Group of (API)

Cephalosporin antibiotic

Reference to Finished product

specifications

USP specs
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Proposed Pack size

As per SRO

Proposed unit price

As per SRO

The status in reference regulatory
authorities

Ceftriaxone 250mg powder for solution for inject
(MHRA Approved)

For generic drugs (mm®o status)

Droncef injection 250mg by Seraph Pharmaceuticals

Name and address of APl manufacturet

Sinopharm Weigida Pharmaceutical Co. Ltd. First Meq
zone, Economic & technological development z(
DatongShanxi China.

Module-ll (Quality Overall Summary)

Firm has submitted QOS as per WHO QB3 template,
Firm has summarized information related to nomencla
structure, general properties, solubilities, physical fq
manufacturers, description of maaafuring process ar
controls, impurities, specifications, analytical proced
and its validation, batch analysis and justification
specification, reference standard, container closure sy
and stability studies of drug substance and drug prodt

Module-1ll Drug Substance:

Firm has submitted detailed data for drug substance
related to nomenclature, structure, general prope
solubilities, physical form, manufacturers, descriptior
manufacturing process and controls, impurit
specifiations, analytical procedures and its validat
batch analysis and justification of specification, referg
standard, container closure system and stability studi
drug substance.

Stability Studies of Drug Substance
(Conditions & duration oStability studies]

Firm has submitted stability study data of 3 batches of
substance at both accelerated as well as real
conditions. The accelerated stability data is conducts
40°C £ 2°C / 75% = 5% RH for 6 months. The real t
stability da& is conducted at 30°C £ 2°C /65 + 5% RH
48 months.

Module-lll Drug Product:

Firm has submitted data of drug product including
description, composition, pharmaceutical developn
manufacture, manufacturing process and process cd
processvalidation protocols, control of excipients, cont
of drug product, specifications, analytical procedd
validation of analytical procedures, batch analy
justification of specifications, reference standard
materials, container closure system atability.

Pharmaceutical Equivalence 3
Comparative Dissolution Profile

Firm has submitted results of pharmaceutical equival
for all the quality tests for their product against

innovator i.e. Rocephin Injection 250mg. The results @
the ests of both products falls within the specifications
are comparable. The firm has also performed compati
studies of the product with recommended diluent i.e. si
water for injection. Firm has performed compara
analysis with innovator pduct after reconstitution as we
The reconstitution studies also demonstrate compa
results with the innovator product.

Analytical method validation/verificatio
of product

Firm has submitted report of validation of analyt
method for the drugroduct.

Firm has submitted report of verification studies
analytical method for the drug substance.

STABILITY STUDY DATA

Manufacturer of API Sinopharm Weigida Pharmaceutical Co. Ltd. First Medical zone, Econo
technological developmembne, Datong Shanxi China.
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API Lot No.

Description of Pack
(Container closure system)

Q011812004

Vials containing powder for reconstitution, packed in unit carton

Real time : 30C + ZC / 65% + 5%RH
Accelerated: 4@ + ZC/ 75% * 5%RH

Stability Storage Condition

Time Period Real time: 6 months Accelerated: 6 months
Frequency Accelerated: 0, 1, 2, 3, 6 (Month&eal Time: 0, 3, 6 (Months)
Batch No. 001 002 003
Batch Size 8389 vials 8389 vials 8389 vials
ManufacturingDate 01-2019 01-2019 02-2019
Date of Initiation 12-02-2019 14-02-2019 10-03-2019

No. of Batches 03

DOCUMENTS / DATA TO BE PROVIDED ALONG WITH STABILITY STUDY DATA

Reference of previous approval
applications with stability study data of t
firm (if any)

Firm has referred to following product specific inspec
reports
1 Dexpro (Dexlansoprazole) 30 and 60mg Capsule.
was conducted on 1092018 and the product w
approved in 285meeting of Registration Board.
Neovel 800mg Tablet. Its PSI wasnducted on 1-42-
2018 and the product was approved in 288th meeti
Registration Board.

Serbica 20mg Capsule. Its PSI was conducted et02
2018 and the product was approved in'28teting ol
Registration Board.
Firm has further submitted that th@roduct Neogene 2
Injection was approved in 293meeting of Registratio
Board. That product was applied by AGP and con
manufactured by Seraph and was submitted on For
(CTD) along with complete data.

Approval of APl/ DML/GMP certificateof | Copy of GMP certificate (No. SX20180229) issued

APl manufacturer issued by concerr
regulatory authority of country of origin.

CFDA China is submitted by the firm. The certificatg
valid till 05-06-2023

Documents for the procurement of Akdth
approval from DRAP (in case of import),

Firm has submitted copy of invoice specifying impor
100Kg ceftriaxone sodium dated-0&-2019. The invoic
is signed by AD (I&E) DRAP Islamabad office.

Data of stability batches will be suppori
by attested respective documents
chromatograms, Raw data sheets, C
summary data sheets etc.

Firm has submitted complete record of testing of all
batches along with chromatograms, raw data sheets,
and summary data sheets.

Compliance Record ofHPLC softwarg
21CFR & audit trail reports on prody
testing

Firm has submitted that since the stability study of
product was initiated 2 years ago, at that time our H
(Schimadzu) was not 21 CFR compliant. However noy
have 21 CFR compliant (PénkElmer) HPLC system. W
undertake that in future we will use 21 CFR compl
HPLC system for stability testing.

Record of Digital data logger fi
temperature and humidity monitoring
stability chambers (real time a

accelerated)

Firm has submitted record of digital data logger
temperature and humidity monitoring of real time
accelerated stability chambers.

Evaluation by PEC:

Firm has submitted that their product ceftriaxone injection 250mg was registered for both IM
administration, but at the time of granting permission for contract manufacturing from CCL to Phg
DRAP only allowed Snare Injection 250mg (IM) and dbt allowed the registration of Snare Injection 25
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(IV). The firm has now applied ceftriaxone injection 250mg (V) for contract manufacturing from §
Pharmaceuticals Islamabad.

Registration Boarafter thorough deliberatiom its 297" meeting decided to allow contract manufacturi
from M/s Seraph Pharmaceuticals Plot # 210, Industrial Triangle Kahuta Road Islamabad for fq
sections:

9 Dry vial injectable (Cephalosporin)
91 Dry Suspension (Cephalosporin)
1 Capsule (Cephalosporin)

Shortcomingscommunicated

Response by the firm

Provide details regarding number of alreg
registered products of M/s CCL Pharmaceutiq
on contract manufacturing basis along with tc
number of approved sections.

Firm has submitted that currently they haggistration
of 20 products on contract manufacturing. Other t
these 20 active products, firm has requested
cancellation of 17 other products that are also regist
in the name of M/s CCL Pharmaceuticals on cont
manufacturing basis. Firm hasurcently 6 active
sections.

Specify the source of drug substance, si
Sinopharm Weigida Pharmaceutical Co. Ltd
mentioned in module 1, module 2 and modul
(drug substance part), while saakh Pharmi
mentioned in the stability study data of dr
product submitted in section 3.2.P.8.3.

The firm has submitted that their source of API
Sinopharm Weigida Pharmaceutical Co. Ltd. H
Medical zone, Economic & technological developm
zone, Datong Shanxi China.

Submit documents for the procurementAR|
with approval from DRAP.

Firm has submitted copy of invoice specifying impor
100Kg ceftriaxone sodium dated -08-2019. The
invoice is signed by AD (I&E) DRAP Islamabad offig

Submit data of record of data logger |1
temperature and humidity mdoiing of stability
chambers (real time and accelerated).

Firm has submitted record of digital data logger
temperature and humidity monitoring of real time &
accelerated stability chambers.

Submit batch manufacturing record of the th
stability batches for which stability study data H
been submitted.

Firm has submitted copy of batch manufacturing rec
of three batches for which stability study data
submitted.

Decision:Registration Board decided to approve registration of SNARE Injectia 250mg IV by M/s CCL
Pharmaceuticals (Pvt) Ltd. 62Industrial Estate, Kot Lakhpat Lahore, contract manufactured by M/s
Seraph Pharmaceuticals Plot # 210, Industrial Triangle Kahuta Road Islamabad.

29. | Name, address of Applicant / Marketing| M/s CCL Pharmaceuticals (Pvt) Ltd. #2dustrial Estate
AuthorizationHolder Kot Lakhpat Lahore.

M/s Seraph Pharmaceuticals Plot # 210, Industrial Trig
Kahuta Road Islamabad.

Name, address of Manufacturing site.

3 Manufacturer
5 Importer

X Is involved in none of the above (contract giver)
(Contract manufacturing agreement between both firn
provided)

Status of the applicant

GMP status of the firm CCL Pharmaceuticals: GMP inspection report condu
on 2004-2018 & 2404-2018, concludingsatisfactory
level of GMP compliance.
Seraph Pharmaceuticals: GMP certificate issued of

basis of inspection conducted on 11/07/2019.

Firm (M/s Seraph Pharmaceuticals) has submitted co
Issuance of DL letter dated 106-2017 specifying Dry
Vial Cephalosporin section.

8 New Drug Product (NDP)
X Generic Drug Product (GDP)

3 Domestic sale
5 Export sale

Evidence of approval of manufacturing
facility

Status of application

Intended use of pharmaceutical product
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X Domestic and Export sales

Dy. No. and date of submission

Dy No. 32078 dated 022-2020

Details of fee submitted

Rs.50,000/Dated 1811-2020

The proposed proprietary name / brand
name

SNARE Injection 1g IM

Strength / concentration of drug A€tive
Pharmaceutical ingredient (API) per uni

Each vial contains:

Ceftriaxone (as sodium)é

Pharmaceutical form of applied drug

Sterilized white to off white crystalline dry powd
contained in a glass vial with sterilized rubber stoppé
aluminiumflip seal on it.

Pharmacotherapeutic Group of (API)

Cephalosporin antibiotic

Reference to Finished product USP specs
specifications

Proposed Pack size As per SRO
Proposed unit price As per SRO

The status in reference regulatory
authorities

Ceftriaxone 1g powder for solution for injection (MHH
Approved)

For generic drugs (mm®o status)

Droncef injection 1g by Seraph Pharmaceuticals

Name and address of APl manufacturer

Sinopharm Weigida Pharmaceutical Co. Ltd. First Med
zone, Economic & technological development zo
Datong Shanxi China.

Module-1l (Quality Overall Summary)

Firm has submitted QOS as per WHO QBIS template|
Firm has summarized information related to nomencla
structure, general properties, solubilitiggysical form
manufacturers, description of manufacturing process
controls, impurities, specifications, analytical proced
and its validation, batch analysis and justification
specification, reference standard, container closure sy
and stabity studies of drug substance and drug produg

Module-lll Drug Substance:

Firm has submitted detailed data for drug substance
related to nomenclature, structure, general prope
solubilities, physical form, manufacturers, descriptior
manufacturing process and controls, impurit
specifications, analytical procedures and its validal
batch analysis and justification of specification, referg
standard, container closure system and stability studi
drug substance.

Stability Studies of Drug Substance
(Conditions & duration of Stability studie]

Firm has submitted stability study data of 3 batches of
substance at both accelerated as well as real

conditions. The accelerated stability data is conducts
40°C £ 2°C /75% + 5% RH for 6 months. The real tir
stability data is conducted at 30°C + 2°C/ 65 £ 5% RH
48 months.

Module-1ll Drug Product:

Firm has submitted data of drug product including
description, composition, pharmaceutical developn
manufacture, manufacturing process and process cd
process validation protocols, control of excipients, col
of drug product, specifications, analytical procedd
validation of analytical procedures, batch analy
justification of specificatios, reference standard
materials, container closure system and stability.

Pharmaceutical Equivalence 3

Comparative Dissolution Profile

Firm has submitted results of pharmaceutical equival
for all the quality tests for their product against
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innovator i.e. Rocephin Injection 1g. The results of al
tests of both products falls within the specifications an(
comparable. The firm has also performed compatil
studies of the product with recommended diluent
Lignocaine injection. Firmhas performed comparati
analysis with innovator product after reconstitution as
The reconstitution studies also demonstrate compa
results with the innovator product.

of product

Analytical method validation/verificatio

Firm has submittedeport of validation of analytics
method for the drug product.

Firm has submitted report of verification studies
analytical method for the drug substance.

STABILITY STUDY DATA

Manufacturer of API

Sinopharm Weigida Pharmaceutical Co. Ltd. Rilsdical zone, Economic ¢
technological development zone, Datong Shanxi China.

API Lot No.

Q011812004

Description of Pack
(Container closure system)

Vials containing powder for reconstitution, packed in unit carton

Stability Storage Condition

Realtime : 30C + ZC / 65% + 5%RH
Accelerated: 4@ + ZC / 75% + 5%RH

Time Period Real time: 6 months

Accelerated: 6 months
Frequency Accelerated: 0, 1, 2, 3, 6 (Months)

Real Time: 0, 3, 6 (Months)
Batch No. 001 002 003
Batch Size 8389 vials 8389vials 8389 vials
Manufacturing Date 01-2019 01-2019 02-2019
Date of Initiation 12-02-2019 14-02-2019 10-03-2019

No. of Batches

03

DOCUMENTS / DATA TO BE PROVIDED ALONG WITH STABILITY STUDY DATA

1. Reference of

firm (if any)

previous
applications withstability study data of th

approval

Firm has referred to following product specific inspec

reports

9 Dexpro (Dexlansoprazole) 30 and 60mg Capsule.
was conducted on 1092018 and the product w
approved in 285meeting of Registration Board.

1 Neovel 800mg Tablet. Its PSI was conducted 01124
2018 and the product was approved in 288th meeti
Registration Board.

1 Serbica 20mg Capsule. Its PSI was conducted a2
2018 and the product was approved in'28teting ol
Registration Board.

Firm has further submitted that their product Neogen

Injection was approved in 293meeting of Registratio

Board. That product was applied by AGP and con

manufactured by Seraph and was submitted on For

(CTD) along with complete data.

Approval of API/ DML/GMP certificate o
APl manufacturer issued by concert
regulatory authority of country of origin.

Copy of GMP certificate (No. SX20180229) issued
CFDA China is submitted by the firm. The certificate
valid till 05-06-2023

Documents for the procurement of API'w
approval from DRAP (in case of import),

Firm has submitted copy of invoice specifying impor
100Kg ceftriaxone sodium dated-0&-2019. The invoic
is signed by AD (I&E) DRAP Islamabad office.
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4, Data ofstability batches will be support| Firm has submitted complete record of testing of all
by attested respective documents |batches along with chromatograms, raw data sheets,
chromatograms, Raw data sheets, C|and summargata sheets.
summary data sheets etc.

5. |Compliance Record of HPLC softwgFirm has submitted that since the stability study of
21CFR & audit trail reports on prodyproduct was initiated 2 years ago, at that time our H
testing (Schimadzu) was not 21 CFR compliddawever now wg¢

have 21 CFR compliant (Perkin Elmer) HPLC system.
undertake that in future we will use 21 CFR compl
HPLC system for stability testing.

6. |Record of Digital data logger f(Firm has submitted record of digital data logger
temperature and humidity monitoring |temperature and humidity monitoring of real time
stability chambers (real time an(accelerated stability chambers.
accelerated)

Evaluation by PEC:

Firm has submitted that their product ceftriaxone injection 250mg registered for both IM and |
administration, but at the time of granting permission for contract manufacturing from CCL to Phg
DRAP only allowed Snare Injection 250mg (IM) and did not allow the registration of Snare Injection
(IV). The firm has now applied ceftriaxone injection 250mg (IV) for contract manufacturing from S
Pharmaceuticals Islamabad.
Registration Board after thorough deliberation in its'28ieting, decided to allow contract manufactu
from M/s Seraph Pharmaceuticdfot # 210, Industrial Triangle Kahuta Road Islamabad for follo
sections:
9 Dry vial injectable (Cephalosporin)
1 Dry Suspension (Cephalosporin)
1 Capsule (Cephalosporin)

Shortcomings communicated
Provide details regarding number allready
registered products of M/s CCL Pharmaceuti
on contract manufacturing basis along with tq
number of approved sections.

Response by the firm
Firm has submitted that currently they ha
registration of 20 products on contrg
manufacturing. Other than these 20afroducts
firm has requested for cancellation of 17 ot
products that are also registered in the name of
CCL Pharmaceuticals on contract manufactu
basis. Firm has currently 6 active sections.
The firm has submitted that their sourdeA®| is
Sinopharm Weigida Pharmaceutical Co. Ltd. F
Medical zone, Economic & technologic
development zone, Datong Shanxi China.

Specify the source of drug substance, si
Sinoptarm Weigida Pharmaceutical Co. Ltd
mentioned in module 1, module 2 and modul
(drug substance part), while saakh Pharm:
mentioned in the stability study data of dr
product submitted in section 3.2.P.8.3.

Submit documents for the procurement of A
with approval from DRAP.

Firm has submitted copy of invoice specifyi
import of 100Kg ceftriaxone sodium dated-0&-
2019. The invoice is signed by AD (I&E) DRA
Islamabad office.

Submit data of record of data logger 1
temperature and humidity monitoring of stabil
chambers (real time and accelerated).

Firm has submitted oerd of digital data logger fo
temperature and humidity monitoring of real tif
and accelerated stability chambers.

Submit batch manufacturing record of the th
stability batches for which stability study data |
been submitted.

Firm has submittedtopy of batch manufacturin
record of three batches for which stability study @
is submitted.

Decision: Registration Board decided to approve registration of SNARE Injection 1g IM by M/s CC
Pharmaceuticals (Pvt) Ltd. 62Industrial Estate, Kot Lakhpat Lahore, contract manufactured by M/s
Seraph Pharmaceuticals Plot # 210, Industrial Triangle Kahuta Road Islamabad.

30. | Name, address of Applicant / Marketing

Authorization Holder

M/s CCL Pharmaceuticals (Pvt) Ltd. 62dustrial Estate
Kot Lakhpat Lahore.

M/s Seraph Pharmaceuticals Plot # 210, Industrial Trig

Name, address of Manufacturing site.
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Kahuta Road Islamabad.

Status of the applicant 5 Manufacturer

5 Importer

X Is involved in none of the above (contract giver)
(Contractmanufacturing agreement between both firm
provided)

GMP status of the firm CCL Pharmaceuticals: GMP inspection report condu
on 2004-2018 & 2404-2018, concluding satisfacto
level of GMP compliance.

Seraph Pharmaceuticals: GMP certificate issued of
basis of inspection conducted on 11/07/2019.

Evidence of approval of manufacturing | Firm (M/s Seraph Pharmaceuticals) has submitted co

facility Issuance of DML letter dated 135-2017 specifying
Capsule Cephalosporin section.
Status of application 5 New Drug Product (NDP)

X Generic Drug Product (GDP)

Intended use of pharmaceutical product 5 Domestic sale
5 Export sale
X Domestic and Export sales

Dy. No. and date of submission Dy No. 1782 dated 181-2021
Details of fee submitted Rs.50,000/Dated 2912-2020
The proposed proprietary name / brand| CEFOD 200mg Capsule
name

Strength / concentration of drug of Activ Each capsuleontains:
Pharmaceutical ingredient (APl) perunijCe f i xi me (as trihydrate)

Pharmaceutical form of applied drug | White to offwhite powder filled in red/red hard gela
capsule shells.

