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LABELING

{For NDA only}

R Regional Information

1.14 Labeling

Physician’s Insert

Additions are in red.

3 DOSAGE FORMS AND STRENGTHS
TRADENAME is a combination of lesinurad and allopurinol.  TRADENAME tablets are available in the following oral 
dosage forms and strengths:

• 200 mg/200 mg, capsule-shaped tablets are light orange film coated tablets debossed with “LES200” above 
“ALO200”.

• 200 mg/300 mg, capsule-shaped tablets are dark orange film coated tablets debossed with “LES200” above 
“ALO300”.

11 DESCRIPTION
TRADENAME (lesinurad and allopurinol) capsule-shaped tablets contain 2 oral medications used in the treatment of 
hyperuricemia:  lesinurad and allopurinol.  Lesinurad is a URAT1 inhibitor and allopurinol is a xanthine oxidase inhibitor.

Lesinurad

Lesinurad has the following chemical name: 2-((5-bromo-4-(4-cyclopropylnaphthalen-1-yl)-4H-1,2,4-triazol-3-
yl)thio)acetic acid.  The molecular formula is C17H14BrN3O2S and the molecular weight is 404.28.  The structural formula 
is:

Table 1:  TRADENAME Tablet Presentations

Tablet Strength

(Lesinurad/Allopurinol)

Film-Coated Tablet Tablet Markings Pack Size NDC Code

200/200 mg Light orange film 
coated, capsule-
shaped tablet

Debossed with 
“LES200” above 
“ALO200”

Bottle of 5 tablets

Bottle of 30 tablets

Bottle of 90 tablets

XXXXXXX

200/300 mg Dark orange film 
coated, capsule-

Debossed with 
“LES200” above 

Bottle of 5 tablets XXXXXXX



shaped tablet “ALO300” Bottle of 30 tablets

Bottle of 90 tablets

16.2 Storage and Handling
. Store at 20° to 25°C (68° to 77°F); excursions permitted from 15° to 30°C (59° to 86°F) [see USP 

Controlled Room Temperature].

Immediate Container Label 

(b) (4)

(b) (4)



Reviewer’s Assessment: All regulatory requirements from a CMC perspective have been satisfied. 

Reviewer’s Assessment: No carton label was presented.

List of Deficiencies:

(b) (4)
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OFFICE OF PHARMACEUTICAL QUALITY
FILING REVIEW

lower than 5 in the genotox screens.
44. Continuous Manufacturing
45. Other unique manufacturing process1

46. Use of Models for Release (IVIVC, dissolution 
models for real time release).

GastroPlus (absorption model) was used to 
support the dissolution and allopurinol particle 
size acceptance criteria

47. New delivery system or dosage form1

48. Novel BE study designs For clinical pharmacology to address
49. New product design1

50. Other_____________________
1Contact Office of Testing and Research for review team considerations
2Contact Post Marketing Assessment staff for review team considerations

C. FILING CONSIDERATIONS
Parameter Yes No N/A Comment

GENERAL/ADMINISTRATIVE 
1. Has an environmental assessment report or 

categorical exclusion been provided?
Expected (aquatic) Introduction 
Concentration less than 1 ppb for both 
APIs

2. Is the Quality Overall Summary (QOS) organized 
adequately and legible? Is there sufficient 
information in the following sections to conduct a 
review?

Drug Substance
Drug Product
Appendices

o Facilities and Equipment
o Adventitious Agents Safety 

Evaluation
o Novel Excipients

Regional Information
o Executed Batch Records
o Method Validation Package
o Comparability Protocols

FACILITY INFORMATION
3. Are drug substance manufacturing sites, drug 

product manufacturing sites, and additional 
manufacturing, packaging and control/testing 
laboratory sites identified on FDA Form 356h or 
associated continuation sheet?  For a naturally-
derived API only, are the facilities responsible for 
critical intermediate or crude API manufacturing, or 
performing upstream steps, specified in the 
application?  If not, has a justification been 
provided for this omission? For each site, does the 
application list:

Name of facility,
Full address of facility including street, city, 
state, country 
FEI number for facility (if previously registered 
with FDA)

Eight (8) sites are listed on 356h (three 
drug product manufacturing sites, four 
lesinurad related sites, and one 
allopurinol related site); the 356h fails to 
include the associated DMF number for 

)(b) (4)
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C. FILING CONSIDERATIONS
container closure system
stability
o Includes data establishing stability of the 

product through the proposed dating period 
and a stability protocol describing the test 
methods used and time intervals for 
product assessment

DRUG PRODUCT INFORMATION
7. Is the Drug Product section [3.2.P] organized 

adequately and legible? Is there sufficient 
information in the following sections to conduct a 
review?

