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=>?@ABCDAEFEGHEGIJAKLMEJG=LNNONNPOQRST@USVWXRYWZ[\R]AO[ZROVLN̂OXRNSTR_O@UONXU\̀\QaEQTSUPZR\SQb=>=cEHcdEHcMCJI@ABCDAEFEGHEGIJAKLMEJGEROP EROP\Q@UŜSNOVdZ̀O[\Qaefghhijklmjnopqjrsktupmjnopqjrshvkwxlry z{{|{{}~�{�}��|��{���������������������������������������������������������@USVWXRM\R[O\Qc\a_[\a_RN���=DIA�?=>���Z����� ���¡�������������¢ £������� ¤ ¥¦§ ̈ ���©��ª�©ª����������������������«����������������������� £������� ����¬������������­��¡����©��ª�¡����������©�¡��� ®̄£�������¦°±°£�������²³́µ¶°·̧����¢�¹ £�������ºSNZaOISUPNZQVCRUOQaR_NcOZV\Qa\Qc\a_[\a_RN�»�?=>���Z��¼��½���­��������¾��������­������������©�ª����· ���������� ¿��¦±¿� ������¡�����������ÁoiqkÂhvhvpÃihÃoqÄhuÅÆÇÇÈÉpumÊËÆ­�������©��ª�©ª������¬������©������Ì®½¾Í½ ¬Í́¢
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Reference ID: 5318719

(b) (4)

(b) (4)



���������	�
��
��
��������������������������������
������
�����

�����  �!"#�$$%& ����'(��')*+,-.-/01$$ "22+34-,+564+1789+:;$;<

=>?@ =>?@ABCDEFEG?HIJK?LABMNOPQQRSTUVSWXYZS[\T]̂YVSWXYZS[\Q_T̀aU[b cddeddfghdifjjekldmnopqrsturvnqpwtxypstz{|}~rwtu}|twtspr�v}qs�trvvytvzpvp{{|}{|rpst��pvtw}qs�tp�sr~tu}rts���}txyr~p�tq��vspstutqs��~pr�p��tyqrsvmt���z�}ss�tv}o���sp��tsv���������m��m���mrr��� nqpwtxypst �wrstwo}|��p|rs���}||t�ss}{p��tsv�}uuyqr�pstws}�����������nwtqsror�psr}q}ow}vp�to}|uvmt���zv�p{tz�}�}|z�}psrq�zv�}|rq�zru{|rqsrq�zpqw�}�}|pqw��p|rs�}os�tv}�ysr}qz��tqp{{�r�p��t��nq��ywt���mv���������m��m���mrrr��� �wtxypst�vvtvvros�tsp��tsrvv�}|tw�no{|}wy�suttsv�yrwt�rqtvpqw�|rst|rpo}|pv�}|twsp��tszvspstT�X̂OZ�Q̂Y���ROQ|tw�[ ��� }|rq¡t�sp��tw|y�{|}wy�svo}|{p|tqst|p�pwurqrvs|psr}qzyvtp{{|}{|rpst{p��p�ts�{tst|umt���zvrq��t�w}vtzuy�sr{�t�w}vtzvrq��t�{psrtqs�yvt���s�t|{p��p�tst|uvrq��ywt{�p|up���y��{p��p�tpqwrup�rq��y��{p��p�tmvtt¢£¤¥¦�§̈�� ���£{t�rp��pqw�rq�p�}yss�tvy{{�rtw{|}wy�smt���z{|}st�so|}u�r��sz|to|r�t|pst��nos�t|trvpvspstutqsZQT©�RªŜRS�̂Q_�«�̂Y�OQ̂ZY�̂S_\[{|}~rwt|tpv}q���mt���zs}{|}st�so|}u�r��s}|u}rvsy|tzs}uprqsprqvsp�r�rs�zts���� }|�p¬p|w}yvw|y�vzRZYZST©­®̄ °�RYPY±Y_VQXRV_X«² }��}�p{{�r�p��tv{t�rp��pqw�rq�pqwwrv{}vp�{|}�twy|tv�³[́ �ZPµX̂¶S_�OY�O�ZYZ�Q̂ ZQT·̧ ¹U¹Y±Y_VQXR©_X«R²[��������m��m���mr~��
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RECOMMENDATION 
☐  Approval 

☐  Approval with Post-Marketing Commitment 
☒  Complete Response 

 