Pharmacotherapeutic Group of (APIl) | Cephalosporin antibiotic

Reference to Finished product JP specs

specifications

Proposed Pack size As per SRO

Proposed unit price As per SRO

The status in reference regulatory Cefixima Normon 200 Mg Hard Capsules EFG (Sj
authorities Approved)

For generic drug@me-too status) Secure 200mg capsule of Wilshire

Name and address of APl manufacturef Pharmagen Limited. Kot Nabi Bukshwala, 34 K
Ferozepur Road, Lahore.

Module-1l (Quality Overall Summary) Firm has submitted QOS as per WHO QB3 template,
Firm has summarized information related to nomencla
structure, general properties, solubilities, physical fq
manufacturers, description of manufacturing process
controls, impurities, specifications, analytical proced
and its validation, batch alysis and justification @
specification, reference standard, container closure sy
and stability studies of drug substance and drug prodt

Module-1ll Drug Substance: Firm has submitted detailed data for drug substance
related to nomenclature, structure, general prope
solubilities, physical form, manufacturers, descriptior
manufacturing process and controls, impurit
specifications, analytical procedsreand its validatior|
batch analysis and justification of specification, referg
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standard, container closure system and stability studi
drug substance.

Stability Studies of Drug Substance
(Conditions & duration of Stability studie

Firm hassubmitted stability study data of 3 batches of ¢
substance at both accelerated as well as real

conditions. The accelerated stability data is conducts
40°C £ 2°C / 75% + 5% RH for 6 months. The real t
stability data is conducted at 30°C + 2°65 + 5% RH fol
36 months.

Module-1ll Drug Product:

Firm has submitted data of drug product including
description, composition, pharmaceutical developn
manufacture, manufacturing process and process cd
process validation protocolspntrol of excipients, contr(
of drug product, specifications, analytical procedd
validation of analytical procedures, batch analy
justification of specifications, reference standard
materials, container closure system and stability.

Pharmaeutical

Equivalence
Comparative Dissolution Profile

ar

Firm has submitted results of pharmaceutical equival
for all the quality tests for their product against Ceg
200mg Capsule (Batch No. 135788, Mfg date20719).
Firm has submitted results of CEdt their product againg
Cefim 200mg Capsule (Batch No. 135788, Mfg date
2019). Firm has tested CDP in three dissolution meg
and the results of f2 factor are within the acceptable li

of product

Analytical method validation/verificatio

Firm has submitted report of validation of analyti
method for the drug product.

Firm has submitted report of verification studies
analytical method for the drug substance.

STABILITY STUDY DATA

Manufacturer of API

Pharmagen Limited. Kot NaBiukshwala, 34 Km, Ferozepur Road, Lahorg

API Lot No.

00244/015/2020

Description of Pack
(Container closure system)

Alu-alu blister

Stability Storage Condition

Real time : 30C + ZC / 65% + 5%RH
Accelerated: 4@ + ZC / 75% * 5%RH

Time Period Real time: 6 months

Accelerated: 6 months
Frequency Accelerated: 0, 3, 6 (Months)

Real Time: 0, 3, 6 (Months)
Batch No. TOO1 TOO02 TOO3
Batch Size 1500 capsule 1500 capsule 1500 capsule
Manufacturing Date 02-2020 02-2020 02-2020
Date oflnitiation 20-02-2020 20-02-2020 20-02-2020

No. of Batches

03

DOCUMENTS / DATA TO BE PROVIDED ALONG WITH STABILITY STUDY DATA

Reference of

firm (if any)

previous
applications with stability study data of t

approval

Firm has referred téollowing product specific inspectiq

reports

1 Dexpro (Dexlansoprazole) 30 and 60mg Capsule.
was conducted on 1092018 and the product w
approved in 285meeting of Registration Board.

1 Neovel 800mg Tablet. Its PSI was conducted 01124
2018 and th product was approved in 288th meetin
Registration Board.
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1 Serbica 20mg Capsule. Its PSI| was conducted el02
2018 and the product was approved in'28teting ol
Registration Board.

Firm has further submitted that their product Neogen

Injection was approved in 293meeting of Registratio

Board. That product was applied by AGP and con

manufactured by Seraph and was submitted on For

(CTD) along with complete data.

Approval of API/ DML/GMP certificate g
APl manufacturer issued byoncerne(
regulatory authority of country of origin.

Firm has submitted copy of GMP certificate issueq
Additional Director DRAP, Lahore dated -01-2019. The
GMP certificate was granted based on inspection date
01-20109.

Documents for therocurement of API witl
approval from DRAP (in case of import).

Firm has submitted copy of proforma invoice dateeD@-
2020 specifying purchase of 25Kg Cefixime (compacts

Data of stability batches will be supported
attested  respective  documentslike
chromatograms, Raw data sheets, C
summary data sheets etc.

Firm has submitted complete record of testing of all
batches along with chromatograms, raw data sheets,
and summary data sheets.

Compliance Record of HPLC softwe
21CFR & audittrail reports on produg
testing

Firm has submitted that since the stability study of
product was initiated in January / Feb 2020, at that tim
HPLC (Schimadzu) was not 21 CFR compliant. Howg
now we have 21 CFR compliant (Perkin Elmer) HHR
sydgem. We undertake that in future we will use 21 (
compliant HPLC system for stability testing.

Record of Digital data logger fi
temperature and humidity monitoring
stability chambers (real time a

Firm has submitted record dfigital data logger fg
temperature and humidity monitoring of real time
accelerated stability chambers.

accelerated)

Evaluation by PEC:

Shortcomings communicated

Response by the firm

As per the drug substance specifications of the
substance manufacturee. Pharmagen Limited, th
material complies BP specification and the analyt
method also involves testing as per BP monogr
The drug product manufacturer i.e. Seré
Pharmaceutical has submitted drug substa
specification as per USP and its amiagl method is
also as per USP monograph. Clarification is requ
in this regard how drug product manufacturer can
USP specifications including testing method wh
the drug substance complies BP monograph.

Firm has submitted revised specificatioasnd
analytical procedures of the drug substance as
BP monograph.

The verification studies of the analytical method
drug substance specifies a different colu
specifications as well as mobile phase. Further
procedure for assay specifies cefieimdry
suspension and contains a different method for a
Clarification is required in this regard.

Firm has submitted that verification studies h
been performed according to BP specs and
report is attached which does not contains any (

As pe the analytical method submitted by the fi
i.e. Seraph Pharmaceuticals, the flow rate is adjuy
so that the retention time of cefixime is about
minutes, but as per the verification study report
system suitability testing, the retention time @i
samples was not more than 3.5 minutes. Justify
the verification studies were concluded to

acceptable since the retention time is different fi
that specified in the method as well as U

monograph.

Firm has submitted that cefixime raw materiaky
analysed as per BP monograph and BP def
method was also verified. In BP retention time is
specified for cefixime. However in product analy,
JP method was followed with little deviation in flg
rate so as to manage the samples.
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The accuracy andecovery study in verificatiol
studies of the drug substance is performed
analysing samples having 80%, 100% and 1209
AAO or reference solu
method, the standard solution has a concentratig
0.2mg/ml while as per the earacy and recover
table the amount of drug added is 20mg, 25mg
30mg. Justification / clarification is required how
25 and 30mg is equivalent to 80%, 100% and 17
of AAO

Firm has submitted that verification studies hs
been performed according tBP specs and th
report is attached which does not contains any (

The repeatability studies have been performed u
sample concentration 0.012mg/ml, while neit
standard solution or the sample solution has
concentration. Justification isqeired regarding thi

Firm has submitted that verification studies h
been performed according to BP specs and
report is attached which does not contains arng.(

concentration to perform repeatability a
intermediate precision in verification studies
The COA of drug substance (Batch N Firm has submitted that COA from Pharmag

00244/051/2020) from Pharmagen Limited speci
that the manufacturing date is February 2020 ang
COA has been signed on-02-2020, while as pe
the analytical report of the same batch from Ser
Pharmaceutil, the analysis is performed on-Q8
2020. Justification is required is this regard.

specifying the manufacturing date to be Feb 2
and sign date 102-2020 is that of Batch numbg
00244/051/2020 while the reg from Seraph
pharma is not of the same batch instead is of B
No 00244/015/2020. The same batch is also use
the formulation development and stability studie

The COA of drug substance issued from the ¢
substance manufacturer specifies ttiet material
complies BP specs while the drug prod
manufacturer concludes that the material comg
USP specs. Clarification is required in this regarg

Firm has submitted that the material was teste
per BP specs and complied the specification
defined in BP. Mistakenly the report w
misinterpreted.

Provide justification of the selection of excipien
since the excipients used in the formulation
different from that of the FDA approved innovali

product. Normon. The excipient we selected
approximately same as that of the innovg
product.

Firm has submitted that we have léoted the
innovator product approved by EMA nam
Cefixima 200mg Capsules by M/s Laborator

The average weight of the product mentioneg
pharmaceutical equivahce studies is 335mg whi
the total weight of master formulation available
section 3.2.P.1 is 260mg. Justification is require
this regard.

In master formulation the weight of shell is n
included. Without shell the weight is 260mg ang
shell weé g h't A75mgod i s ad
weight per capsule.

Justify why the pharmaceutical equivalence as
as comparative dissolution profile was stud
against comparator product instead of ug
innovator / reference product.

Due to unavailability otefixime 200mg capsule b
M/s Laboratoies Normon we have perform
equivalence and CDP with comparator prod
Moreover the comparator product is approved
DRAP, so we used that for comparative studies

Provide details including batch numb
manufactiring and expiry date of the compara
product used in product development studies.

Product name: Cefim 200mg capsule
Batch No 135788
Mfg date: 07/2019
Exp date: 07/2021

Justify the dissolution specifications of NLT 80%
90 minutes, since the JRAonograph specifies th
limit only for 100mg potency capsule.

Previously we applied for the registration
cefixime 400mg Capsul
cefixime 400mg capsule is not defined by JP, U
or BP etc. The DRAP granted the registration v
JP specs, in case of cefixime 200mg cap
although not defined by JP, we followed JP s
NLT 80%(Q) in 90 minutes keeping in view the cg
of cefixime 400mg capsule.

The USFDA review of innovator product of cefixin
400mg capsule reveals that theggt@nce criteria fo
dissolution test should be NLT (Q) in 45 minu

using 7.2pH phosphate buffer. Justify the results

The USFDA specification defined are that
cefixime 400mg capsule while for cefixime 200n
the USFDA recommends tablet dosage form not
capsule, so USFDA 400mg limits can only be u
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comparative dissolution profile at 6.8 pH phosph
buffer in which the drug release of both test as
as comparator product wdsss than 70% in 4
minutes.

as reference but not mandatory for 2@Pcapsule
While JP limits are applied because of the p
explained in aforementioned query justification.

Justify how exactly same results are obtaineg
verification studies of drug substance and the (
product.

The results of verification studied druh product
are different from drug substance while compil
dossier we mistakenly misplaced drug subste
verification with drug product. Drug produ
verification studies are now attached.

The formulation development section specifies |
the cdixime capsule uses red/red hard gelatin cap
shells, while the batch analysis in section 3.2.P
specifies that blue/blue hard gelatin capsule shell
used in the product. Clarification is required in t
regard.

There was a typo mistake in thatth analysig
section 3.2.P.5.4, where capsule color blue/blu
mentioned while we use capsule shel with red
color.

As per the analytical report of finished prod
submitted in batch analysis in section 3.2.P.5.4
results of water, dissolutiomd assay of Batch TOO
are 4.12%, 96.23% and 101.12%, while the resul
the same batch mentioned in initial time point
stability studies is 9.06%, 96.69% and 101.0
respectively for the abowmentioned tests
Clarification is required in this regard

There was a typo mistake in the batch anal
report of TOO1. Correct report is attached.

Justify how the HPLC analysis was conducted
cefixime capsule in which retention time is aroy
3.3 minutes, while the JP monograph specifies
the retentio time should be around 10 minutes.

JP method was followed for the analysis of
cefixime capsule, however, to manage the samy
a little deviation in the flow rate was commence
But in routine analysis JP method was followed
without any deviation.

Justify the HPLC analysis using ambient colur
temperature as mentioned on each chromatog
since the JP monograph specifies that the col
should be maintained at a constant temperatur
40°C.

Column temperature was maintained at 40°C bu
column oven s operated manually independent
software so the software does not show
temperature. Now the column oven is replaced
a new oven which is operated with software, so
chromatograms will display the set temperature

Justify the calculation ofesults of assay as we
dissolution using a different formula as specifieg
JP monograph.

Firm has submitted new formula for calculation
assay and dissolution results along with revi
method and raw data sheets.

Submit copy of commercial invoicas evidence o
purchase of drug substance, since proforma inv
dated 0701-2020 is submitted which does n
confirm that the drug substance has been procur|

Firm has submitted copy of invoice (No. 171
dated 2401-2021 specifying cefixime compactg
25 Kg Batch number 00243t1/015/2020.

The stability studies specifies that cefixin
(compacted) having batch number 00244/015/2
was used for product development and stab
studies. As per the COA of that particular batch,
batch was manufactured January 2020 and th
batch was released after testing on0232020.
Justify how the proforma could be generated on
01-2020 even before the analysis and release o
batch.

Proforma invoice is a general agreement (quotat
invoice that is signedbetween two parties (sell
and buyer). It is not for a particular batch. Fo
particular batch commercial invoice is auther
evidence of purchase.

As per the COA provided in section 3.2.5.4.4.
batch number of drug substance used
00244/051/2020while as per stability data the bat
number of drug substance used in stability studié
00244/051/2020. Clarification is required in tk
regard.

The batch 00244/015/2020 was used for stab
studies. A typographic mistake occurred. The C
of the mrticular batch is also provided.

Provide batch manufacturing record (BMR) of th

stability batches.

Firm has submitted copy of BMR of the thr
stability batches
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Provide record of data logger for temperature
humidity monitoring of stability chamiog (real time
and accelerated).

Firm has submitted record of data logger
temperature and humidity monitoring.

Decision: Deferred for following:
9 Scientific justification for having retention time around 3.3 minutes in assay testing while J
monograph specifies that retention time should be 10 minutes.
9 Scientific justification for adaptation of dissolution acceptance criteria NLT 80% in 90 minutes
since JP monograph specifiethis limit only for 100mg potency capsule while USFDA review (¢
innovator product of cefixime 400mg capsule reveals that the acceptance criteria for dissoluti

test should be NLT (Q) in 45 minutes using 7.@H phosphate buffer.

31.

Name, address of Apphnt / Marketing
Authorization Holder

M/s CCL Pharmaceuticals (Pvt) Ltd. #2dustrial Estate
Kot Lakhpat Lahore.

Name, address of Manufacturing site

M/s Next Pharmaceuticals Products (Pvt) Ltd. Plot #
A&B, Sunder Industrial Estate, Raiwind Rolaahore.

Status of the applicant

8 Manufacturer

5 Importer

X Is involved in none of the above (contract giver)
(Contract manufacturing agreement between both firn
provided)

GMP status of the firm

CCL Pharmaceuticals: GMP certificate issudthe basi
of inspection conducted on -82-2019.
Next Pharmaceuticals: GMP certificate issued on the
of inspection conducted on -2%-2019.

Evidence of approval of manufacturin
facility

Firm (M/s Next Pharmaceuticals) has submitted cop
Issuance of DML letter dated 310-2016 specifying Table
(General) section.

Status of application

5 New Drug Product (NDP)
X Generic Drug Product (GDP)

Intended use of pharmaceutical prod

5 Domestic sale
5 Export sale
X Domestic and Export sales

Dy. No. and date of submission

Dy No. 3326 dated 281-2021

Details of fee submitted

Rs.50,000/Dated 2912-2020

The proposed proprietary name / bra
name

Nomit Tablet 10mg

Strength / concentration of drug of
Active Pharmaceutical ingredient (AP
per unit

Each oredispersible tablet contains:
Domperi doneéél0mg

Pharmaceutical form of applied drug

Light green colored round biconvex shaped tablet pack|
Alu-PVC blister with leaflet and unit carton

Pharmacotherapeutic Group of (API)

Anti-dopaminergic

Reference to Finished product I nnovatords specs
specifications
Proposed Pack size 56s, 106s, 146s, 2006s, 2

Proposed unit price

As per innovator

The status in referencegulatory
authorities

DOMPERIDONE ARROW 10 mg orodispersible tak
(ANSM France Approved)

For generic drugs (mm@o status)

Domflash ORO Tablet 10mg of Next Pharmaceuticals

Name and address of APl manufactu

Vasudha Pharma Chem Limited, UHit Plot No. 79,
Jiawaharlal Nehru Pharma city Thanam village Paraw
Mandal, Visakhapatanam Andhra Pradesh India.
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Module-1l (Quality Overall Summary)

Firm has submitted QOS as per WHO QPIS template
Firm hassummarized information related to nomenclat
structure, general properties, solubilities, physical fq
manufacturers, description of manufacturing process
controls, impurities, specifications, analytical proced
and its validation, batch analgsand justification o
specification, reference standard, container closure sy
and stability studies of drug substance and drug produ

Module-1ll Drug Substance:

Firm has submitted detailed data for drug substance
related to nomenclaturestructure, general properti€
solubilities, physical form, manufacturers, descriptior|
manufacturing process and controls, impurit
specifications, analytical procedures and its valida
batch analysis and justification of specification, referg
standard, container closure system and stability studi
drug substance.

studies)

Stability Studies of Drug Substance
(Conditions & duration of Stabilit

Firm has submitted stability study data of 3 batches of
substance at both acceleratedvali as real time condition
The accelerated stability data is conducted at 40°C +
75% + 5% RH for 6 months. The real time stability dat
conducted at 30°C £ 2°C / 65 + 5% RH for 60 months.

Module-lll Drug Product:

justification of specifications, reference standard

Firm has submitted data afrug product including it
description, composition, pharmaceutical developm
manufacture, manufacturing process and process c(
process validation protocols, control of excipients, col
of drug product, specifications, analytical procedy
validation of analytical procedures, batch analy

materials, container closure system and stability.

Pharmaceutical Equivalence 3
Comparative Dissolution Profile

Firm has submitted results of ph@aceutical equivalend
for all the quality tests for their product against Motili
tablet by Aspin Pharma

Analytical

validation/verification of product

method

Firm has submitted report of validation of analytical met
for the drug product.

Firm has submitted report of verification studies
analytical method for the drug substance.

STABILITY STUDY DATA

Manufacturer of API

Vasudha Pharma Chem Limited, Uit Plot No. 79, Jiawaharlal Neh
Pharma city Thanam village Parawadidandal, Visakhapatanam Andh

Pradesh India.

API Lot No.

BDOM/1705124

Description of Pack
(Container closure system

Alu-alu blister

Stability Storage Condition

Real time : 30C + 2C / 65% + 5%RH
Accelerated: 4@ + ZC / 75% *+ 5%RH

Time Period Real time: 6 months

Accelerated: 6 months
Frequency Accelerated: 0, 3, 6 (Months)

Real Time: 0, 3, 6 (Months)
Batch No. BU-0001 BU-0002 BU-0003
Batch Size 500,000 tablet 500,000 tablet 500,000 tablet
Manufacturing Date 02-2018 02-2018 03-2018
Date of Initiation 06-03-2018 07-03-2018 19-03-2018
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No. of Batches

03

DOCUMENTS / DATA TO BE PROVIDED ALONG WITH STABILITY STUDY DATA

1. |Reference of previous approval
applications with stability study data
the firm (if any)

No inspection of Next Pharmaceuticals have been cond
on the basis of stability study data.

