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NDA 22-529 
 

Lorqess, (lorcaserin hydrochloride) tablets 
 

Summary of the Basis for the Recommended Action 
 from Chemistry, Manufacturing, and Controls 

 
Applicant:   Arena Pharmaceuticals, Inc. 
  6166 Nancy Ridge Drive 

San Diego, CA 92121 
 

Indication:   Weight management with a reduced-calorie diet and a program of regular 
exercise. 

 
Presentation: The drug product will be marketed in bottle that are heat induction sealed 
(HIS) with a child resistant (CR) closure. The 60cc bottle with a 100-count fill is intended for 
initial commercial launch. The 10-count blisters will be used as physician samples. The 
product is stored at room temperature, protected from heat and moisture. 
 
 
Establishments Evaluation Report (EER) Status: Acceptable 
 
Consults: EA –    Acceptable 
 Statistics –   N/A 
 Methods Validation – Not recommended 
 Biopharm–  Satisfactory 

Microbiology –  N/A 
 Pharm/toxicology –  Satisfactory 
 
Original Submission: December 18, 2009 
Re-submissions:   N/A 
Post-Approval CMC Agreements: None beyond the typical post-approval stability 
protocol and agreements, there are no other CMC agreements or risk management steps. 
 
Background:  
This is a 505(b)(1) application. The associated IND is IND 69888. The drug substance lorcaserin 
hydrochloride hemihydrate is a New Molecular Entity (NME) and a small synthetic compound. It 
is a selective serotonin 2C agonist indicated for weight management. The drug product is a 10 mg 
(anhydrous) lorcaserin hydrochloride immediate-release tablet. Maximum daily dose is 20 mg 
anhydrous lorcaserin hydrochloride (i.e., two 10-mg tablets daily). 
 
 
 
Drug Substance:  
The USAN and INN name for the drug substance is lorcaserin HCl, which is a new molecular 
entity with one chiral center. Lorcaserin HCl hemihydrate drug substance was granted 
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Conclusion:  Drug product is satisfactory.   
 
Additional Items: All associated Drug Master Files (DMFs) are acceptable or the pertinent 
information has been adequately provided in the application. 
 
Overall Conclusion: The CMC recommendation for NDA 22-529 is approval. There are 
no pending deficiencies to resolve.  
 
 
 
 

Eric Duffy, Ph.D. 
Director, Division III 
ONDQA/CDER 
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DEPARTMENT OF HEALTH & HUMAN SERVICES  Public Health Service 

Food and Drug Administration 
Silver Spring, MD  20993 

CMC Memo to File 
 

To: NDA 
Date 30 Sep 2010 

Sponsor: Arena Pharmaceuticals, Inc. 
Drug: Lorqess (lorcaserin hydrochloride) 

tablets 
Subject Approval recommendation 

Reviewer Dr. Olen Stephens 
 
 Pursuant the overall “acceptable” recommendation given on 29-Sep-2010 for the 
manufacturing facilities by the Office of Compliance and FONSI issued 15-Sep-2010 by the 
OPS Environmental Assessment Team, CMC recommends that NDA application 22-529 be 
approved.  All labeling changes have been communicated to the applicant through the clinical 
project manager.  There are no pending CMC deficiencies. 
 
 
 
 
 
 
 
 
 
 
HFD-/Division File 
HFD-510 
HFD-510/P. Madara 
 
            
        Olen Stephens, Ph.D. 
        Chemistry Reviewer 
 
            
        Ali Al-Hakim, Ph.D. 
        Branch VII Chief, ONDQA 
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Division of Metabolism and Endocrinology Products 

 

NDA: 22529 

Applicant: Arena Pharmaceuticals 

Stamp Date: 18-DEC-2009 

PDUFA Date: 18-OCT-2010 

Proposed Proprietary Name: Lorqess 

Established Name: Lorcaserin hydrochloride hemihydrate 

Dosage form and strength: Immediate release tablet –  

10 mg (lorcaserin HCl, anhydrous) 

Route of Administration: oral 

Indications: Weight management 

 

CMC Lead: Su (Suong) Tran, Branch II/DPA I/ONDQA 

 

ONDQA Fileability: Yes 
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CONSULTS/ CMC 
RELATED REVIEWS 

COMMENT 

Biopharmaceutics May Not Be Applicable: No biowaiver request.  BCS determination 
will be completed by the ClinPharm team. 

CDRH or CBER Not Applicable 
EA The claimed categorical exclusion will be assessed by Primary 

Reviewer. 
EES EER was created and sent to Compliance on 22-JAN-2010 by Don 

Henry (ONDQA PM) 
OSE Labeling consult request will be sent as part of DMEP’s request. 
Methods Validation Validation may be requested of FDA labs after test methods are 

finalized. 
Microbiology May Not Be Applicable: solid oral dosage form. 
Pharm/Tox No impurity/degradant (non-genotoxic) exceeds applicable ICH 

qualification thresholds. A consult may be requested for the 
evaluation of the potential genotoxic impurities. 