NDA 215040 
Assessment 1 

 
Drug Product Name Tradename (acetylcysteine) 
Dosage Form For Solution 
Strength 500mg and 2.5g 
Route of Administration Oral 
Rx/OTC Dispensed Rx 
Applicant Galephar Pharmaceutical Research, Inc. 
US agent, if applicable N/A 
 
 

Submission(s) 
Assessed 

Document Date Discipline(s) Affected 

   
Original Submission 07/07/2022 All 

General Correspondence 08/02/2022 All 
General Correspondence 08/09/2022 All 

Proprietary Name 
Request 

08/16/2022 All 

Labeling Package 09/22/2022 All 
Response to Quality 
Information Request 

09/30/2022 OPQ - OPMA and ONDP 

Proprietary Name 
Request 

10/07/2022 All 

Response to Clinical 
Information Request 

10/20/2022 Clinical 

Response for Protocol 
Withdrawal 

10/21/2022 Clinical 

Multiple Category 
Submission 

12/30/2022 Clinical and OPQ - ONDP 

Response to Quality 
Information Request 

01/09/2023 OPQ - OPMA 

Response to Quality 
Information Request 

02/09/2023 OPQ – OPMA and ONDP 

Reference ID: 5152645



Multiple Category 
Submission 

02/13/2023 Clinical and OPQ – ONDP 

Patent Certification 02/15/2023 All 
Quality Information 03/01/2023 Clinical and OPQ 

 
QUALITY ASSESSMENT TEAM 

Discipline Primary Assessor Secondary Assessor 
Drug Substance  Sharon Kelly, PhD Lawrence Perez, PhD 

Drug Product Caroline Strasinger, PhD Hamid Shafiei, PhD 
Manufacturing Xiumei Ruan, PhD Christine Falabella, PhD 
Microbiology Xiumei Ruan, PhD Christine Falabella, PhD 

Biopharmaceutics N/A N/A 
Regulatory Business 

Process Manager 
Hanna Lee, Pharm D 

Application Technical 
Lead  

Hamid Shafiei, Ph.D. 

Laboratory (OTR) N/A N/A 
Environmental  Caroline Strasinger, PhD Hamid Shafiei, PhD 
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NDA Executive Summary  

 

1. Application/Product Information  

NDA Number. 215040 

Applicant Name Galephar Pharmaceutical Research, Inc. 

Drug Product Name Tradename (acetylcysteine) 

Dosage Form.   For solution 

Proposed Strength(s)   500mg and 2.5g 

Route of 
Administration 

  Oral 

Maximum Daily Dose 60g 

Rx/OTC Dispensed   Rx 

Proposed Indication 
For prevention or lessening of hepatic injury which may 
occur following the ingestion of a potentially hepatotoxic 
quantity of acetaminophen. 

Drug Product 
Description 

Tradename (acetylcysteine) for oral solution is a powder 
packaged as 500mg and 2.5g strengths in aluminum 
sachets. This drug product is indicated for prevention or 
lessening of hepatic injury which may occur following the 
ingestion of a potentially hepatotoxic quantity of 
acetaminophen. 
 
Starting dose of 140mg/kg and maintenance dose 
70mg/kg every 4 hours are recommended. For example, 
patient greater or equal 100kg are to be treated with a 
starting dose of 15 (six 2.5g strength) dissolved in 300mL 
of diet cola followed by maintenance dose every 4 hours 
for a maximum daily dose of 60g. For pediatric patients 
dosing, it is recommended to dissolve the drug product in 
water and administer the solution to the patients using a 
syringe. 
 
The active moiety acetylcysteine in the drug product is 
supplied as N-acetylcysteine lysine. N-acetylcysteine 
lysine is produced 

 
 This API is manufactured in accordance 
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with the current Good Manufacturing Practices (cGMP) 
requirements and tested against regulatory specification 
that assure the identity, strength, purity, and quality of the 
drug substance at release and throughout its proposed 
retest date. 
 
500mg strength is composed of 948mg N-acetylcysteine 
lysine equivalent to 500ng of acetylcysteine and mg 
povidone . 2.5g strength is composed of 
4740mg of N-acetylcysteine lysine equivalent to 2500mg 
of acetylcysteine and mg of povidone .  

 

This drug product is manufactured in accordance 
with the cGMP requirements and tested against 
regulatory specification that assure the identity, strength, 
purity, and quality of the drug product at release and 
throughout its proposed shelf-life 
 
Based on the stability data that has been submitted to the 
application an expiration dating period (shelf-life) of 24 
months is granted to this drug product. 