2. |Approval of APl/ DML/GMP certificatg
of APl manufacturer issued by concer
regulatory authority of country of origir

Firm has submitted copy of License r&ten certificate (No
1238/AP/DCA/2017) issued by Drugs Conl
Administration Government of Andhra Pradesh, dated
02-2018. The retention certificate specifies that the val
of license has been permitted till-32-2022.

3. |Documents for theorocurement of AP
with approval from DRAP (in case
import).

Firm has submitted copy of commercial invoice dated
07-2017 specifying purchase of 30Kg Domperidone baj

4. |Data of stability batches will be suppor
by attested respective documeriiise
chromatograms, Raw data sheets, C
summary data sheets etc.

Firm has submitted complete record of testing of all
batches along with chromatograms, raw data sheets, C
and summary data sheets.

5. |Compliance Record of HPLC softwg
21CFR & audittrail reports on produg
testing

Firm has performed initial testing using HPLC while tffg
and @' month stability testing using UV method.

6. |Record of Digital data logger f
temperature and humidity monitoring
stability chambers (real time a

accelerated)

Firm has submitted manual record of logger for temper
and humidity monitoring of real time and accelerg
stability chambers.

Evaluation by PEC:

Shortcomings communicated

Response by the firm

Pharmaceuticals.

Justify the submission of application foontract| Since, we are undergoing development / stab
manufacturing of tablet from a contrg studies for many products and the CTD datshpf
manufacturer since the same section i.e. Tg subject product was available with contract acce
(general) section is already available with C| as the product is already registered for Next phg

with brand name ADomf
084816. We hereby soalicit that our concern
option may please be considered and registratig
drug may please be approved.

The contract manufacturing policy published v
SRO 152(1)/2014 dated™March 2014 does na
allow contract manufacturing in such case.

Provide details regarding number of

number of approved sections.

registered products of M/s CCL Pharmaceal8 | registration of 20 products on contrg
on contract manufacturing basis along with t¢ manufacturing. Other than these 20 active prodt

alreg Firm has submitted that currently they hé

firm has requested for cancellatiorf &7 other
products that are also registered in the name of
CCL Pharmaceuticals on contract manufactu
basis. Firm has currently 6 active sections.

verification studies.

Submit data in section 3.2.S.4.3 as per the guid{ Firm has submitted that domflasho tablet is
document approved by Registration Board wh marketed since 2018 having registration num
speci f i eAnalyticah MethodfiVerificatior] 084816. Firm has now submitted protocols for
studies including specificity, accuracy aj verification studies of the drug substance dated
repeatability (method precision) performed by | 04-2021.

Drug Product manufacturer for both compend Firm has not yet performed verification studies of
as well as nortompendial drug substance(s) sh| analytical procedure of drug substance. Furthe
be s ub Rurthetsgedifp how the testing ¢ the analysis of drug substance was carried
drug substance was carried out without perforn| without verification of the analytical method.

Justfy how the stability studies of drug substary Firm has again submitted stability study datal
submitted in section 3.2.S.7.3 shows differ] which the results anitial time point is same for rea

time and accelerated stability data.
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results for same batch at initial time point
accelerated and real time stability studies.

Justify why the formulation submitted in sectif
3.2.P.1 has different qualitative composition
compared to the innovator / reference product.

Firm has submitted that Domflasbro tablet is an
established formulation which is being marke
since 2018having registration number 084816. Tt
is no critical and significant sigeffect observed til
date. COAs of three ongoing commercial batche
attached.

Firm has not submitted grustification of having g
different master formulation as compared to
innovator / reference product.

Provide detailed method along with analyti
details how the drugxcipient compatibility
studies were performed.

Firm has submitted that Domflasbro tablet is ar
established formulation which is being marke
since 2018having registration number 084816. Tl
is no critical and significant sigeffect observed til
date. COAs of three ongoing commercial batche
attached.
Firm has different masr formulation as compareg
to the innovator / reference product and the firm
also not performed any compatibility studies.

Specify details including batch number a
manufacturing date of the reference / compar
product against which pharmaceutieguivalence
is performed.

Test product:

Batch No. BU0014

Mfg date: 092018

Innovator product

Name: Motilium manufactured by Janssen Ci
Italy

Batch No. 18JQ230

Mfg date: 162018

Pharmaceutical equivalence has been performe
batch manufactured d@8-2018 while stability study
was initiated on batches manufactured earlier on
2018

Justify the results of disintegration time abovs
minute since USFDA Guidance for Industry
Orally Disintegr at Based
on the original prodat rationale and Agenc)
experience, we recommend that, in addition to
original definition, ODTs be considered solid of
preparations that disintegrate rapidly in the or
cavity, with an invitro disintegration time o
approximately 30 seconds or lesghen based ol
the United States Pharmacopeia (US
disintegration test method or alternatived

Firm has submitted that based on WHO guidelir
Revision of monograph on tablets for additiona
international pharmacopoeia dated March 2
mentions disitegration time within 3 minutes. A
our product is non pharmacopoeial so we are u
this WHO guidelines.

The quoted reference by the firm is for dispers
tablet while the applied formulation is oral
disintegrating / oralispersible tablet.

Justify why dissolution test was not perform|
during pharmaceutical equivalence study.

Firm has submitted that dissolution test is
applicable for oradispersible tablets

AUSP gener al chapter
forms-di ssol uti on t eissolutian
testing.

Justify why comparative dissolution profile is
performed.

Firm has submitted that dissolution test is
applicable for oradispersible tablets

AUSP gener al chapter
fooms-di ssol uti on t dissolution
testing.

Justify the drug product specifications without |
test of dissolution, since dissolution test
recommended for ordispersible tablets in US
general chapter <1711> oral solid dosage forr
dissolution testing.

Firm has submit@that USP general chapter <171
oral solid dosage formisdissolution testing does n
include dissolution test.

However the said general chapter recomme
dissolution testing for oro dispersible tablet.
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The analytical procedures of drug producti{sm

3.2.P.5.2) specifies both UV as well as HP
method for identification as well as assay testini
the drug product. Clarification is requirg
regarding which method will be used for testing
the product for batch release and stability studi

Donflash 10mg tablet orodispersible tablet w
developed in house for testing on UV and HPLC.
batch release and stability studies both methods
validated.

The stability batches were manufactured

February / Mach 2018 while the analytical meth
for drug product was validated on-2019 and 12
2019. Justify how the testing of these batches
carried out without validating the analytig
method.

The product has been developed and mark
earlier as per previous practice. Now we h
performed valilation studies as per requirement &
the results obtained from nealidated method wer
found same as that of validated method with
deviations.

Justify why disintegration test was not perform
during stability studies.

Initially disintegration testvas not performed, by
now as per updated requirements disintegration
is incorporated in the testing and implemented of
batches till date.

The initial stability study testing was perform
using HPLC method while the“3and @' month
stability testing was performed using UV methc
Justify why the analytical method was chan
during the stability studies.

Domflash 10mg tablet orodispersible tablet v
developed in house for testing on UV and HPLC.
batch release and stability studies bottthnds are
validated.

The submitted record of data logger of stabi
chambers show only 2 temperature and humi
record readings per day (i.e. 0%:00.00 and
15:0017:00). Justify how only two readings p
day can demonstrate the temperaturerandidity
control throughout the day.

The submitted record of datagger of stability
chambers show record of working days only, wi
there is no record available for weekends |
Saturday and Sunday) and other public holid
(i.e. Eid holidays). Justify why there was

mechanism for recording temperature &
humidity readings during the off days and hq
stability studies can be concluded without hav
the capacity to identify any deviation

temperature and humidity in the stability chamb

Initially manual monitoring of temperature a
humidity was done. Due to manual monitoril
recording the temperature and humidity was tq
twice a day.

Our system is now upgraded and we h
successfully installed dital data logger. With dat
logger monitoring of temperature and humidity W
taken after every 5 minutes.

The submitted record of data logger is of year 2
while the stability batches were kept in chambe
March 2018.

Decision: Registration Board after thorough deliberation and keepingn view the review of innovator
product, guidelines of USFDA for orally disintegrating tablets and the recommendations of US
general chapter <1711> oral solid dosage formsdissolution testing decided that since the contra
manufacturer i.e. M/s Next Pharmaceuticals is also manufacturing the same product for its own u
therefore the technical queries and onservations on the contract manufactured product shall also ap
on the self manufactured product of the firm. Based on the discussion, Board decitlas under:

9 Submission of product development and stability study data of the recently manufacturg
batches by M/s Next Pharmaceuticals Products (Pvt) Ltd since their formulation
qualititaively different from that of the innovator product and the firm h as not performed
drug-excipient compatability studies,the acceptance criteria of disintegration test is is mor
than 1 minute while for oro-dispersible tablets USFDA recommends disintegration time of le
than 30 seconds and the finished product specifitans or product development studies doe
not include dissolution test which is recommended in USP general chapter <1711>.

9 Scientific justification of having a master formulation which is qualitatively different from that
of innovator product without performance of drug-excipient compatibility studies

9 Scientific rational for the adaptation of acceptance criteria of disintegration test i.e. more tha
1 minute while for oro-dispersible tablets USFDA recommends disintegration time of less th
30 seconds.

1 Scientific rational for not performing dissolution test during product development studies
batch release as well as during stability studieshile the USP general chapter <1711> oral sol
dosage forms dissolution testing recommends dissolution testing fasrodispersibe tablets.
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f. Routine cases of local manufacturin

32.

Name, address of Applicant /
Marketing Authorization Holder

M/s The Searle Company Ltd-F19, S.I.T.E., Karachi.

Name, address of Manufacturing sit

M/s The Searle Company Ltd-3.9,S.I.T.E., Karachi.

Status of the applicant

X Manufacturer
5 Importer
5 Is involved in none of the above (contract giver)

GMP status of the firm

Last inspection report dated-82-2019 confirms that firm i
operating at a Good level of GMiI@mpliance.

The firm has submitted copy of GMP certificate issued of
basis of inspection dated-02-2021.

Evidence of approval of
manufacturing facility

The firm has submitted letter of renewal of DML dateeD#11
2016 specifying Tablet (General) $ea.

The firm has submitted copy of GMP certificate issued of
basis of inspection dated -02-2021. The GMP certificat
specifies Tablet (General) Section.

Status of application

X New Drug Product (NDP)
8 Generic Drug Product (GDP)

Intended use of

product

pharmaceutic

x Domestic sale
5 Export sale
5 Domestic and Export sales

Dy. No. and date of submission

Dy. No. 31830: 3a.1-2020

Details of fee submitted

PKR 50,000/ 24-09-2020

The proposed proprietary name /
brand name

VOCINTI 10mg Tablet

Strength / concentration of drug of
Active Pharmaceutical ingredient
(API) per unit

Each film coated tablet contains:

Vonoprazan fumarate eq to

Pharmaceutical form of applied drug

Yellow colored biconvex ovakhaped film coated table
engraved SEARLE on one side and break line on other g

Pharmacotherapeutic Group of (API

Proton Pump Inhibitors

Reference to Finished product
specifications

In house specs

Proposed Pack size

As per DPC

Proposed uniprice

As per DPC

The status in reference regulatory
authorities

Takecab Tablet (PMDA Japan Approved)

For generic drugs (m®o status)

NA

Name and address of A

manufacturer.

Jiangxi Synergy Pharmaceutical Co. Ltd Jiangxi Fen
Industrial Park, Fengxin, Jiangxi Province P.R. China.

Module-ll (Quality Overall Summary

Firm has submitted QOS as per WHO QP template
Firm has summarized information related nomenclature
structure, general properties, solubilities, physical fq
manufacturers, description of manufacturing process
controls, impurities, specifications, analytical procedures
its validation, batch analysis and justification of specifargt
reference standard, container closure system and stq
studies of drug substance and drug product.

Module-lll Drug Substance:

Firm has submitted detailed data for drug substance
related to nomenclature, structure, general prope
solubilities, physical form, manufacturers, description
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manufacturing  process and  controls,  impurit
specifications, analytical procedsrand its validation, batd
analysis and justification of specification, reference stan
container closure system and stability studies of
substance.

Stability Studies of Drug Substance | Firm hassubmitted stability study data of 3 batches of ¢
(Conditions & duration of Stabilit] substance at both accelerated as well as real time cond
studies) The accelerated stability data is conducted at 40°C + !
75% + 5% RH for 6 months. The real time stability dat
conducted at 30°C * 2°L75 = 5% RH for 9 months.

Module-1ll Drug Product: Firm has submitted data of drug product including
description, composition, pharmaceutical developm
manufacture, manufacturing process and process cq
process validation protocols, contafl excipients, control g
drug product, specifications, analytical procedures, validi
of analytical procedures, batch analysis, justification
specifications, reference standard or materials, cont
closure system and stability.

Pharmaceutical Equivalence an(Firm has submitted results of pharmaceutical equivalend
Comparative Dissolution Profile all the quality tests for their product against Takecab Tah
Firm has submitted results of CDP for their product ag
Takecab Tablets. Theesults of f2 factor in all dissolutid
medium were within acceptable limit.

Analytical method Firm has submitted verification studies of the drug subst
validation/verification of product and the drug product.

STABILITY STUDY DATA

Manufacturer of API Jiangxi Synergy Pharmaceutical Co. Ltd Jiangxi Fengxin Industrial
Fengxin, Jiangxi Province P.R. China.
API Lot No. 20190802BD

Description of Pack

(Container closure system Alu-alu blister

Stability Storage Condition| Realtime : 30C + 2C / 65% + 5%RH
Accelerated: 4@ + ZC / 75% * 5%RH

Time Period Real time: 6 months

Accelerated: 6 months
Frequency Accelerated: 0, 3, 6 (Months)

Real Time: 0, 3, 6 (Months)
Batch No. 19PD244 19PD245 19PD246
Batch Size 2500 Tablet 2500 Tablet 2500 Tablet
Manufacturing Date 11-2019 11-2019 11-2019
Date of Initiation 12-2019 12-2019 12-2019
No. of Batches 03

DOCUMENTS / DATA TO BE PROVIDED ALONG WITH STABILITY STUDY DATA

1. |Reference of previous approval |Firm has referred to onsite inspection reports of their prg
applications with stability study dataji Tapendol tablets (Tapenth

the firm (if any) meeting of Registration Board held on-14 May, 2019
Observations: Reel has observed that firm has improvec
follows:

[0 The HPLC software is 21CFR compliant as per re
available with the firm.

O Audit trail on the testing reports is available.

[0 Firm has software for monitoring of stability chambers.
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Approval of APl/ DML/GMP
certificate of APl manufacturer issu
by concerned regulatory authority
country of origin.

Firm has submitted copy of GMP certificate (No. 2017(
issued by Jiangxi CCD and the certificate is valid tiH(3
2022. The drug manufacturitigense of the firm is verifie
from SFDA official website. The SFDA official webs
specifies Jiangxi Tonghe Pharmaceutical Co., Ltd. Ag
name of Pharmaceutical manufacturing company (Nu
Gan20160125) having the same address as that of J

Syneagy

Documents for the procurement of A
with approval from DRAP (in case
import).

Firm has submitted copy of commercial invoice dated D4
2019 specifying purchase of 0.7Kg Vonoprazan fumarate
invoice is signed by AD (I&E) DRAP Karachi.

Data of stability batches will K

Firm has submitted complete record of testing of all batct

supported by attested respeci
documents like chromatograms, R
data sheets, COA, summary data sh
etc.

along with raw data sheets, COA and summary detats.

5. |Compliance Record of HPLC softwg The firm submitted that their HPLC system is not 21 (
21CFR & audit trail reports on prody compliant therefore the audit trail reports are not applical
testing

6. |Record of Digital data logger fiFirm has submitted record of digital data logger

temperature and humidity monitori
of stability chambers (real time a
accelerated)

temperature and humidity monitoring of real time
accelerated stability chambers.

Evaluation by PEE

Shortcomings communicated

Response by the firm

Quality overall summary (QoS) should be submit
by filing the WHO template or the templa
approved by Registration Board in its #9@eeting
instead of referring to module 3.

Firm has submitted quality verall summary
(QOS) as per the template approved
Registration Board in 298meeting.

Specify the name and complete address of (
substance manufacturer since different names
mentioned in module 1, module 2 and module ?
Form 5F (CTD).

Jiangxi Synergy Pharmaceutical Co. Ltd Jian
Fengxin Industrial Park, Fengxin, Jiangxi Provir|
P.R. China.

Submit data in section 3.2.S.4.1 as per the guid;
document approved by Registration Board wh
speci f i Eapies toh the Drudg substant
specifiations and analytical procedures used |
routine testing of the Drug substance /Act
Pharmaceutical Ingredient by both Drug substal
& Drug Product manufacturer is requiredo

Firm has submitted copy of specifications as
as analytical method of dgusubstance from th
drug product manufacturer as well.

Submit data of verification of analytical procedure
drug substance in section 3.2.5.4.3 as per
guidance document approved by Registration B
which specifiesthai An al y t i &exilicatibhe
studies including specificity, accuracy a|
repeatability (method precision) performed by |
Drug Product manufacturer for both compendial
well as norcompendial drug substance(s) shall
submittedo.

Firm has submitted verification repoudf the
analytical method of drug substance.

Justify how the testing of drug substance was cal
out without performing verification studies.

Firm has submitted that they did not cond
complete verification of already validated methc
provided by tle raw material manufacturer becay
as per SP chapter <1226> Users of comper
analytical procedures are not required to valic
these procedures when first used in th
laboratories, but documented evidence

suitability should be established undectual
conditions of use.
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However after DRAP naotification we revised @
policy and now we are carrying out verificati
studies of validated methods.

The certificate of analysis of drug substance spec
a retest period of 2 years, while the lotegrm
stability data of only 9 months is submitte
Clarification is required how rest period of 2 year
can be claimed on the basis of leiegm stability
study data of 9 months.

Firm has submitted that the stability study ¢
which was submitted at the timef dossier
submission was for 9 months only and 12 mor
stability study data is now completed and availa

Justify the development of tablets having break
on one side. Kindly justify along with scientif
rationale of using break line supporteilh relevant
supporting scientific data.

Firm has submitted that the break line is n
functional and does not facilitate the purpose
fractioning of dose.

Justify the process of formulation developmi
without performing pharmaceutical equivalence i
comparative dissolution profile before initiating t
stability studies.

Firm has submitted that we have restructured
product development procedure & includ
pharmaceutical equivalence and CDP as pal
formulation development.

Submit data of pharateutical equivalence ar
comparative dissolution profile in section 3.2.P.2,
of module 3 as per the guidance document apprt
by Registration Board.

Firm has submitted results of pharmaceut
equivalence for all the quality tests for th
product gainst Takecab Tablets.

The validation studies of the analytical method
the drug product was performed in July 2020 wl
the stability batches were manufactured
November 2019 and stability studies were initig
in December 2019. Kindly clarify hothe stability
studies were initiated without performing validati
studies of the analytical method.