 
This is a 505(b)(1) application. The associated IND is IND 69888.  

The drug substance lorcaserin hydrochloride hemihydrate is a New Molecular Entity (NME) and a 

small synthetic compound. It is a selective serotonin 2C agonist indicated for weight management. 

The drug product is a 10 mg (anhydrous) lorcaserin hydrochloride immediate-release tablet. The 

inactive ingredients are: silicified microcrystalline cellulose; hydroxypropyl cellulose NF; 

croscarmellose sodium NF; colloidal silicon dioxide NF, polyvinyl alcohol USP, polyethylene glycol 

NF, titanium dioxide USP, talc USP, FD&C Blue #2 aluminum lake, and magnesium stearate NF. The 

commercial packaging is a 100-count bottle and a 10-count blister pack. The product is stored at room 

temperature, protected from heat and moisture. 

 

Maximum daily dose is 20 mg anhydrous lorcaserin hydrochloride (i.e., two 10-mg tablets 

daily). 
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Has all information requested during the IND phases, and at the pre-NDA meetings been included?  

The NDA includes some information as requested by FDA during the IND development. There is no 

item-by-item response to FDA’s comments, which makes it difficult to assess in the limited time allotted 

for this filing memo/IQA whether the applicant has provided a satisfactory response to each question. 

The primary reviewer will assess the information in the NDA and decide whether issues previously 

raised have been satisfactorily addressed. The reviewer will also confirm that information previously 

agreed upon by FDA and the sponsor has not been changed in its final version in the NDA (for example, 

specifications, packaging systems, etc.) Major issues discussed in FDA letters dated 24-JUN-2008 and 

16-JUN-2006 include: 

o Data package (stability, characterization, dissolution, etc.) to support two different commercial 

manufacturers of the drug substance  and the change in the drug product 

manufacturer (from  phase 3 clinical product to Arena: commercial product) 

o Starting material  (acceptability of its specification) 

o Drug substance specification (acceptability of acceptance criteria and justification for the lack of 

testing for polymorph and particle size) 

o Drug product specification (acceptability of acceptance criteria and justification for the lack of 

testing for dissolution,  impurity, and polymorph) 

o Stability data to support the physician sample packaging 

 

 

(b) (4)

(b) (4)

(b) (4)

(b) (4)
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information (stability, characterization, dissolution, etc.) is adequate to support two different 

commercial manufacturers of the drug substance  The same regulatory 

specification is used by both manufacturers (see copied on pages 19-20 of this review). Based on 

the characterization report, the reviewer will evaluate the adequacy of the proposed specification 

in defining the identity, purity, strength, and consistency of the drug substance. 

• Impurities. Except for the , the impurities are limited at 0.10% as per ICH 

Q3A identification threshold. The   is limited to  and it is 

excluded from qualification and identification thresholds as allowed by ICH Q6A. The 

ClinPharm filing review states that there is no in vitro or in vivo chiral conversion. The applicant 

states that there is no impurity in the  

 

 The reviewer will determine whether the lack 

of specified impurities and the limit on the  impurity are adequately justified based 

on all available data. The reviewer will also evaluate the applicant’s statement that potential 

genotoxic impurities (see structures on page 21 of this review) in the drug substance are present 

at levels less than  and confirm with the PharmTox team that these levels are below the 

threshold of toxicological concern for the maximum daily dose of 20 mg. 

(b) (4)

(b) (4) (b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)
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commercial tablets) lots 3064542R, 0818B002, 0820B008. The clinical lots 0818B002 and 

0820B008 (commercial formulation, blue tablets) are also the primary stability batches and were 

manufactured at the commercial manufacturer Arena GmbH. 

• Noncompendial excipients. Silicified microcrystalline cellulose and  

are noncompendial excipients that are composed of compendial ingredients. None of the 

ingredients is novel. Silicified microcrystalline cellulose  

.  is polyvinyl alcohol  

USP,  NF, titanium dioxide USP, talc USP, FD&C Blue 

#  aluminum lake  The reviewer will evaluate the referenced DMFs 

 (Silicified microcrystalline cellulose) and   as necessary 

and confirm whether the amount of each ingredient is within the levels previously approved for 

other products of the same dosage form and route of administration. 

17 Page(s) has been Withheld in Full as b4 (CCI/TS) immediately following this page

(b) (4)

(b) (4) (b) (4)

(b) (4) (b) (4)

(b) (4) (b) (4)

(b) (4) (b) (4) (b) (4)

(b) (4)
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