Co-packaged product 
information 

None 

 Device information: N/A 

Storage Temperature/ 
Conditions 

Store at 25oC – 25oC (68oF – 77oF); excursion permitted 
15oC – 30oC (59oF – 86oF) [see USP Controlled Room 
Temperature] 

Review Team 

Discipline  Primary  Secondary 

Drug Substance Sharon Kelly, PhD 
Lawrence Perez, 
PhD 

Drug Product/ 
Labeling 

Caroline 
Strasinger, PhD 

Hamid Shafiei, 
PhD 

Manufacturing Xiumei Ruan, PhD 
Christine 
Falabella, PhD 

Biopharmaceutics 
Assadollah Noory, 
PhD 

Tapash  Ghosh, 
PhD 

Microbiology Xiumei Ruan, PhD 
Christine 
Falabella, PhD 
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Other (specify): 
Environmental 
Assessment 
 

Caroline 
Strasinger, PhD 

Hamid Shafiei, 
PhD 

RBPM Hannah Lee, Pharm D 

ATL Hamid Shafiei, PhD 

Consults None 

 

2. Final Overall Recommendation  - 

Complete response 

 
4. Basis for Recommendation:  

a. Summary of Rationale for Recommendation: 
 The applicant of this 505(b)(2) new drug application has provided 

sufficient CMC information to assure the identity, strength, purity, and 
quality of the drug substance, N-acetylcysteine lysine and the drug 
product, Tradename (acetylcysteine) for Oral Solution, 500mg and 
2.5g.  

 The Office of Pharmaceutical Manufacturing Assessment has made 
the overall recommendation of adequate for the facilities involved in 
this application.   

 The CMC PI labeling recommended changes as well as container and 
carton labels have been communicated to the Clinical Review Team. 
However, the labeling negotiation will not be pursued in this review 
cycle since this application will be given a complete response from the 
clinical perspective. 

 The applicant’s request for categorical exclusion from preparation of 
environmental assessment has been found adequate and is granted 

 
Therefore, from the OPQ perspective this NDA is not ready for approval in 
its current form until the CMC labeling deficiencies and recommendations 
are appropriately addressed as per 21 CFR 314.125(b)(6). 
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The CMC PI labeling as well as container and carton labels deficiencies 
are captured in the Labeling Review Chapter (Chapter IV). 

 
b. Is the overall recommendation in agreement with the individual 
discipline recommendations?    Yes 

 
Recommendation by Subdiscipline: 
   Drug Substance      - Adequate 
   Drug Product  - Adequate 
   Quality Labeling  - Inadequate 
   Manufacturing  - Adequate 
   Biopharmaceutics - Adequate 
   Microbiology  - Adequate 

 
 Environmental Assessment:    Categorical Exclusion - Adequate 
 QPA for EA(s):     No 

5.   Life-Cycle Considerations 

Established Conditions per ICH Q12:  No 
Comments: 

 

Comparability Protocols (PACMP):  No 
Comments: 

 
 Additional Lifecycle Comments: 

None 
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QUALITY ASSESSMENT DATA SHEET 
For more details about the items in this template, please see the Quality 

Assessment Data Sheet chapter of the NDA IQA Guide 
 

 
1. RELATED/SUPPORTING DOCUMENTS  
 
A. DMFs: 

DMF # Type Holder 
Item 

Referenced 
Status 

Date 
Assessment 
Completed 

Comments 

III  _______ ___________ Adequate 
Information 
Provided in 
the NDA 

III  _______ ___________ Adequate 
Information 
Provided in 
the NDA 

IV  _______ ___________ Adequate 
Information 
Provided in 
the NDA 

B. OTHER DOCUMENTS: IND, RLD, RS, Approved NDA  

Document Application Number Description 

None -------- ------------ 
 
 

2. CONSULTS 

Discipline Status Recommendation Date Assessor 

Biostatistics N/A    
Pharmacology/Toxicology N/A    
CDRH N/A    
Clinical  N/A    
Other N/A    
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Reference ID: 5152645

2 Page(s) of Draft Labeling have been Withheld in Full as b4 (CCI/TS) 
immediately following this page



��������		
		�
��
��� 
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--------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically. Following this are manifestations of any and all
electronic signatures for this electronic record.
--------------------------------------------------------------------------------------------
/s/
------------------------------------------------------------

HAMID R SHAFIEI
04/03/2023 05:14:04 PM
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