Firm has submitted that we have performed s
prevalidation studies which includes limitg
parameters (linearity, accuracy and specificity
the timeof method development activity to assy
that the method is capable of its intended purp
however the complete validation will be conduc
later on. In case of vonoprazan tablets, -
validation activity found satisfactory results.

Provide justificabn of specifications in sectio
3.2.P.5.6 of module 3 of Formf(CTD).

Firm has submitted justification of specification

Provide scientific rationale for selection
dissolution parameters including type of appara
rpm, dissolution medium, sampijintime and the
analytical method.

Firm has submitted that we performed d
solubility and comparative dissolution profiling
establish dissolution parameters for th
molecules whose dissolution parameters are
available in FDA dissolution database in any
assessment report. In vonoprazan case
following activity was performed to establig
dissolution parameters:
9 The dissolution profile was found higher th
85% in 15 minutes at pH 1.2, 4.5 and 6.8 bufi
9 Dose solubility ratio was very high thughout
the physiological buffer range i.e. 5.2mg/ml
pH 6.8 buffers, 18.3mg/ml in pH 1.2 bufers g
10.4mg/ml in pH 4.5 buffers.
Therefore, we selected dissolution medium ha
6.8pH as worstase scenario, 50 rpm, 900
volume and 20 minutes samplingme with
apparatud! in guidance of USP chapter <1092>

Provide certificate of analysis of reference standé
working standard used for testing of the produc
section 3.2.P.6 of Form 5F (CTD).

Firm has submitted an internal COA of worki
standardof the same commercial batch of dr
substance (batch No 20190802BD) which
standardized on 181-2019. The batch wa
standardized against 2019112.

Justify the standardization of commercial batch
drug substance (Batch No. 20190802BD) with
performng complete qualification / testing as per |
specifications of drug substance manufactu

Further clarify how the stability testing wi

Firm has submitted that they have tested
commercial lot of drug substance having Batch
20190802BD against manufacturer given |
method. Further he standardization qualificatiof
a commercial lot of drug substance hlasen
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performed before the standardization of the work
standard, since the standardization of work
standard documeis signed on August 2020.

qualified as per standardization SOP on118
2019 not on August 2020.

Submit valid GMP certificate / Drug manufacturil
license of the drug substance manufacturer sinci
submitted GMP certificate is not issued by relev

regulatory authority ofountry of origin.

Firm has submitted copy of GMP certificate (N
2017001) issued by Jiangxi CCD and
certificate is valid till 2307-2022.

The drug manufacturing license of the firm
verified from SFDA official website. The SFD
official website specifies Jiangxi Tongh
Pharmaceutical Co., Ltd. As the name
Pharmaceutical manufacturing company (Num
Gan20160125) having the same address as th
Jiangxi Synergy

DecisionnAppr oved

wi t h

throughout proposed shelf life and

submitted in the registration application.
Manufacturer will perform proce ss validation of first three batches as per the commitmel
submitted in the registration application.

I nnovator os
1 Manufacturer will place first three production batches on long term stability studieg

specificati ong

on accelerated studies for six months as per the commitm

33.

Name, address of Applicant /
Marketing Authorization Holder

M/s The Searle Company Ltd:F19, S.I.T.E., Karachi.

Name, address of Manufacturing sit

M/s The Searle Company Ltd-39, S.I.T.E., Karachi.

Status of the applicant

X Manufacturer
5 Importer
5 Is involved in none of the above (contract giver)

GMP status of the firm

Last inspection repodated 3601-2019 confirms that firm i
operating at a Good level of GMP compliance.

The firm has submitted copy of GMP certificate issued of
basis of inspection dated-02-2021.

Evidence of approval of
manufacturing facility

The firm has submittecttter of renewal of DML dated 104-
2016 specifying Tablet (General) Section.

The firm has submitted copy of GMP certificate issued of
basis of inspection dated -02-2021. The GMP certificat
specifies Tablet (General) Section.

Status of application

X New Drug Product (NDP)
8 Generic Drug Product (GDP)

Intended of

product

use pharmaceuti

X Domestic sale
5 Export sale
5 Domestic and Export sales

Dy. No. and date of submission

Dy. No. 31831: 3a.1-2020

Details of fee submitted

PKR50,000f: 24-09-2020

The proposed proprietary name /
brand name

VOCINTI 20mg Tablet

Strength / concentration of drug of
Active Pharmaceutical ingredient
(API) per unit

Each film coated tablet contains:

Vonoprazan fumarate eq to

Pharmaceutical form of applied drug

Light pink colored biconvex oval shaped film coated tak
engraved SEARLE on one side and break line on other g

Pharmacotherapeutic Group of (API

Proton Pump Inhibitors

Reference to Finished product
specifications

In house specs

Proposed Pack size

As per DPC
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Proposed unit price

As per DPC

The status in reference regulatory
authorities

Takecab Tablet (PMDA Japan Approved)

For generic drugs (mmo status)

NA

Name and address of A

manufacturer.

Jiangxi Synergy Pharmaceutical Co. Ltd Jiangxi Fen
Industrial Park, Fengxin, Jiangxi Province P.R. China.

Module-ll (Quality Overall Summary

Firm has submitted QOS as per WHO QRIS template
Firm hassummarized information related to nomenclat
structure, general properties, solubilities, physical fg
manufacturers, description of manufacturing process
controls, impurities, specifications, analytical procedures
its validation, batch analigsand justification of specificatio
reference standard, container closure system and stq
studies of drug substance and drug product.

Module-ll Drug Substance:

Firm has submitted detailed data for drug substance
related to nomenclaturestructure, general propertig
solubilities, physical form, manufacturers, description
manufacturing  process and  controls, impurit
specifications, analytical procedures and its validation, |
analysis and justification of specification, referestandard
container closure system and stability studies of
substance.

Stability Studies of Drug Substance
(Conditions & duration of Stabilit
studies)

Firm has submitted stability study data of 3 batches of
substance at both acceleratedvadl as real time condition
The accelerated stability data is conducted at 40°C # !
75% + 5% RH for 6 months. The real time stability dat
conducted at 30°C £ 2°C / 75 £ 5% RH for 9 months.

Module-1ll Drug Product:

Firm has submitted data ofirug product including it
description, composition, pharmaceutical developm
manufacture, manufacturing process and process cd
process validation protocols, control of excipients, contr
drug product, specifications, analytical procedurekication
of analytical procedures, batch analysis, justification
specifications, reference standard or materials, cont
closure system and stability.

Pharmaceutical Equivalence 4
Comparative Dissolution Profile

Firm has submitted results pharmaceutical equivalence 1
all the quality tests for their product against Takecab Tab
Firm has submitted results of CDP for their product ag
Takecab Tablets. The results of f2 factor in all dissolu
medium were within acceptable limit.

Analytical method validatior

verification of product

Firm has submitted verification studies of the drug subst
and the drug product.

STABILITY STUDY DATA

Manufacturer of API

Jiangxi Synergy Pharmaceutical Co. Ltd Jiangxi Fengxin Industrial
Fengxin, Jiangxi Province P.R. China.

API Lot No.

20190802BD

Description of Pack
(Container closure system

Alu-alu blister

Stability Storage Condition

Real time : 30C + ZC / 65% + 5%RH
Accelerated: 4@ + ZC / 75% + 5%RH

Time Period Real time: 6 months
Accelerated: 6 months
Frequency Accelerated: 0, 3, 6 (Months)

Real Time: 0, 3, 6 (Months)
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Batch No. 19PD241 19PD242 19PD243
Batch Size 2500 Tablet 2500 Tablet 2500 Tablet
Manufacturing Date 11-2019 11-2019 11-2019
Date of Initiation 12-2019 12-2019 12-2019
No. of Batches 03

DOCUMENTS / DATA TO BE PROVIDED ALONG WITH STABILITY STUDY DATA

Reference of previous approval |Firm has referred to onsitespection reports of their prody
applications with stability study dataji Tapendol tablets (Tapenth
the firm (if any) meeting of Registration Board held on-14 May, 2019
Observations: Panel has observed that firm has improv
follows:
O The HPLC software is 21CFR compitaas per recor
available with the firm.

[J Audit trail on the testing reports is available.

O Firm has software for monitoring of stability chambers.

Approval of API/  DML/GMP
certificate of APl manufacturer issu
by concerned regulatory authority
country of origin.

Firm has submitted copy of GMP certificate (No. 2017(
issued by Jiangxi CCD and the certificate is valid tiHQZ3
2022. The drug manufacturing license of the firm is ver
from SFDA official website. The SFDA official webs
specifies Jiangxi Tonghe Pharmaceutical Co., Ltd. Ag
name of Pharmaceutical manufacturing company (Nu
Gan20160125) having the same address as that of J

Synergy

Documents for the procurement of A
with approval from DRAP (in case
import).

Firm has submitted copy of commercial invoice dated D4
2019 specifying purchase of 0.7Kg Vonoprazan fumarate

Data of stability batches will K
supported by attested respeci

Firm has submitted complete record of testing of all batct
along with raw data sheets, COA and summary data she

documents like chromatograms, R
data sheets, COA, summary dslteets
etc.

5. |Compliance Record of HPLC softwg The firm submitted that their HPL8ystem is not 21 CF
21CFR & audit trail reports on prody compliant therefore the audit trail reports are not applical
testing

6. |Record of Digital data logger fi{Firm has submitted record of digital dafagger for

temperature and humidity monitori
of stability chambers (real time a
accelerated)

temperature and humidity monitoring of real time
accelerated stability chambers.

Evaluation by PEE

Shortcomings communicated

Quality overall summary (QoS) should be submit
by filing the WHO template or theemplate
approved by Registration Board in its #9@eeting
instead of referring to module 3.

Specify the name and complete address rofg (
substance manufacturer since different names
mentioned in module 1, module 2 and module i
Form 5F (CTD).

Submit data in section 3.2451 as per the guidang
document approved by Registration Board wh
speci fi E€apies toh the Drug substang
specifications and analytical procedures used
routine testing of the Drug substance /Act
Pharmaceutical Ingredient by both Drug subysta
& Drug Product manufacturer is requiredo

Response by the firm

Firm has submitted quality overall summé
(QOS) as per the template approved
Registration Board in 298meeting.

Jiangxi Synergy Pharmaceutical Co. Ltd Jian
Fengxin Industrial Park, Fengxin, Jiangxi Provir
P.R. China.

Firm has submitted copy of specifications as
as analytical method of drug substance from
drug product manufacturer as well.
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Submit data of verification of analytical procedure
drug substance in dian 3.2.5.4.3 as per th
guidance document approved by Registration B¢
which specifiesthai Anal yti cal Me
studies including specificity, accuracy a
repeatability (method precision) performed by |
Drug Product manufacturer for bottompendial as
well as norcompendial drug substance(s) shall
submittedo.

Firm has submitted verification report of t
analytical method of drug substance.

Justify how the testing of drug substance was cal
out without performing verification stigs.

Firm has submitted that they did not cond
complete verification of already validated meth
provided by the raw material manufacturer becg
as per SP chapter <1226> Users of comper
analytical procedures are not required to valid
these proedures when first used in thg¢
laboratories, but documented evidence
suitability should be established under act
conditions of use.
However after DRAP notification we revised @
policy and now we are carrying out verificati
studies of validatechethods.

The certificate of analysis of drug substance spec
a retest period of 2 years, while the loteym
stability data of only 9 months is submitte
Clarification is required how rest period of 2 year
can be claimed on the basis of leiegm stability
study data of 9 months.

Firm has submitted that the stability study (
which was submitted at the time of dosg
submission was for 9 months only and 12 mor
stability study data is now completed and availa

Justify the development ¢éblets having break lin
on one side. Kindly justify along with scientif
rationale of using break line supported with reley
supporting scientific data.

Firm has submitted that the break line is n
functional and does not facilitate the purposeg
fractioning of dose.

Justify the process of formulation developm
without performing pharmaceutical equivalence i
comparative dissolution profile before initiating t
stability studies.

Firm has submitted that we have restructured
product developm procedure & include(
pharmaceutical equivalence and CDP as pal
formulation development.

Submit data of pharmaceutical equivalence

comparative dissolution profile in section 3.2.P.2,
of module 3 as per the guidance document appr¢
by Registation Board.

Firm has submitted results of pharmaceut
equivalence for all the quality tests for th
product against Takecab Tablets.

The validation studies of the analytical method
the drug product was performed in July 2020 wl
the stability batches were manufactured
November 2019 and stability studies were initig
in December 2019. Kindly clarify how the stabili
studies were initiated without performing validati
studies of the analytical method.

Firm has submitted that we have penfied some
prevalidation studies which includes limitg
parameters (linearity, accuracy and specificity
the time of method development activity to ass
that the method is capable of its intended purp
however the complete validation will be conthect
later on. In case of vonoprazan tablets,-|
validation activity found satisfactory results.

Provide justification of specifications in secti
3.2.P.5.6 of module 3 of Formf(CTD).

Firm has submitted justification of specification

Provide scientic rationale for selection o
dissolution parameters including type of appara
rpm, dissolution medium, sampling time and |
analytical method.

Firm has submitted that we performed d
solubility and comparative dissolution profiling
establish  dsolution parameters for tho
molecules whose dissolution parameters are
available in FDA dissolution database or in &
assessment report. In vonoprazan case
following activity was performed to establig
dissolution parameters:
9 The dissolutionprofile was found higher thal

85% in 15 minutes at pH 1.2, 4.5 and 6.8 bufi
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9 Dose solubility ratio was very high throughg
the physiological buffer range i.e. 5.2mg/ml
pH 6.8 buffers, 18.3mg/ml in pH 1.2 bufers g
10.4mg/ml in pH 4.5 buffers.

Therefore, we selected dissolution medium hay

6.8pH as worstase scenario, 50 rpm, 900

volume and 20 minutes sampling time w

apparatud! in guidance of USP chapter <1092>

Provide certificate of analysis of reference standa
working standard sed for testing of the product
section 3.2.P.6 of Form 5F (CTD).

Firm has submitted an internal COA of worki
standard of the same commercial batch of ¢
substance (batch No 20190802BD) which
standardized on 181-2019. The batch wa
standardize@dgainst 2019112.

Justify the standardization of commercial batch
drug substance (Batch No. 20190802BD) with
performing complete qualification / testing as per
specifications of drug substance manufactu
Further clarify how the stability tésg was
performed before the standardization of the work

Firm has submitted that they have tested
commercial lot of drug substance having Batch
20190802BD against manufacturer given te
method. Further he standardization qualificatiol
a commercial lot of drug substance has b
qualified as per standardization SOP on118

standard, since the standardization of

standard document is signed on August 2020.

work 2019 not on August 2020.

regulatory authority of country of origin.

Submit valid GMP certificate / Drug manufacturil
license of the drug substance manufacturer since
submitted GMP certificate is not issued by relev

Firm has submitted copy of GMP certificate (N
2017001) issued by Jiangxi CCD and
certificate is valid till23-07-2022.

The drug manufacturing license of the firm
verified from SFDA official website. The SFD
official website specifies Jiangxi Tongt
Pharmaceutical Co., Ltd. As the name
Pharmaceutical manufacturing company (Num
Gan20160125) having tleame address as that
Jiangxi Synergy

DecisionApproved with

l nnovator ds
1 Manufacturer will place first three production batches on long term stability studieg
throughout proposed shelf life and on accelerated studies for six months as per the commitm
submitted in the registration application.

Manufacturer will perform proce ss validation of first three batches as per the commitmerl
submitted in the registration application.

specification

34. | Name, address of Applicant / Marketin

Authorization Holder

M/s Sami Pharmaceuticals (Pvt) Ltd-95, Off Hub Rive
Road, S.I.T.E. Karachi.

Name, address of Manufacturing site.

M/s Sami Pharmaceuticals (Pvt) Ltd9B, Off Hub River
Road, S.I.T.E. Karachi.

Status of the applicant

X Manufacturer
5 Importer
8 Is involved in none of the above (contract giver)

GMP status of the firm

Firm has submitted copy of GMP certificate issued on
08-2020 on the basis of inspection dateed832019.

Evidence of approval of manufacturing
facility

Firm has submitted copy of letter of regularization
existing facility under DML No 000072 of M/ Sam
Pharmaceuticals Karachi dated -@22018 specifying
Tablet General section.

Status of application

X New Drug Product (NDP)
8 Generic Drug Product (GDP)

Intended use of pharmaceutical produ

5 Domestic sale
5 Export sale
Domestic and Export sales
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Dy. No. and date of submission

Dy. No. 34702: 29.2-2020

Details of fee submitted

PKR 50,000/ 09-12-2020

The proposed proprietary name / bran
name

LIGLIP Tablet 5mg

Strength / concentration of drug of
Active Pharmaceutical ingredient (API
per unit

Each film coated tablet contains:
Linagliptinééb5mg

Pharmaceutical form of applied drug

Pink color, round shaped film coated tablets plain on
sides packed in alalu blister

Pharmacotherapeutic Group(&fPl)

Anti-Diabetic

Reference to Finished product
specifications

Innovators specs

Proposed Pack size 106s, 1406s, 200s
Proposed unit price As per SRO
Status in reference regulatory authoritif Tradjenta tablets (USFDA Approved)

For generidrugs (metoo status)

NA

Name and address of APl manufactur

Fuxin Long Rui Pharmaceutical Co Ltd. Fluoride Indus
Park, Fumeng County, Fuxin City, Liaoning Provit
China.

Modulell (Quality Overall Summary)

Firm has submitted QOS as per WHIDSPD template
Firm has summarized information related to nomencla
structure, general properties, solubilities, physical fq
manufacturers, description of manufacturing process
controls, impurities, specifications, analytical proced
and ts validation, batch analysis and justification
specification, reference standard, container closure sy
and stability studies of drug substance and drug prody

Module-lll Drug Substance:

Firm has submitted detailed data for drug substance
related to nomenclature, structure, general prope
solubilities, physical form, manufacturers, descriptior|
manufacturing process and controls, impurit
specifications, analytical procedures and its valida
batch analysis and justification specification, referenc
standard, container closure system and stability studi
drug substance.

Stability Studies of Drug Substance
(Conditions & duration of Stabilit
studies)

Firm has submitted stability study data of 3 batches of
substanceat both accelerated as well as real t
conditions. The accelerated stability data is conductg
40°C £ 2°C | 75% £ 5% RH for 6 months. The real t
stability data is conducted at 30°C + 2°C / 65 + 5% RH
24 months.

Module-1ll Drug Product:

Firm has submitted data of drug product including
description, composition, pharmaceutical developmn
manufacture, manufacturing process and process ca
process validation protocols, control of excipients, cof
of drug product, specifications, dyiical procedureg
validation of analytical procedures, batch analy
justification of specifications, reference standard
materials, container closure system and stability.

Pharmaceutical Equivalence
Comparative Dissolution Profile

a

Firm has shmitted results of pharmaceutical equivale
for all the quality tests for their product against Tradjg
5mg Tablet manufactured by Boehringer Ingelheim.

Firm has submitted results of CDP for their product ag
Tradjenta 5mg Tablet manufactured by eBdnger
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Ingelheim. Firm has performed CDP testing at pH 1.2
and 6.8. Both the reference as well as test product
more than 85% release within 15 minutes. Howeve
firm has still calculated f2 factor which is found with
limit.

of product

Analytical method validation/verificatio

Firm has submitted verification studies of the d
substance and the drug product.

STABILITY STUDY DATA

Manufacturer of API

Fuxin Long Rui Pharmaceutical Co Ltd. Fluoride Industrial Park, Fur
County, Fuxin City, Liaoning Province China.

API Lot No.

L-20170926D02-L09-01

Description of Pack

(Container closure system

Alu-Alu Blister

Stability Storage Condition

Realtime : 30C + ZC / 65% + 5%RH
Accelerated: 4@ + ZC / 75% + 5%RH

Time Period Real time: 6 months

Accelerated: 6 months
Frequency Accelerated: 0, 1, 2, 3, 4, 6 (Months)

Real Time: 0, 3, 6 (Months)
Batch No. Lab-01 Lab-02 Lab-03
Batch Size 2500 tablet 2500 tablet 2500 tablet
Manufacturing Date 07-2019 07-2019 07-2019
Date of Initiation 10-08-2019 10-08-2019 10-08-2019

No. of Batches

03

DOCUMENTS / DATA TO BE PROVIDED ALONG WITH STABILITY STUDY DATA

1. |Reference of

firm (if any)

applications with stability study data of tA T E F OD

previousapproval o] Firm has referred to onsite inspection report of their prg
(Tenofovir Al af en
was presented in 288meeting of Registration Boa
wherein the Boat decided to approve registration of {
product

Date of inspection: 28January, 2019.

According to inspection report, following points w
confirmed.

1 The firm has 21CFR compliant HPLC software.

1 The firm has audit trail reports available.

Approval of API/ DML/GMP certificatg
of APl manufacturer issued by conceri
regulatory authority of country of origin

The firm has submitted copy of Drug Manufactur
License (Lia020150233) of M/s Fuxin Long H
Pharmaceutical Co Ltd. The certificate is valit 2D-12-
2022.

Documents for the procurement of A
with approval from DRAP (in case
import).

Firm has submitted copy
drugs for clinical tria
specifying import of 150g linagliptin frofAuxin Long Ru
Pharmaceutical Co Ltd China dated1X32018.

Firm has submitted copy of commercial invoice cleg
dated 0310-2018 specifying import of 150g linaglipti
The commercial invoice is attested by AD (I&E) DR
field office.

Data ofstability batches will be support
by attested respective documents
chromatograms, Raw data sheets, C

summary data sheets etc.

Firm has submitted complete record of testing of all
batches along with chromatograms, raw data sheets,
and summargata sheets.
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5. |Compliance Record of HPLC softwg
21CFR & audit trail reports on produ
testing

Firm has submitted audit trail record of product testin
HPLC for all test intervals.

6. |Record of Digital data logger f
temperature and humiditgnonitoring of
stability chambers (real time a
accelerated)

Firm has submitted record of digital data logger
temperature and humidity monitoring of real time
accelerated stability chambers.

Evaluation by PEC:

Shortcomings communicated

Responséy the firm

Drug substance specification was developed
signed in June 2020 while the specifications of d
product was signed in July 2019. Justify how d
product specifications were developed one
before the development of drug substa
specfications.

Drug substance specification was actui
developed in Feb 2018 but revised in June 2
due to Updating in standard format. Specificati
of both versions are provided by the firm

Justify the dissolution acceptance criteria NLT (Q
30 minues while more than 85% drug release \
observed in 10minutes for your as well as innov:
product in 0.1N HCI (pH 1.2) during comparati
dissolution profile.

The dissolution specifications is derived from F[
Chemistry review which states the dissalnttime
is NLT (Q) in 30 minutes.

Provide COA of working standard against which
commercial lot of drug substance (Batch Ne.
20170926D02-L09-01) was standardized.

The stability batches were manufactured in July 2
and the stability studies weirgtiated on 1808-2019
while the analytical method validation studies wj
carried out 1608-2019. Justify how the stabilit
studies were initiated without having a validat
method for analysis of drug product.

After method development, pkéalidation stidies
were performed in which% recovery of analyte
100% concentrations was achieved.

However, complete method validation studies
performed on 1882019, before first mont
stability testing and method qualify all paramets

Submit compliance recdof HPLC software 21CFF
& audit trail reports on product testing for ea
analysis performed during the study.

Firm has submitted audit trail record of prod
testing of HPLC for all test intervals.

Submit Batch Manufacturing Record (BMR) of th¢

stablity batches.

Firm has submitted copy of BMR of three stabi
batches.

DecisionnApproved with

submitted in the registration application.

1 Manufacturer will perform proce ss validation of first three batches as per the commitmel

submitted in the registration application.

l nnovator s
1 Manufacturer will place first three production batches on long term stability studieg
throughout proposed shelf life and on accelerated studies for six months as per the commitm

specificati ong

35. | Name, address of Applicant / Marketing

Authorization Holder

M/s Sami Pharmaceuticals (Pvt) Ltd95, Off Hub River
Road, S.I.T.E. Karachi.

Name, address of Manufacturing site.

M/s Sami Pharmaceuticals (Pvt) Ltd9b, Off Hub River
Road, S.I.T.E. Karachi.

Status of the applicant

X Manufacturer
8 Importer

8 Is involved in none of the above (contract giver)

GMP status of the firm

Firm has submitted copy of GMP certificate issued or
08-2020 on the basis of inspection datee038019.

Evidence of approval of manufacturing
facility

Firm has submitted copy of letter of regularization
existing facility under DML No 000072 of M/Sam
Pharmaceuticals Karachi dated-@22018 specifying
Tablet General section.

Status of application

X New Drug Product (NDP)
8 Generic Drug Product (GDP)
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Intended use of pharmaceutical produc

5 Domestic sale
5 Export sale
X Domestic and Export sales

Dy. No. and date of submission

Dy. No. 34701: 2912-2020

Details of fee submitted

PKR 50,000/ 09-12-2020

The proposed proprietary name / brand
name

FACIB Tablet 5mg

Strength / concentration of drug of Acti
Pharmaceutical ingredient (API) per un

Each film coated tablet contains:
Tofacitinib citrate eq

Pharmaceutical form of applied drug

Lemon yellow color, round shaped film coated tab
plain on both sides.

Pharmacotherapeut@&roup of (API)

Anti-Rheumatic

Reference to Finished product
specifications

Innovators specs

Proposed Pack size 106s, 2060s

Proposed unit price As per SRO

Status in reference regulatory authoritig Xeljanz tablets (USFDA Approved)
For generiadrugs (metoo status) NA

Name and address of APl manufacture

Nantong Chanyoo Pharmatec Co. Ltd. No. 2 Tongh
Road, Yangkou Chemical Industrial Park, Rud
Coastal Economic Development zone, Nantong Jial
China.

Module -l (Quality OverallSummary)

Firm has submitted QOS as per WHO QB3 template
Firm has summarized information related
nomenclature, structure, general properties, solubil
physical  form, manufacturers, description
manufacturing process and controls, impurit
specifications, analytical procedures and its valida
batch analysis and justification of specification, refere
standard, container closure system and stability stud
drug substance and drug product.

Module-lll Drug Substance:

Firm hassubmitted detailed data for drug substance
related to nomenclature, structure, general prope
solubilities, physical form, manufacturers, descriptio
manufacturing process and controls, impurit
specifications, analytical procedures and \idgidation,
batch analysis and justification of specification, refere
standard, container closure system and stability stud
drug substance.

Stability Studies of Drug Substance
(Conditions & duration of Stabilit
studies)

Firm has submittedtability study data of 3 batches
drug substance at both accelerated as well as rea
conditions. The accelerated stability data is conduct
40°C + 2°C / 75% £ 5% RH for 6 months. The real t
stability data is conducted at 30°C + 2°C / 65 + BW
for 12 months.

Module-1ll Drug Product:

Firm has submitted data of drug product including
description, composition, pharmaceutical developm
manufacture, manufacturing process and process ca
process validation protocols, controlexfcipients, contro
of drug product, specifications, analytical procedu
validation of analytical procedures, batch analy
justification of specifications, reference standard
materials, container closure system and stability.
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Pharmaceutical

Equivalence
Comparative Dissolution Profile

an

Firm has submitted results of pharmaceutical equival
for all the quality tests for their product against Xelj
5mg Tablet manufactured by Pfizer.

Firm has submitted results of CDP for their proc
aganst Xeljanz 5mg Tablet manufactured by Pfizer. F
has performed CDP testing at pH 1.2, 4.5 and 6.8.

the reference as well as test product show more thar
release within 15 minutes. However the firm has
calculated f2 factor which is found thin limit.

of product

Analytical method validation/verificatio

Firm has submitted verification studies of the d
substance and the drug product.

STABILITY STUDY DATA

Manufacturer of API

Nantong Chanyoo Pharmatec Co. Ltd. No. 2 Tonghai Si Réadgkou
Chemical Industrial Park, Rudong Coastal Economic Development

Nantong Jiangsu

China.

API Lot No.

RD-TFB-201904081

Description of Pack
(Container closure system

Alu-Alu Blister

Stability Storage Condition

Real time ; 30C + ZC / 65% +5%RH
Accelerated: 4 + ZC / 75% + 5%RH

Time Period Real time: 6 months

Accelerated: 6 months
Frequency Accelerated: 0, 1, 2, 3, 4, 6 (Months)

Real Time: 0, 3, 6 (Months)
Batch No. Lab-01 Lab-02 Lab-03
Batch Size 2500 tablet 2500tablet 2500 tablet
Manufacturing Date 11-2019 11-2019 11-2019
Date of Initiation 12-12-2019 12-12-2019 12-12-2019

No. of Batches

03

DOCUMENTS / DATA TO BE PROVIDED ALONG WITH STABILITY STUDY DATA

Reference of

firm (if any)

previous
applicationswith stability study data of th

approval

Firm has referred to onsite inspection report of {
product ATEFOD (Tenofovi
which was presented in 288neeting of Registratio
Board wherein the Board decided to approve teggisn
of this product

Date of inspection: 28January, 2019.

According to inspection report, following points w:
confirmed.

T The firm has 21CFR compliant HPLC software.

1 The firm has audit trail reports available.

Approval of API/ DML/GMPcertificate of
APl manufacturer issued by concert
regulatory authority of country of origin.

Firm has submitted that as per Chinese Govern
website no more GMP certificates are being issued
December 2019.

Firm has submitted copy of Jiangsu Foadd drug
administration written confirmation for active substar
exported to EU.

However, the Drug manufacturing license of the firm
verified online through NMPA china website. The det
of verified DML are as:

Number: Su20160512

Name: Nanchangyowharmaceutical Technology C
Ltd.

Address: No. 2, Tonghai 4th Road, Coastal Econ
Development Zone, Rudong County, Nantong City
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Date of issue: 2052021
Date of expiry: 0212-2025
Issuing authority: Jiangsu Provincial Drug Administrali

3. |Documents forthe procurementof APIWFi rm has submitted copy

approval from DRAP (in case ofimport)jd r ugs f or clinical tria
specifying import of 550g tofacitinib citrate frg
Changzhou phanaceutical factory 518 Laodong E
Road, Changzhou, Jiangsu Province China.
Firm has submitted copy of commercial invoice clei
dated 0608-2019 specifying import of 550g tofacitin
citrate. The commercial invoice is attested by AD (I¢
DRAP field dfice.

4. |Data of stability batches will be suppor|Firm has submitted complete record of testing of all
by attested respective documents |batches along with chromatograms, raw cdu@ets,
chromatograms, Raw data sheets, C|COA and summary data sheets.
summary data sheets etc.

5. |Compliance Record of HPLC softwgFirm has submitted audit trail record of product testin
21CFR & audit trail reports on prodyHPLC for all test intervals.
testing

6. |Record of Digital data logger f(Firm has submitted record of digital data logger
temperature and humidity monitoring |temperature and humidity monitoring of real time
stability chambers (real time a|accelerated stability chambers.
accelerated)

Evaluation by PEC:

Shortcomings communicated

Response of the firm

The COA of drug substance (Batch No. BB-
201904081) manufactured on" &pril 2019 was
tested on % December 2020 by the AF
manufacturer. As per the COA / analytical report
the drug product manufacerrthe drug substance
the same batch, the COA is generated off
November 2020. Clarification is required how 1
COA is generated in November 2020 for a be
which is tested in December 2020 by the d
substance manufacturer.

Firm has submitted thave are attaching update
COA while all working has been done as
attached COA. The COA was revised due to s
missing range of specifications i.e. bulk density
tapped density.

Firm has submitted COA of Tofacitinib fro
Nantong Chanyoo for Batch dN RD-TFB-
201904081 in which the COA was signed on
07-2019.

The COA of working standard of the drug substa
(Batch  WTFB01170501) submitted in sectic
3.2.S.5 specifies that it was valid til"May 20109.
Justify how this reference standard can bedufor
analysis performed in December 2020.

Firm has submitted COA of drug substance ha
same batch number. Firm has submitted that
reference standard COA in DMF was to suffice
requirement of drug substance manufacturer v
to stability.

The COA of working standard submitted in sect
3.2.P.6 specifies that Batch No. RIFFB-201904081,
which is the commercial batch used in 1
manufacturing of trial batches of drug product, v
standardized on August 2019. Justification
required how the ahdardization of the commerci
batch was performed for use as working stan
without complete analysis of the drug substanci
per the COA of drug substance manufactu
Further, the COA of same batch submitted from d
substance manufacturer spegsfithat the testing we
carried out on St December 2020, justify hoy
standardization of the same batch was condu
before the analysis of actual batch as per the CO

Firm has submitted that they have used the C
of drug substance in which the analysés carried
out on 2307-2019.

However firm has not submitted any justificati
of use of commercial batch of API agorking
standard without complete analysis of the d
substance as per the COA of drug substa
manufacturer.

Submit approval of APIDML/GMP certificate of
APl manufacturer issued by concerned regula
authority of country of origin since the submitt

GMP certificate is issued by Nantong Chemical i

Firm has submitted that as per Ching
Government website no more GMP certificates
being issued after December 2019.
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Medical Industry Association which is not tl
concerned regulatory authority.

Firm has submitted copy of Jiangsu Food and (¢
administration written confirmation for actiy
substances exported to EU.

However, the Drugnanufacturing license of th
firm was verified online through NMPA chin
website . The details of verified DML are as:
Number: Su20160512

Name: Nanchangyou Pharmaceutical Technol
Co., Ltd.

Address: No. 2, Tonghai 4th Road, Coas
Economic DevelopmenEZone, Rudong County
Nantong City

Date of issue: 205-2021
Date of expiry: 0212-2025
Issuing authority: Jiangsu
Administration

Provincial Dr

The Form 6 and commercial invoice specify that
material is  manufactured by Changzhou
pharmaceuticalfactory 518 Laodong East Roa
Changzhou, Jiangsu Province Chimehile as per
submitted module 3 and GMP certificate, f
ma n u f a ¢ tNantoregrChanyso Pfarmatec C
Ltd. No. 2 Tonghai Si Road, Yangkou Chem
Industrial Park, Rudong Coastal Econon
Development zone, Nantong Jiangsu Chir,
Clarification is required in this regard.

Firm has submitted a declaration from Nantg
chanyoo Pharmatech Co Ltd that they
Changzhou phar maceut
owned subsidiary. The letter contains nanie
legal representatives of Nantong chanyoo
Changzhou Pharmaceutical factory. The letter
issued on 2D7-2015.

Submit compliance record of HPLC software 21C
& audit trail reports on product testing for ea
analysis performed during the study.

Firm has submitted audit trail record of prod
testing of HPLC for all test intervals.

Submit Batch Manufacturing Record (BMR) of the
stability batches.

Firm has submitted copy of BMR of three stabil
batches.

DecisionAppr oved

submitted in the registration application.

submitted in the registration application.

wi t $peclficatiomsv at or 0 s
1 Manufacturer will place first three production batches on long term stability studieg
throughout proposed shelf life and on accelerated studies for six months as per the commitm

Manufacturer will perform process validation of first three batches as per the commitmer

36. | Name, address of Applicant / Marketi

Authorization Holder

M/s Bio-Labs (Pvt) Ltd. Plot No. 145, Industrial Triang
Kahuta Roadslamabad.

Name, address of Manufacturing site

M/s Bio-Next Pharmaceuticals Plot No. 50, St Nel®
RCCI Industrial Estate Rawat Islamabad.

Status of the applicant

3 Manufacturer
5 Importer

X Is involved in none of the above (contract giver)
Contract manufacturing agreement dated12@020 is
submitted

GMP status of the firm

Firm has been granted new DML by way of formulaf
dated 0611-2019.

Evidence of approval of manufacturin

Firm has submitted copy of Section approval letter date

facility 11-2019 specifying Dry Vial Injection sectig
(Carbapenem).
Status of application 5 New Drug Product (NDP)
X Generic Drug Product (GDP)
Intended use of pharmaceutical prodi{ s Domestic sale
5 Export sale
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X Domestic and Export sales

Dy. No. and date of submission

Dy. No. 33207: 1812-2020

Details of fee submitted

PKR 50,000/ 02-11-2020

The proposed proprietary name / bra
name

BIOPORE 500 mg Injection IV

Strength / concentraticof drug of
Active Pharmaceutical ingredient (AP
per unit

Each vial contains:
Mer openem (as trihydrate
(Blended with sodium carbonate)

Pharmaceutical form of applied drug

Glass vial filled with almost white powder along with 1(
ampoule oMWFI further packed in unit carton.

Pharmacotherapeutic Group of (API) | Carbapenem
Reference to Finished product USP
specifications

Proposed Pack size 16s
Proposed unit price As per SRO

The status in reference regulatory
authorities

MerremInjection (USFDA Approved)

For generic drugs (mm®o status)

Meronem Injection by ICI Pakistan Ltd.

Name and address of APl manufactu

Rajasthan Antibiotics Ltd. Plot No. 619 & 630 RIIC
Industrial Area Bhiwadi District Alwar Rajasthan India.

Modulell (Quality Overall Summary)

Firm has submitted QOS as per WHO QPIS template
Firm has summarized information related to nomencla|
structure, general properties, solubilities, physical fq
manufacturers, description of manufacturing procass
controls, impurities, specifications, analytical proced
and its validation, batch analysis and justification
specification, reference standard, container closure sy
and stability studies of drug substance and drug produ

Module-lll Drug Substance:

Firm has submitted detailed data for both drug subst
data related to nomenclature, structure, general propég
solubilities, physical form, manufacturers, descriptior|
manufacturing  process and controls, impurit
specifications, argtical procedures and its validatig
batch analysis and justification of specification, referg
standard, container closure system and stability studi
drug substance.

Stability Studies of Drug Substance
(Conditions & duration of Stabilit
studies)

Firm has submitted stability study data of 3 batches of
substance at both accelerated as well as real time cond
The accelerated stability data is conducted &c402>C /
75% + 5% RH for 6 months. The real time stability dat
conducted at 36C + 2C / 65% + 5% RH for 36 months.

Module-1ll Drug Product:

Firm has submitted data of drug product including
description, composition, pharmaceutical developm
manufacture, manufacturing process and process cd
processvalidation protocols, control of excipients, cont
of drug product, specifications, analytical procedy
validation of analytical procedures, batch analy
justification of specifications, reference standard
materials, container closure system atability.

Pharmaceutical Equivalence g

Comparative Dissolution Profile

Firm has submitted results of pharmaceutical equival
for all the quality tests for their product against
comparator i.e. Meronem 500mg injection.
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Analytical

validation/verification of product

method

Firm has submitted report of verification of analyti
method for the drug substance and drug product.

STABILITY STUDY DATA

Manufacturer of API

Rajasthan Antibiotics Ltd. Plot No. 619 & 630 RIICO Industrial AB&awadi
T District Alwar Rajasthan India.

API Lot No.

UIMRPS19021

Description of Pack
(Container closure system

Glass vial

Stability Storage Condition

Real time : 30C + ZC / 65% + 5%RH
Accelerated: 4@ + 2C / 75% + 5%RH

Time Period Real time: 6 months

Accelerated: 6 months
Frequency Accelerated: 0, 3, 6 (Months)

Real Time: 0, 3, 6 (Months)
Batch No. MR-001 MR-002 MR-003
Batch Size 350 vials 350 vials 350 vials
Manufacturing Date 01-2020 01-2020 01-2020
Date oflnitiation 07-01-2020 07-01-2020 07-01-2020

No. of Batches

03

DOCUMENTS / DATA TO BE PROVIDED ALONG WITH STABILITY STUDY DATA

Reference of previous approval

applications with stability study data
the firm (if any)

Not applicable.

Approval of API/ DML/GMP certificate
of APl manufacturer issued by concert
regulatory authority of country of origir

Firm has submitted copy of GMP certificate (No. DE
1/WHO-GMP/2020/1961) issued by Drugs con
organization, Governmnet of Rajasthan datedl®2020.
The certificate is valid till 262-2022.

Documents for the procurement of A
with approval from DRAP (in case
import).

fTFirm has submitted copy
drugs for <clinical tria
import of meropenem 3Kg from M/s Rajastt
Antibiotics Ltd. Plot No. 619 & 630 RICO Industri
Area Bhiwadii District Alwar Rajasthan India issued
AD (I&E) DRAP field office. The license was issued
02-01-2020.

Firm has submitted copy of commerdialoice dated 02
01-2020 specifying import of 3Kg meropenem. 1
invoice is signed by AD (I&E) DRAP.

Data of stability batches will be suppor
by attested respective documents
chromatograms, Raw data sheets, C
summary data sheets etc.

Firm has submitted complete record of testing of all
batches along with chromatograms, raw data sheets, C
and summary data sheets.

Compliance Record of HPLC softwg
21CFR & audit trail reports on prody
testing

Firm has submitted audit trail record foduct testing o
HPLC for only single day 607-2020.

Record of Digital data logger f
temperature and humidity monitoring
stability chambers (real time a

accelerated)

Firm has submitted record of digital data logger
temperature anchumidity monitoring of real time ar
accelerated stability chambers.

Evaluation by PEC:

Shortcomings communicated

Response by the firm

Provide details regarding total number of secti|
and number of products already registered
contract manufacturingf M/s Bio-Labs (Pvt) Ltd.

Firm has submitted that they are not manufactu
any product on contract manufacturing.
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Firm has submitted multiple section approval lett
which makes up a total of 12 sections for drugs
human use.

Submit the label clan as per the reference prodt

along with the sodium carbonate.

Firm has submitted revised label claim in wh
sodium carbonate is also mentioned.

Submit valid GMP certificate of the drug substat
manufacturer since the submitted GMP certifig

was vaid till 07-03-2020.

Firm has submitted copy of GMP certificate (N
DC/A-1/WHO-GMP/2020/1961) issued by Drug
control organization Governmnet of Rajasthan da
09-12-2020. The certificate is valid till 262-2022.

Decision: Approved.

1 Manufacturer will place first three production batches on long term stability studieg
throughout proposed shelf life and on accelerated studies for six months as per the commitm
submitted in the registration application.

Manufacturer will perform proce ss

submitted in the registration application.

validation of first three batches as per the commitmel

37.

Name, address of Applicant / Marketi
Authorization Holder

M/s Bio-Labs (Pvt) Ltd. Plot No. 145, Industrial Triang
Kahuta Road Islamabad.

Name, address of Manufacturing site

M/s Bio-Next Pharmaceuticals Plot No. 50, St Nel®
RCCI Industrial Estate Rawat Islamabad.

Status of the applicant

5 Manufacturer
5 Importer
X Is involved in none of the above (contract giver)

Contract manufacturing agreement dated-2DB2020 is
submitted

GMP status of the firm

Firm has been granted new DML by way of formulaf
dated 0611-2019.

Evidence of approval of manufacturin
facility

Firm has submitted copy of Section approval letter date
11-2019 specifying Dry Vial Injection sectid
(Carbapenem).

Status of application

5 New Drug Product (NDP)
X Generic Drug Product (GDP)

Intended use of pharmaceutical prod

5 Domestic sale
5 Export sale
X Domestic and Export sales

Dy. No. and date of submission

Dy. No. 33286: 1512-2020

Details of fee submitted

PKR 50,000/ 02-11-2020

The proposed proprietary name / bra
name

BIOPORE 19 Injection IV

Strength / concentration dfug of
Active Pharmaceutical ingredient (AP
per unit

Each vial contains:
Meropenem (as trihydrate
(Blended with sodium carbonate)

Pharmaceutical form of applied drug

Glass vial filled with almost white powder along with 2(
ampoule of WFFurther packed in unit carton.

Pharmacotherapeutic Group of (API) | Carbapenem
Reference to Finished product USP
specifications

Proposed Pack size 16s
Proposed unit price As per SRO

The status in reference regulatory
authorities

Merreminjection (USFDA Approved)

For generic drugs (m®o status)

Meronem Injection by ICI Pakistan Ltd.
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Name and address of APl manufactu

Rajasthan Antibiotics Ltd. Plot No. 619 & 630 RII(
Industrial Area Bhiwadi District Alwar Rajasthan India.

Module-ll (Quality Overall Summary)

Firm has submitted QOS as per WHO QPIS template
Firm has summarized information related to nomencla
structure, general properties, solubilities, physical fq
manufacturers, description of manufacturing procasd
controls, impurities, specifications, analytical proced
and its validation, batch analysis and justification
specification, reference standard, container closure sy
and stability studies of drug substance and drug produ

Module-1ll Drug Substance:

Firm has submitted detailed data for both drug subst
data related to nomenclature, structure, general prope
solubilities, physical form, manufacturers, descriptior|
manufacturing process and controls, impurit
specifications, argtical procedures and its validatig
batch analysis and justification of specification, referg
standard, container closure system and stability studi
drug substance.

Stability Studies of Drug Substance
(Conditions & duration of Stabilit
studies)

Firm has submitted stability study data of 3 batches of
substance at both accelerated as well as real time cond
The accelerated stability data is conducted & 402°C /
75% + 5% RH for 6 months. The real time stability dat
conducted at 38C + 2C / 65% + 5% RH for 36 months.

Module-lll Drug Product:

Firm has submitted data of drug product including
description, composition, pharmaceutical developm
manufacture, manufacturing process and process cq
processvalidation protocols, control of excipients, cont
of drug product, specifications, analytical procedy
validation of analytical procedures, batch analy
justification of specifications, reference standard
materials, container closure system atability.

Pharmaceutical Equivalence 3
Comparative Dissolution Profile

Firm has submitted results of pharmaceutical equival
for all the quality tests for their product against
comparator i.e. Meronem 1g injection.

Analytical methog

validation/verification of product

Firm has submitted report of verification of analyti
method for the drug substance and drug product.

STABILITY STUDY DATA

Manufacturer of API Rajasthan Antibiotics Ltd. Plot No. 619 & 630 RIICO Industrial Area Bhiv

T District Alwar

Rajasthan India.

API Lot No. UIMRPS19021

Description of Pack

) Glass vial
(Container closure system

Stability Storage Condition| Real time : 30C + ZC / 65% * 5%RH
Accelerated: 4@ + ZC / 75% + 5%RH

Time Period Real time: 6 months
Accelerated: 6 months

Frequency Accelerated: 0, 3, 6 (Months)

Real Time: 0, 3, 6 (Months)
Batch No. MR-004 MR-005 MR-006
Batch Size 350 vials 350 vials 350 vials
Manufacturing Date 01-2020 01-2020 01-2020
Date oflnitiation 07-01-2020 07-01-2020 07-01-2020
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No. of Batches

03

DOCUMENTS / DATA TO BE PROVIDED ALONG WITH STABILITY STUDY DATA

1. |Reference of previous approval |Not applicable.
applications with stability study data
the firm (if any)

2. |Approval of APl/ DML/GMP certificate Firm has submitted copy of GMP certificate (No. D€
of APl manufacturer issued by conceri 1/ WHO-GMP/2020/1961) issued by Drugs con
regulatory authority of country of origiff organization Governmnet of Rajasthan dateel®2020.

The certificate is valid till 2®2-2022.

3. |Documents for the procurement of AT Fi rm has submitted copy
with approval from DRAP (incase | drugs for <c¢clinical tria
import). import of meropenem 3Kg from M/s Rajasth

Antibiotics Ltd. Plot No. 619 & 630 RICO Industri
Area Bhiwadii District Alwar Rajasthan India issued
AD (I&E) DRAP field office. The license was issued
02-01-2020.

1 Firm has submitted copy of commerdmaloice dated 02
01-2020 specifying import of 3Kg meropenerihe
invoice is signed by AD (I&E) DRAP.

4. |Data of stability batches will be suppor| Firm has submitted complete record of testing of all
by attested respective documents |batches along with chromatograms, raw data sheets, C
chromatograms, Raw data sheets, C|and summary data sheets.
summary data sheets etc.

5. |Compliance Record of HPLC softwg Firm has submitted audit trail record foduct testing
21CFR & audit trail reports on prodyHPLC for only single day 607-2020.
testing

6. |Record of Digital data logger f{Firm has submitted record of digital data logger
temperature and humidity monitoring|temperature anciumidity monitoring of real time ar
stability chambers (real time a|accelerated stability chambers.
accelerated)

Evaluation by PEC:

Shortcomings communicated

Response by the firm

Provide details regarding total number of secti
and number of products already registered
contract manufacturingf M/s Bio-Labs (Pvt) Ltd.

Firm has submitted that they are not manufactu
any product on contract manufacturing.

Firm has submitted multiple section appro
letters which makes up a total of 12 sections
drugs for human use.

Submit the label clan as per the reference prodl
along with the sodium carbonate.

Firm has submitted revised label claim in wh
sodium carbonate is also mentioned.

Submit valid GMP certificate of the drug substat
manufacturer since the submitted GMP certific
was vaid till 07-03-2020.

Firm has submitted copy of GMP certificate (N
DC/A-1/WHO-GMP/2020/1961) issued by Drug
control organization Governmnet of Rajasth
dated 0912-2020. The certificate is valid till 26
02-2022.

Decision: Approved.

1 Manufacturer will place first three production batches on long term stability studieg

throughout proposed shelf life and o

submitted in the registration application.

Manufacturer will perform proce ss

submitted in the registration application.

n accelerated studies for six months as per the commitm

validation of first three batches as per the commitmel

38.

Name, address of Applicant / Marketir
Authorization Holder

M/s Caraway Pharmaceuticals Plot # 12, Street -8,
National Industrial zone (RCCI), Rawiatamabad.

Name, address of Manufacturing site.

M/s Bio-Next Pharmaceuticals Plot No. 50, St Nel®
RCCI Industrial Estate Rawat Islamabad.

Status of the applicant

% Manufacturer
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5 Importer

X s involved in none of the above (contract giver)
Contract manufacturing agreement dated1222020 is
submitted

GMP status of the firm

Firm has been granted new DML by way of formulaf
dated 0611-2019.

Evidence of approval of manufacturin
facility

Firm has submitted copy of Section approval letter date
11-2019 specifying Dry Vial Injection sectig
(Carbapenem).

Status of application

5 New Drug Product (NDP)
X Generic Drug Product (GDP)

Intended use of pharmaceutical produ

5 Domestic sale
5 Export sale
X Domestic and Export sales

Dy. No. and date of submission

Dy. No. 2831: 2801-2021

Details of fee submitted

PKR 50,000/ 24-01-2020

The proposed proprietary name / brar
name

MERICURE 500 mg Injection IV

Strength / concentratioof drug of
Active Pharmaceutical ingredient (AP
per unit

Each vial contains:
Meropenem (as trihydrate
(Blended with sodium carbonate)

Pharmaceutical form of applied drug

Glass vial filled with almost white powder along with 10
ampoule oMWFI further packed in unit carton.

Pharmacotherapeutic Group of (API) | Carbapenem
Reference to Finished product USP
specifications

Proposed Pack size 16s
Proposed unit price As per SRO

The status in reference regulatory
authorities

MerremInjection (USFDA Approved)

For generic drugs (mmo status)

Meronem Injection by ICI Pakistan Ltd.

Name and address of APl manufactur

Rajasthan Antibiotics Ltd. Plot No. 619 & 630 RIIC
Industrial Area Bhiwadi District Alwar Rajasthan India.

Module-ll (Quality Overall Summary)

Firm has submitted QOS as per WHO QPIS template
Firm has summarized information related to nomencla
structure, general properties, solubilities, physical fq
manufacturers, description of manufacturing procass
controls, impurities, specifications, analytical proced
and its validation, batch analysis and justification
specification, reference standard, container closure sy
and stability studies of drug substance and drug produ

Module-lll Drug Substance:

Firm has submitted detailed data for both drug subst
data related to nomenclature, structure, general propg
solubilities, physical form, manufacturers, descriptior|
manufacturing  process and controls, impurit
specifications, argtical procedures and its validatig
batch analysis and justification of specification, referg
standard, container closure system and stability studi
drug substance.

Stability Studies of Drug Substance
(Conditions & duration of Stabilit
studies)

Firm has submitted stability study data of 3 batches of
substance at both accelerated as well as real time cond
The accelerated stability data is conducted &402°C /
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75% + 5% RH for 6 months. The real time stability dat
conducted at 36C + 2C / 65% + 5% RH for 36 months.

Module-ll Drug Product:

Firm has submitted data of drug product including
description, composition, pharmaceutical developm
manufacture, manufacturing process and process c(
processvalidation protocols, control of excipients, cont
of drug product, specifications, analytical procedu
validation of analytical procedures, batch analy
justification of specifications, reference standard
materials, container closure system atability.

Pharmaceutical Equivalence 3

Comparative Dissolution Profile

Firm has submitted results of pharmaceutical equival
for all the quality tests for their product against

comparator i.e. Meronem 500mg injection.

Analytical

validation/verification of product

method

Firm has submitted report of verification of analyti
method for the drug substance and drug product.

STABILITY STUDY DATA

Manufacturer of API

Rajasthan Antibiotics Ltd. Plot No. 619 & 630 RIICO Industrial ABéavadi

T District Alwar Rajasthan India.

API Lot No.

UIMRPS19021

Description of Pack
(Container closure system

Glass vial

Stability Storage Condition

Real time : 30C + ZC / 65% *+ 5%RH
Accelerated: 4@ + ZC / 75% + 5%RH

Time Period Real time: 6 months

Accelerated: 6 months
Frequency Accelerated: 0, 3, 6 (Months)

Real Time: 0, 3, 6 (Months)
Batch No. MR-001 MR-002 MR-003
Batch Size 350 vials 350 vials 350 vials
Manufacturing Date 01-2020 01-2020 01-2020
Date oflnitiation 07-01-2020 07-01-2020 07-01-2020

No. of Batches

03

DOCUMENTS / DATA TO BE PROVIDED ALONG WITH STABILITY STUDY DATA

Reference of previous approval
applications with stability study data
the firm (if any)

Not applicable.

Approval of API/ DML/GMP certificate
of API manufacturer issued by concert
regulatory authority of country of origir

Firm has submitted copy of GMP certificate (No. DE
1/WHO-GMP/2020/1961) issued by Drugs con
organization, Governmnet of Rajasthan datedl»2020.
The certificate is valid till 2®2-2022.

Documents for the procurement of A
with approval from DRAP (in case
import).

TFirm has submitted copy
drugs for clinical tria
import of meropenem 3Kg from M/s Rajastl
Antibiotics Ltd. Plot No. 619 & 630 RIICO Industri
Area Bhiwadii District Alwar Rajasthan India issued
AD (I&E) DRAP field office. The license was issued
02-01-2020.

Firm has submitted copy of commerdialoice dated 02
01-2020 specifying import of 3Kg meropenem. 1
invoice is signed by AD (I&E) DRAP.

Data of stability batches will be suppor
by attested respective documents

Firm has submitted complete record of testing of all
batches along with chromatograms, raw data sheets, C
and summary data sheets.
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chromatograms, Raw data sheets, C
summary data sheets etc.

5. |Compliance Record of HPLC softwg Firm has submitted audit trail record foduct testing
21CFR & audit trail reports on prodyHPLC for only single day 607-2020.
testing

6. |Record of Digital data logger f{Firm has submitted record of digital data logger

temperature and humidity monitoring
stability chambers (real time a
accelerated)

temperature anchumidity monitoring of real time ar
accelerated stability chambers.

Evaluation by PEC:

Shortcomings communicated

Response by the firm

Provide details regarding total number of secti
and number of products already registered
contract manufacturingf M/s Caraway Pharma.

Firm has submitted that they are not manufactu
any product on contract manufacturing.

Firm has submitted letter of renewal of DML dat
15-04-2015 specifying 11 sections

Submit the label claim as per the reference proi
alongwith the sodium carbonate.

Firm has submitted revised label claim in wh
sodium carbonate is also mentioned.

Submit valid GMP certificate of the drug substal
manufacturer since the submitted GMP certific
was valid till 07203-2020.

Firm has submigd copy of GMP certificate (Nd
DC/A-1/WHO-GMP/2020/1961) issued by Drug
control organization Governmnet of Rajasth
dated 0912-2020. The certificate is valid till 26
02-2022.

Decision: Approved.

1 Manufacturer will place first three production batches on long term stability studieg
throughout proposed shelf life and on accelerated studies for six months as per the commitm
submitted in the registration application.

Manufacturer will perform proce ss

submitted in the registration application.

validation of first three batches as per the commitmel

39.

Name, address of Applicant / Marketir
Authorization Holder

M/s Caraway Pharmaceuticals Plot # 12, Street -8,
National Industrial zone (RCCI), Rawiatamabad.

Name, address of Manufacturing site.

M/s Bio-Next Pharmaceuticals Plot No. 50, St Nel®
RCCI Industrial Estate Rawat Islamabad.

Status of the applicant

% Manufacturer
5 Importer

X Is involved in none of the above (contract giver)
Contract manufacturing agreement dated1222020 is
submitted

GMP status of the firm

Firm has been granted new DML by way of formulat
dated 0611-2019.

Evidence of approval of manufacturin
facility

Firm has submitted copy of Section approval letter date
11-2019 specifying Dry Vial Injection sectig
(Carbapenem).

Status of application

5 New Drug Product (NDP)
X Generic Drug Product (GDP)

Intended use of pharmaceutical produ

5 Domestic sale
5 Export sale
X Domestic and Export sales

Dy. No. and date of submission

Dy. No. 33285: 15812-2020

Details of fee submitted

PKR 50,000/ 24-01-2020

Proposed proprietary name / brand n4g

MERICURE 1g Injection IV

Strength/concentration of drug Attive
Pharmaceutical ingredient (API) per u

Each vial contains:
Meropenem (as trihydrate
(Blended with sodium carbonate)
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Pharmaceutical form of applied drug

Glass vial filled with almost white powder along with 2(
ampoule of WFI furthepacked in unit carton.

Pharmacotherapeutic Group of (API) | Carbapenem
Reference to Finished product USP
specifications

Proposed Pack size 16s
Proposed unit price As per SRO

The status in reference regulatory
authorities

Merrem Injection (USFDAApproved)

For generic drugs (mmo status)

Meronem Injection by ICI Pakistan Ltd.

Name and address of APl manufactur

Rajasthan Antibiotics Ltd. Plot No. 619 & 630 RIIC
Industrial Area Bhiwadi District Alwar Rajasthan India.

Modulell (Quality Overall Summary)

Firm has submitted QOS as per WHO QPIS template
Firm has summarized information related to nomencla
structure, general properties, solubilities, physical fq
manufacturers, description of manufacturing process
controls, imprities, specifications, analytical procedu
and its validation, batch analysis and justification
specification, reference standard, container closure sy
and stability studies of drug substance and drug produ

Module-lll Drug Substance:

Firm has submitted detailed data for both drug subst
data related to nomenclature, structure, general propg
solubilities, physical form, manufacturers, descriptior|
manufacturing process and controls, impurit
specifications, analytical procedsreand its validatior
batch analysis and justification of specification, referg
standard, container closure system and stability studi
drug substance.

Stability Studies of Drug Substance
(Conditions & duration of Stabilit
studies)

Firm hassubmitted stability study data of 3 batches of ¢
substance at both accelerated as well as real time cond
The accelerated stability data is conducted & 402°C /
75% + 5% RH for 6 months. The real time stability daf
conducted at 3T + 2C/ 65% + 5% RH for 36 months.

Module-1ll Drug Product:

Firm has submitted data of drug product including
description, composition, pharmaceutical developm
manufacture, manufacturing process and process cq
process validation protocolspntrol of excipients, contrg
of drug product, specifications, analytical procedy
validation of analytical procedures, batch analy
justification of specifications, reference standard
materials, container closure system and stability.

Pharmacatical Equivalence an

Comparative Dissolution Profile

Firm has submitted results of pharmaceutical equival
for all the quality tests for their product against
comparator i.e. Meronem 1g injection.

Analytical methog

validation/verification of ppduct

Firm has submitted report of verification of analyti
method for the drug substance and drug product.

STABILITY STUDY DATA

Manufacturer of API
T District Alwar Rajasthan India.

Rajasthan Antibiotics Ltd. Plot No. 619 & 630 RIICO Industrial Area Bhiv

API Lot No. UIMRPS19021

Description of Pack

) Glass vial
(Container closure system

Stability Storage Condition| Real time : 30C + ZC / 65% * 5%RH
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Accelerated: 4@ + ZC / 75% + 5%RH
Time Period Real time: 6 months

Accelerated: 6 months
Frequency Accelerated: 0, 3, 6 (Months)

Real Time: 0, 3, 6 (Months)
Batch No. MR-004 MR-005 MR-006
Batch Size 350 vials 350 vials 350 vials
Manufacturing Date 01-2020 01-2020 01-2020
Date of Initiation 07-01-2020 07-01-2020 07-01-2020
No. of Batches 03

DOCUMENTS / DATA TO BE PROVIDED ALONG WITH STABILITY STUDY DATA

Reference of previous approval
applications with stability study data
the firm (if any)

Not applicable.

Approval of API/ DML/GMP certificate
of APl manufacturer issued by concer
regulatory authority of country of origir

Firm has submitted copy of GMP certificate (No. DE
1/WHO-GMP/2020/1961) issued by Drugs con
organization Governmnet of Rajasthan dateel®2020.
The certificate is vati till 26-02-2022.

Documents for the procurement of A
with approval from DRAP (in case
import).

TFirm has submitted copy
drugs for clinical tria
import of meropenem 3Kg from M/sRajasthar
Antibiotics Ltd. Plot No. 619 & 630 RICO Industri
Area Bhiwadii District Alwar Rajasthan India issued
AD (I&E) DRAP field office. The license was issued
02-01-2020.

Firm has submitted copy of commercial invoice dateg
01-2020 specifyng import of 3Kg meropenemThe
invoice is signed by AD (I&E) DRAP.

Data of stability batches will be suppor
by attested respective documents

Firm has submitted complete recordedting of all
batches along with chromatograms, raw data sheets, C

chromatograms, Raw data sheets, C
summary data sheets etc.

and summary data sheets.

5. |Compliance Record of HPLC softwé Firm has submitted audit trail record of product testin
21CFR & audit trail reports on prodyHPLC for onlysingle day 0107-2020.
testing

6. |Record of Digital data logger f{Firm has submitted record of digital data logger

temperature and humidity monitoring
stability chambers (real time a
accelerated)

temperature and humidity monitoring of real time
accelerated stability chambers.

Evaluation by PEC.:

Shortcomings communicated

Response by the firm

Provide details regarding total number of secti
and number of products already registered
contract manufacturing of M/s Caraway Pharmi

Firm hassubmitted that they are not manufactur
any product on contract manufacturing.

Firm has submitted letter of renewal of DML dat
1504-2015 specifying 11 sections

Submit the label claim as per the reference proj
along with the sodium carbonate.

Firm has submitted revised label claim in whi
sodium carbonate is also mentioned.

Submit valid GMP certificate of the drug substat
manufacturer since the submitted GMP certific
was valid till 0703-2020.

Firm has submitted copy of GMP certificate (N
DC/A-1/WHO-GMP/2020/1961) issued by Drug
control organization Governmnet of Rajasth
dated 0912-2020. The certificate is valid till 26
02-2022.

Decision: Approved.
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1 Manufacturer will place first three production batches on long term stability studies
throughout proposed shelf life and on accelerated studies for six months as per the commitm
submitted in the registration application.

Manufacturer will perform proce ss

validation of first three batches as per the commitmel

submitted in the registration application.

40.

Name, address of Applicant / Marketi
Authorization Holder

M/s Seraph Pharmaceuticals Plot # 210, Industrial Trig
Kahuta Road Islamabad.

Name, address of Manufacturing site.

M/s Seraph Pharmaceuticals Plot # 210, Industrial Trig
Kahuta Road Islamabad.

Status of the applicant

X Manufacturer
5 Importer
8 s involved in none of the above (contract giver)

GMP status of the firm

GMP certificate issued on the basis of inspection condl
on 11/07/2019.

Evidence of approval of manufacturi
facility

Firm (M/s Seraph Pharmaceuticals) has submitted co
Issuance of DML letter dated 4¥-2017 specifying
Capsule Cephalosporiedion.

Status of application

5 New Drug Product (NDP)
X Generic Drug Product (GDP)

Intended use of pharmaceutical prody

5 Domestic sale
5 Export sale
X Domestic and Export sales

Dy. No. and date of submission

Dy No. 2832 dated 281-2021

Details of fee submitted

Rs.20,000/Dated 3012-2020

Proposed proprietary name / brand ng

TRISPAN 200mg Capsule

Strength/ concentration of drug of Acti
Pharmaceutical ingredient (API) per u

Each capsuleontains:
Cefixime (as trihydrate)

Pharmaceutical form of applied drug

White to offwhite powder filled in red/red hard gela
capsule shells.

Pharmacotherapeutic Group of (API)

Cephalosporin antibiotic

Reference to  Finished  prodyJP specs

specifications

Proposed Pack size As per SRO

Proposed unit price As per SRO

The status in reference regulat|{ Cefixima Normon 200 Mg Hard Capsules EFG (Sf
authorities Approved)

For generic drugéme-too status)

Secure 200mg capsule of Wilshire

Name and address of APl manufactur

Pharmagen Limited. Kot Nabi
Ferozepur Road, Lahore.

Bukshwala, 34 K

Module-1l (Quality Overall Summary)

Firm has submitted QOS as per WHO QBPIS template
Firm has summarized information related to nomencla
structure, general properties, solubilities, physical fq
manufacturers, description of manufacturing process
controls, impurities, specifications, analytical proced
and its validation, batch alysis and justification @
specification, reference standard, container closure sy
and stability studies of drug substance and drug produ

Module-1ll Drug Substance:

Firm has submitted detailed data for drug substance
related to nomenclature, structure, general prope
solubilities, physical form, manufacturers, descriptior|
manufacturing  process and controls, impurit
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specifications, analytical procedsreand its validatior
batch analysis and justification of specification, referg
standard, container closure system and stability studi
drug substance.

Stability Studies of Drug Substance
(Conditions & duration of Stabilit
studies)

Firm hassubmitted stability study data of 3 batches of ¢
substance at both accelerated as well as real time cond
The accelerated stability data is conducted at 40°C +
75% + 5% RH for 6 months. The real time stability dat
conducted at 30°C £ 2°(365 + 5% RH for 36 months.

Module-lll Drug Product:

Firm has submitted data of drug product including
description, composition, pharmaceutical developm
manufacture, manufacturing process and process cq
process validation protocolspntrol of excipients, contrg
of drug product, specifications, analytical procedy
validation of analytical procedures, batch analy
justification of specifications, reference standard
materials, container closure system and stability.

Pharmaeutical Equivalence ar
Comparative Dissolution Profile

Firm has submitted results of pharmaceutical equival
for all the quality tests for their product against Ce
200mg Capsule (Batch No. 135788, Mfg date2019).
Firm has submitted results of CD& their product againg
Cefim 200mg Capsule (Batch No. 135788, Mfg date
2019). Firm has tested CDP in three dissolution mediun
the results of f2 factor are within the acceptable limit.

Analytical method
validation/verification of product

Firm has submitted report of validation of analytical met
for the drug product.

Firm has submitted report of verification studies
analytical method for the drug substance.

STABILITY STUDY DATA

Manufacturer of API

Pharmagen Limited. Kot NalBukshwala, 34 Km, Ferozepur Road, Laho

API Lot No.

00244/015/2020

Description of Pack

Alu-alu blister

(Container closure system

Stability Storage Condition

Real time : 30C + ZC / 65% *+ 5%RH
Accelerated: 4@ + ZC / 75% + 5%RH

Time Period Real time: 6 months

Accelerated: 6 months
Frequency Accelerated: 0, 3, 6 (Months)

Real Time: 0, 3, 6 (Months)
Batch No. TOO1 T002 TOO3
Batch Size 1500 capsule 1500 capsule 1500 capsule
Manufacturing Date 02-2020 02-2020 02-2020
Date oflInitiation 20-02-2020 20-02-2020 20-02-2020
No. of Batches 03

DOCUMENTS / DATA TO BE PROVIDED ALONG WITH STABILITY STUDY DATA

1.

Reference of previous approval
applications with stability study data
the firm (if any)

Firm has referred téollowing product specific inspectic

reports

1 Dexpro (Dexlansoprazole) 30 and 60mg Capsule. PS
conducted on 1:09-2018 and the product was appro
in 285" meeting of Registration Board.

91 Neovel 800mg Tablet. Its PSI was conducted o+l 24
2018 andhe product was approved in 288th meetin
Registration Board.
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1 Serbica 20mg Capsule. Its PSI was conducted eh02
2018 and the product was approved in"®2gteeting of
Registration Board.

Firm has further submitted that their product Neogen

Injection was approved in 293meeting of Registratiog

Board. That product was applied by AGP and con

manufactured by Seraph and was submitted on For

(CTD) along with complete data.

Approval of APl/ DML/GMP certificate
of APl manufacturer issued lzpncerneg
regulatory authority of country of origir

Firm has submitted copy of GMP certificate issued
Additional Director DRAP, Lahore dated -D1-2019. The
GMP certificate was granted based on inspection date
01-2019.

Documents for thgrocurement of AP
with approval from DRAP (in case
import).

Firm has submitted copy of proforma invoice dateeD@7
2020 specifying purchase of 25Kg Cefixime (compacte

Data of stability batches will &
supported by attested respeci
documents like chromatograms, Ra|
data sheets, COA, summary data sh
etc.

Firm has submitted complete record of testing of all bat
along with chromatograms, raw data sheets, COA
summary data sheets.

Compliance Record of HPLC softwg
21CFR & audittrail reports on produ
testing

Firm has submitted that since the stability study of
product was initiated in January / Feb 2020, at that tim
HPLC (Schimadzu) was not 21 CFR compliant. How
now we have 21 CFR compliant (Perkin Elmer) HF
sydem. We undertake that in future we will use 21 ¢
compliant HPLC system for stability testing.

Record of Digital data logger f
temperature and humidity monitoring
stability chambers (real time a

Firm has submitted record ofligital data logger fo
temperature and humidity monitoring of real time
accelerated stability chambers.

accelerated)

Evaluation by PEE

Shortcomings communicated

Response by the firm

As per the drug substance specifications of the |
substance manufacturée. Pharmagen Limited
the material complies BP specification and

analytical method also involves testing as per
monograph. The drug product manufacturer
Seraph Pharmaceutical has submitted ¢
substance specification as per USP and
analftical method is also as per USP monogrg
Clarification is required in this regard how dr
product manufacturer can use USP specificat
including testing method while the drug substa
complies BP monograph.

Firm has submitted revised specificatiorsd
analytical procedures of the drug substance as p¢
monograph.

The verification studies of the analytical methog
drug substance specifies a different colu
specifications as well as mobile phase. Furthel
procedure for assay specifies cefigimdry
suspension and contains a different method
assay. Clarification is required in this regard.

Firm has submitted that verification studies h
been performed according to BP specs and the r¢
is attached which does not contains any date.

As pe the analytical method submitted by the fi
i.e. Seraph Pharmaceuticals, the flow rate
adjusted so that the retention time of cefixime
about 10 minutes, but as per the verification st
report and system suitability testing, the retent
time of 6 samples was not more than 3.5 minu
Justify how the verification studies were concluc

to be acceptable since the retention time is diffe

Firm has submitted that cefixime raw materialsy
analysed as per BP monograph and BP def
method was also verified. In BP retention time is
specified for cefixime. However in product analy
JP method was followed with little deviation in flg
rate so as to manage the samples.
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from that specified in the method as well as L
monograph.

The accuracy andecovery study in verificatiof
studies of the drug substance is performed
analysing samples having 80%, 100% and 120{
AA0O or reference sol Uy
method, the standard solution has a concentr:
of 0.2mg/ml while as per the @aaracy and recover|
table the amount of drug added is 20mg, 25mg
30mg. Justification / clarification is required hd
20, 25 and 30mg is equivalent to 80%, 100%
120% of AAO

Firm has submitted that verification studies h
been performed according BP specs and the repc
is attached which does not contains any date.

The repeatability studies have been perforr
using sample concentration 0.012mg/ml, wh
neither standard solution or the sample solution
this concentration. Justification is ouwred
regarding this concentration to perfol
repeatability and intermediate precision

verification studies

Firm has submitted that verification studies hs
been performed according to BP specs and the r¢
is attached which does not contains angda

The COA of drug substance (Batch N
00244/051/2020) from Pharmagen Limit
specifies that the manufacturing date is Febrt
2020 and the COA has been signed 01022020,
while as per the analytical report of the same b;
from Seraph Pharmaceuic the analysis i
performed on 281-2020. Justification is require
is this regard.

Firm has submitted that COA from Pharmag
specifying the manufacturing date to be Feb 2
and sign date 102-2020 is that of Batch numbg
00244/051/2020 while the repg from Seraph
pharma is not of the same batch instead is of B
No 00244/015/2020. The same batch is also use
the formulation development and stability studieg

The COA of drug substance issued from the ¢
substance manufacturer specifies that material
complies BP specs while the drug prod
manufacturer concludes that the material comg
USP specs. Clarification is required in this rega

Firm has submitted that the material was teste
per BP specs and complied the specification
defined in BP. Mistakenly the report w
misinterpreted.

Provide justification of the selection of excipien
since the excipients used in the formulation
different from that of the FDA approved innovat
product.

Firm has submitted that we have Iéoved the
innovator product approved by EMA nam
Cefixima 200mg Capsules by M/s Laborator
Normon. The excipient we selected ¢
approximately same as that of the innovator prod

The average weight of the product mentioneq
pharmaceutical equivahce studies is 335mg whi
the total weight of master formulation available
section 3.2.P.1 is 260mg. Justification is requi
in this regard.

In master formulation the weight of shell is 1
included. Without shell the weight is 260mg anc
shell we g ht A75mgo i s ad
weight per capsule.

Justify why the pharmaceutical equivalence as \
as comparative dissolution profile was stud
against comparator product instead of us
innovator / reference product.

Due to unavailability otefixime 200mg capsule b
M/s Laboratoies Normon we have perform
equivalence and CDP with comparator prod
Moreover the comparator product is approved
DRAP, so we used that for comparative studies.

Provide details including batch numbg
manufactiring and expiry date of the compara
product used in product development studies.

Product name: Cefim 200mg capsule
Batch No 135788
Mfg date: 07/2019
Exp date: 07/2021

Justify the dissolution specifications of NLT 80
in 90 minutes, since the JP monaygin specifieg
this limit only for 100mg potency capsule.

Previously we applied for the registration
cefixime 400mg Capsul
cefixime 400mg capsule is not defined by JP, U
or BP etc. The DRAP granted the registration v
JP sgcs, in case of cefixime 200mg caps
although not defined by JP, we followed JP sp
NLT 80%(Q) in 90 minutes keeping in view the ca
of cefixime 400mg capsule.
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The USFDA review of innovator product i
cefixime 400mg capsule reveals that
acceptane criteria for dissolution test should |
NLT (Q) in 45 minutes using 7.2pH phosph:
buffer. Justify the results of comparati
dissolution profile at 6.8 pH phosphate buffer
which the drug release of both test as well
comparator product was lessath 70% in 45
minutes.

The USFDA specification defined are that

cefixime 400mg capsule while for cefixime 200n
the USFDA recommends tablet dosage form not
capsule, so USFDA 400mg limits can only be u
as reference but not mandatory for 200mg abgps
While JP limits are applied because of the p
explained in aforementioned query justification.

Justify how exactly same results are obtaine
verification studies of drug substance and the ¢
product.

The results of verification studiesarfuh product arg
different from drug substance while compili
dossier we mistakenly misplaced drug substg
verification with drug product. Drug produ
verification studies are now attached.

The formulation development section specifies |
the cefixme capsule uses red/red hard gels
capsule shells, while the batch analysis in sed
3.2.P.5.4 specifies that blue/blue hard gel;
capsule shells are used in the product. Clarifica
is required in this regard.

There was a typo mistake in the batahalysis
section 3.2.P.5.4, where capsule color blue/blu
mentioned while we use capsule shel with red
color.

As per the analytical report of finished prodi
submitted in batch analysis in section 3.2.P.5.4
results of water, dissolution andsay of Batch
TOO1 are 4.12%, 96.23% and 101.12%, while
results of the same batch mentioned in initial ti
point of stability studies is 9.06%, 96.69% a
101.06% respectively for the abereentioned
tests. Clarification is required in this regard.

There was a typo mistake in the batch analysis re
of TOOL1. Correct report is attached.

Justify how the HPLC analysis was conducted
cefixime capsule in which retention time is arou
3.3 minutes, while the JP monograph specifies
the retentiortime should be around 10 minutes.

JP method was followed for the analysis of cefixi
capsule, however, to manage the samples a
deviation in the flow rate was commenced. But
routine analysis JP method was followed with
any deviation.

Justify the HPLC analysis using ambient colur
temperature as mentioned on each chromatog
since the JP monograph specifies that the col|
should be maintained at a constant temperatuli
40°C.

Column temperature was maintained at 40°C but
column oven isoperated manually independent
software so the software does not show
temperature. Now the column oven is replaced
a new oven which is operated with software, so
chromatograms will display the set temperature.

Justify the calculation of seilts of assay as we
dissolution using a different formula as specifieq
JP monograph.

Firm has submitted new formula for calculation
assay and dissolution results along with revi
method and raw data sheets.

Submit copy of commercial invoice asidence of
purchase of drug substance, since proforma inv
dated 0701-2020 is submitted which does n
confirm that the drug substance has been procl

Firm has submitted copy of invoice (No. 171
dated 2401-2021 specifying cefixime compacted
Kg Batch number 0024@1/015/2020.

The stability studies specifies that cefixir
(compacted) having batch number 00244/015/2
was used for product development and stab
studies. As per the COA of that particular batch,
batch was manufactured danuary 2020 and tH
batch was released after testing onr0232020.
Justify how the proforma could be generated on
01-2020 even before the analysis and release @
batch.

Proforma invoice is a general agreement (quotat
invoice that is signed lb@een two parties (seller ar
buyer). It is not for a particular batch. For a partict
batch commercial invoice is authentic evidence
purchase.

As per the COA provided in section 3.2.5.4.4.
batch number of drug substance used
00244/051/2020, wile as per stability data th

batch number of drug substance used in stak

The batch 00244/015/2020 was used for stab
studies. A typographic mistake occurred. The C
of the paticular batch is also provided.
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studies is 00244/051/2020. Clarification is requi

in this regard.

Provide batch manufacturing record (BMR)

three stability batches.

Firm has submitted copy of BMR of the thr
stability batches

Provide record of data logger for temperature
humidity monitoring of stability chambergeal

time and accelerated).

Firm has submitted record of data logger
temperature and humidity monitoring.

Decision: Deferred for following:
1 Scientific justification for having retention time around 3.3 minutes in assay testing while J

monograph specifies that retention time should be 10 minutes.

Scientific justification for adaptation of dissolution acceptance criteria NLT 80% in 9(

minutes, since JP monograph specifies this limit only for 200mg potency capsule while USF

review of innovator product of cefixime 400mg capsule reveals that the acceptance criteria

dissolution test should be NLT (Q) in 45 minutes using 7 2H phosphate buffer.

1

41.

Name, address of Applicant / Marketin
Authorization Holder

M/s Genome Pharmaceuticals Pvt Lttl6/I, Phase V|
Industrial Estate Hattar.

Name, address of Manufacturing site.

M/s Genome Pharmaceuticals Pvt Ltd., 16/l, Phase
Industrial Estate Hattar.

Status of the applicant

X Manufacturer
5 Importer
5 Is involved in none of the above (contract giver)

GMP status of the firm

Firm has submitted GMP certificate based on
inspection conducted dated-03-2018.

Evidence of approval of manufacturing
facility

Firm has submitted copy of Section approval letter d
19-02-2016 specifying Tablet General section.

Status of application

X New Drug Product (NDP)
5 Generic Drug Product (GDP)

Intended use of pharmaceutical produ

Domestic sale
Export sale
5 Domestic and Export sales

Dy. No. and date of submission

Dy. No. 25109: 2611-2019

Details of fee submitted

PKR 50,000/ 26-11-2019

Proposed proprietary name / brand nal

IPF 801mg Tablet

Strength / concentration of drugAttive
Pharmaceutical ingredient (API) per u

Each Film Coated Tablet Contains;
Pirfenidone............ 801mg

Pharmaceutical form of applied drug

White to off white oblong unscored biconvex film coa
tablet packed in AkAlu blister

Pharmacotherapeutic Group of (API)

Antifibrotic agent (LO4AX05)

Reference to Finished product
specifications

Innovators specs

Proposed Pack size

3 x 106s

Proposed unit price

As per SRO

Status in reference regulatory authoriti

ESBRIET 801mgdablets (USFDA Approved)

For generic drugs (mm®o status)

Not applicable

Name and address of APl manufactur

ZCL chemicals limited 3102/b, GIDC, Industrial Esta
Ankleshwar AnkleswaB93 002,
Dist-bharuch,Gujarat State, India.

Module-l (Quality Overall Summary)

Firm has submitted QOS as per WHO QBIS template
Firm has summarized information related to nomencla
structure, general properties, solubilities, physical fq
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manufacturers, description of manufacturing process
controls, impuirities, specifications, analytical procedu
and its validation, batch analysis and justification
specification, reference standard, container closure sy
and stability studies of drug substance and drug prody

Module-1ll Drug Substance:

Firm has submitted detailed drug substance data rela
nomenclature, structure, general properties, solubil
physical form, manufacturers, description
manufacturing process and controls, impurit
specifications, analytical procedures and its datlon,
batch analysis and justification of specification, refere
standard, container closure system and stability studi
drug substance.

studies)

Stability Studies of Drug Substance
(Conditions & duration of Stabilit

Firm has submitted stabilistudy data of 3 batches of dr
substance at both accelerated as well as real
conditions. The accelerated stability data is conductg
40°C £ 2°C | 75% £ 5% RH for 6 months. The real t
stability data is conducted at 30°C + 2°C / 65 + 5% RH
24 months.

Module-1ll Drug Product:

Firm has submitted data of drug product including
description, composition, pharmaceutical developm
manufacture, manufacturing process and process cg
process validation protocols, control of excipiectmstrol
of drug product, specifications, analytical procedu
validation pf analytical procedures, batch analy
justification of specifications, reference standard
materials, container closure system and stability.

Pharmaceutical

Equivalence
Comparative Dissolution Profile

a

Firm has submitted results of pharmaceutical equival
of their Batch No. IPF 86T 001 with the innovator produ
i.e. Esbriet 801mg Tablet.

Firm has submitted results of comparative dissoly
profile of their Batch NolPF 80:T001 with the innovato
product i.e. Esbriet 801mg Tablet. Firm has perfor
CDP in 0.1 N HCI, acetate buffer and phosphate buffe

of product

Analytical method validation/verificatio

Firm has submitted protocols and reports of validg
studies of analytical method of drug substance as wg
drug product.

STABILITY STUDY DATA

Manufacturer of API

ZCL chemicals

Ankleswar393 002, Disbharuch,Gujarat State, India.

limited 3102/b, GIDC, Industrial Estate, Anklesh

API Lot No.

FEN3300118

Description of Pack
(Container closure system)

Alu-Alu Blister

Stability Storage Condition

Real time : 30C + 2C / 65% + 5%RH
Accelerated: 4@ + ZC / 75% *+ 5%RH

Time Period Real time: 6 months Accelerated: 6 months
Frequency Accelerated: 0, 1, 2, 3, 4, 6 (Months)
Real Time: 0, 3, 6 (Months)

Batch No. IPFTO01 IPFTO002 IPFTO003
Batch Size 1152 Tablets 1152 Tablets 1152 Tablets
Manufacturing Date 07-03-2019 08-03-2019 09-03-2019
Date of Initiation 09-03-2019 11-03-2019 12-03-2019
No. of Batches 03
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DOCUMENTS / DATA TO BE PROVIDED ALONG WITH STABILITY STUDY DATA

Reference of previous approval
applications with stability study data of {
firm (if any)

Firm has referred to product specific inspectieport for|
the product Valsac Tablet which were approved
Registration Board in its 295meeting. The PSI repd
confirms that the firm has 21 CFR compliant HF
system(KNAUER Azura UVD2.1L Germany softwé
ClarityChrome V 2.1.

Approval of API/ DML/IGMP certificate o
APl manufacturer issued by concert
regulatory authority of country of origin

Firm has submitted copy of GMP certificate (No. 1808
of M/s ZCL Chemicals Limited, issued by Food and Dr
Control Administration Gujrat State India. & bertificate i
valid till 12-08-2021.

Documents for the procurement of A
with approval from DRAP (in case
import).

Firm has submitted copy of commercial invoice specify
import of 4Kg Pirfenidone. The invoice is attested by
(I&E) DRAP Peshawar office dated 32-2018.

Data of stability batches will be suppor
by attested respective documents
chromatograms, Raw data sheets, C
summary data sheets etc.

Firm has submitted complete record of testing of all
batches along witbhromatograms, raw data sheets, C(
and summary data sheets.

Compliance Record of HPLC softwg
21CFR & audit trail reports on prodd
testing

Firm has submitted audit trail record of product testin
HPLC.

Record of Digital data logger f
temperature and humidity monitoring

Firm has submitted record of digital data logger
temperature and humidity monitoring of real time

stability chambers (real time a
accelerated)

accelerated stability chambers.

REMARKS OF EVALUATOR

Shortcomings communicated

Response by the firm

Submit data of verification of analytical procedure
drug substance in section 3.2.5.4.3 of module 3.

Firm has submitted report of verification
analytical procedures of the drug substance.

Submit cerfiicate of analysis of relevant batch
drug substance from both drug substa
manufacturer as well as drug product manufactu

Firm has submitted certificate of analysis of ba
FEN3300118 of drug substance from both d
substance manufacturer as wa$ drug produc
manufacturer.

Stability study data of 3 batches of drug substang
per zone VA conditions

Firm has submitted stability study data of 3 batg
of drug substance at both accelerated as well a
time conditions. The accelerated iy data is
conducted at 40°C £ 2°C / 75% + 5% RH fo
months. The real time stability data is conducte
30°C + 2°C/ 65 + 5% RH for 24 months.

Submit results of pharmaceutical
against the innovator product.

equivale

Firm has submitted resultsf gpharmaceutica
equivalence of their Batch No. IPF 80001 with
the innovator product i.e. Esbriet 801mg Table

Submit results of comparative dissolution prof
against the innovator product.

Firm has submitted results of comparat
dissolution profie of their Batch No. IPF 801
T0O01 with the innovator product i.e. Esbriet 801
Tablet. Firm has performed CDP in 0.1 N H
acetate buffer and phosphate buffer.

Submit process validation protocols for the d
product

Firm has submitted process valideti protocols
for the drug product.

Submit validation report of analytical method of t
drug product.

Firm has submitted validation report of analyti
method of the drug product.

Submit Batch Manufacturing Record of the th

stability batches.

Firm has submitted copy of BMR of stabili
batches.

DecisionAppr oved with i

nnovator s
1 Manufacturer will place first three production batches on long term stability studieg
throughout proposed shelf life and on accelerated studies for six months as per |
commitment submitted in the registration application.

specification
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1 Manufacturer will perform proce ss validation of first three batches as per the commitmer
submitted in the registration application.

42.

Name, address of Applicant / Marketin
Authorization Holder

M/s Kaizen Pharmaceuticals (Pvt) Ltd;127-129, North
Western Industrial Zone, Bin Qasigarachi.

Name, address of Manufacturing site.

M/s Kaizen Pharmaceuticals (Pvt) Ltd-1E7-129, North
Western Industrial Zone, Bin Qasim Karachi.

Status of the applicant

X Manufacturer
5 Importer
5 Is involved in none of the above (contract giver)

GMP status of the firm

The firm has submitted copy of GMP certificate issue
the basis of inspection dated-28-2019.

Evidence of approval of manufacturing
facility

Firm has submitted copy of letter of issuance of [
Manufacturing License (DML) dated ®8-2012
specifying Tablet section. The GMP certificate dated
08-2019 also specify tablet (general) section.

Status of application

X New Drug Product (NDP)
5 Generic Drug Product (GDP)

Intended use of pharmaceutical produg

X Domestic sale
5 Export sale
5 Domestic and Export sales

Dy. No. and date of submission

Dy. No. 24332: 191-2019

Details of fee submitted

PKR 50,000/ 18-11-2019

The proposed proprietary name / brang
name

SAFIMIDE 50mg Tablet

Strength / concentration of drug of Acti
Pharmaceutical ingredient (API) per un

Each film coated tablet Contains:

Safinamide (as mesyl at e)

Pharmaceutical form of applied drug

orange round biconcave film coated tablet

Pharmacotherapeutic Group of (API)

Monoamine oxidase inhibitor

Reference to Finished product
specifications

In house specs

authorities

Proposed Pack size 3 x 100s
Proposed unit price As per SRO
The status imeference regulatory (USFDA Approved)

For generic drugs (m®o status)

Not Applicable

Name and address of APl manufacture

Zhejiang Menovo Pharmaceutical Co Ltd. No. 8, Jing
Road, Hangzhou gulf Shangyu economic and technolg
development zone, Shangyu city Zhejiang Province C

Module-ll (Quality Overall Summary)

Firm has submitted QOS as per WHO QBIS template
Firm has summarized information related to nomencla
structure, general properties, solubilities, physicain,
manufacturers, description of manufacturing process
controls, impurities, specifications, analytical proced
and its validation, batch analysis and justification
specification, reference standard, container closure sy
and stability stugs of drug substance and drug produg

Module-lll Drug Substance:

Firm has submitted detailed data for drug substance
related to nomenclature, structure, general prope
solubilities, physical form, manufacturers, descriptior
manufacturing process and controls, impurit
specifications, analytical procedsreand its validation

Minutes of 307 meeting of Registration Board

139 |



batch analysis and justification of specification, refere
standard, container closure system and stability studi
drug substance.

studies)

Stability Studies of Drug Substance
(Conditions & duration of Stabilit

Firm hassubmitted stability study data of 3 batches of ¢
substance at both accelerated as well as real

conditions. The accelerated stability data is conductg
40°C £ 2°C | 75% £ 5% RH for 6 months. The real t
stability data is conducted at 30°C + 2°65 + 5% RH fol
12 months.

Module-ll Drug Product:

Firm has submitted data of drug product including
description, composition, pharmaceutical developm
manufacture, manufacturing process and process ca
process validation protocolspntrol of excipients, contre
of drug product, specifications, analytical procedu
validation of analytical procedures, batch analy
justification of specifications, reference standard
materials, container closure system and stability.

Pharmaeutical

Equivalence
Comparative Dissolution Profile

ar Firm has submitted results of pharmaceutical equival
for all the quality tests for their product against
innovator i.e. Xadago 50mg Tablet of New
Pharmaceuticals

Firm has submitted resulsf CDP in three dissolutig
media i.e. 0.1 N HCI (pH 1.2), acetate buffer pH 4.5
phosphate buffer pH 6.8 for their product against Xac

50mg Tablet of Newron Pharmaceuticals

of product

Analytical method validation/verificatio

Firm has submittedverification studies of the dry
substance and analytical method validation of the
product.

STABILITY STUDY DATA

Manufacturer of API

Zhejiang Menovo Pharmaceutical Co Ltd. No. 8, Jing 13 Road, Han
gulf Shangyu economic and technologidalvelopment zone, Shangyu ¢
Zhejiang Province China

API Lot No.

PD/SAF/05/1511/02R

Description of Pack
(Container closure system)

Alu-alu blister pack

Stability Storage Condition

Real time: 30C + ZC / 65% + 5%RH
Accelerated: 4T + 2C / 75% +5%RH

Time Period Real time: 6 months

Accelerated: 6 months
Frequency Accelerated: 0, 1, 3, 4, 6 (Months)

Real Time: 0, 3, 6 (Months)
Batch No. TF-02 TF-03 TF-04
Batch Size 1200 Tablet 1200 Tablet 1200 Tablet
Manufacturing Date 09-2018 11-2018 11-2018
Date of Initiation 20-10-2018 10-12-2018 10-12-2018

No. of Batches

03

DOCUMENTS / DATA TO BE PROVIDED ALONG WITH STABILITY STUDY DATA

Reference of

firm (if any)

previous approval
applications with stability study data of

Firm has referred to their last onsite inspection condy
for productRofair (Roflumilast) 500mcg Tabletsn 25"
June, 2019. The said inspection report was discuss
290" meeting of Registration Board held ofi B 4™ July,
2019 and the case waspapved. The inspection repc
confirms following points:
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fThe firm has Shimadzuéds
solution DB¢& which is 2
audit trail and date time stamped and with complete #
level user authorization

TAudit trail on the testing reports is available.
Adequate monitoring and control are available
stability chamber. Chambers are controlled
monitored through software having alarm system
alerts as well.

fRelated manufacturing area, equipment, personne
utilities are GMP compliant.

Approval of API/ DML/GMP certificate
of APl manufacturer issued by conceri
regulatory authority of country of origin

I Firm has submitted copy of GMP certificate (No. 4
2/20175) issued on the basis of inspection dat8d3-
2017 by Agency for medicinal products and med
devices of the Republic of Slovenia and available
Eudra GMP database.

T While reviewing the EudraGMP database another (
certificate of the manufacturing site (certificate No. 4
9/20197) issued B Agency for medicinal products a
medical devices of the Republic of Slovenia on the |
of inspection dated 171-2019 was also verified.

Documents for the procurement of A
with approval from DRAP (in case
import).

Firm has submitted copy of license to import drugs
clinical trials, examination, test or analysis dated043
2018 for import of 752 gm Safinamide mesylate The lic
was issued by AD (I&E) DRAP Karachi.

Data of stability batches will b&upporteq
by attested respective documents
chromatograms, Raw data sheets, C
summary data sheets etc.

Firm has submitted complete record of testing of all
batches along with raw data sheets, COA and summa
data sheets.

Compliance Record oHPLC software
21CFR & audit trail reports on prody
testing

Firm has submitted compliance certificate and HPLC ¢
trail reports

Record of Digital data logger f
temperature and humidity monitoring
stability chambers (real time a

accelerated)

Firm has submitted record of digital data logger
temperature and humidity monitoring of real time
accelerated stability chambers.

Evaluation by PEE

Shortcomings communicated

Response by the firm

The address of APl manufacturer mentioned
Form 3 and Form 7 is Menovo Pharmaceutical
Ltd. (R&D Centre) 7 Wei 11 Road, Hangzhou G
Industrial Area, Shangyu Zhejiang China while

address of API manufacturer mentioned on G
certificate is Zhejiang Menovo Pharmaceutical

Ltd. No. 8 Jing 1Road, Hangzhou Gulf Shangy
Economic and technological development zg
Shangyu City, Zhejiang Province Chirn
Clarification is required in this regard.

Firm has submitted that Ningbo Menovo is the gr
company with its head office as Ningbo Mencd
while the manufacturing site is Zhejiang Meng
Pharmaceutical Co Ltd.

The DMF holder is Ningbo Menovo being the gro
company but the actual manufacturing site
Zhejiang Menovo Pharmaceutical Co Ltd.

Firm has also submitted copy of EudraGN\
certificate ofthe manufacturing site.

Submit data of verification of analytical procedt
of drug substance in section 3.2.5.4.3 as pel
guidance document approved by Registra
Board which specifies thai Anal yt i c
Verification studies including speciig, accuracy
and repeatability (method precision) performed
the Drug Product manufacturer for bo
compendial as well as nesompendial drug

substance(s) shall be

Firm has submitted report of verification studies
the analytical method adrug substance includin
the tests of accuracy, specificity and repeatabi
Firm has also submitted supporting data inclug
chromatograms and raw data sheets to suppor
calculations. As per the chromatograms,
verification studies were conded in June 201
which the before the manufacturing of stabil
batches.
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