Description and Composition of the Drug 
Product 
Pharmaceutical Development 
o Includes descriptions of changes in the 

manufacturing process from material used 
in clinical to commercial production lots

o Includes complete description of product 
lots and their uses during development

Manufacture 
o If sterile, are sterilization validation studies 

submitted? For aseptic processes, are 
bacterial challenge studies submitted to 
support the proposed filter?

Control of Excipients 
Control of Drug Product 
o Includes production data on drug product 

manufactured in the facility intended to be 
licensed (including pilot facilities) using 
the final production process(es)

o Includes data to demonstrate process 
consistency (i.e. data on process validation 
lots)

o Includes data to demonstrate comparability 
of product to be marketed to that used in 
the clinical trials (when significant changes 
in manufacturing processes or facilities 
have occurred)

o Analytical validation package for release 
test procedures, including dissolution

Reference Standards or Materials 
Container Closure System 
o Include data outlined in container closure 

guidance document
Stability 
o Includes data establishing stability of the 

product through the proposed dating period 
and a stability protocol describing the test 
methods used and time intervals for 

There are some references made to the 
approved NDA 207988 for information 
(e.g., reference standards for lesinurad 
and related compounds); whether or not 
the stability data establishes the drug 
product stability through the proposed 
dating period will need to be determined 
by the drug product reviewer







OFFICE OF PHARMACEUTICAL QUALITY
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C. FILING CONSIDERATIONS
15. Are Executed Batch Records for drug substance (if 

applicable) and drug product available?  
16. Are the following information available in the 

Appendices for Biotech Products [3.2.A]?
facilities and equipment
o manufacturing flow; adjacent areas
o other products in facility
o equipment dedication, preparation, 

sterilization and storage
o procedures and design features to prevent 

contamination and cross-contamination
adventitious agents safety evaluation (viral and 
non-viral) e.g.:
o avoidance and control procedures
o cell line qualification 
o other materials of biological origin
o viral testing of unprocessed bulk
o viral clearance studies
o testing at appropriate stages of production
novel excipients

17. Are the following information available for Biotech 
Products:

Compliance to 21 CFR 610.9: If not using a 
test method or process specified by regulation, 
data are provided to show the alternate is 
equivalent to that specified by regulation.  For 
example:

o LAL instead of rabbit pyrogen
o Mycoplasma

Compliance to 21 CFR 601.2(a):  Identification by 
lot number and submission upon request, of 
sample(s) representative of the product to be 
marketed with summaries of test results for those 
samples

Biopharmaceutics Information Requests

We are in the process of reviewing your NDA and have identified the lack of some relevant 
information. In order to continue reviewing your submission, provide the following 
information/data.

1.  It is noted that mean % dissolved data along with observed ranges obtained with the 
proposed QC dissolution method are submitted for the to-be-marketed batches of both fixed 
dose combination (FDC) strengths [200mg/200mg - Lot # AAAE, AAAF, AAAG, PAAB; 
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200mg/300mg – Lot # SAAF, SAAH, SAAG, RAAB; 0000(1), 3.2.P.5.4, Batch Analyses]; 
however, this is incomplete. Submit complete QC dissolution data (individual, mean, SD, 
%RSD, profiles) generated on these batches.

2.  Include the dissolution medium sampling volume and filter type that will be employed for 
filtration in the analytical procedure for dissolution (3.2.P.5.2). It is noted that dissolution 
method development report includes filter compatibility study in Appendix H (Method 
validation summary); however, details about drug filter compatibility study is not included in 
the  validation report of the current submission [0000(1), 3.2.P.5.3]. Include the above 
information and provide updated report on “Validation of Analytical Procedure for 
Dissolution”. 

3. Provide details on the change made in process parameters for manufacturing  
batch used to demonstrate discriminating ability of the proposed QC dissolution method.

4. Provide dissolution similarity (e.g., f2 values) for all batches (comparing test and reference) 
used in the dissolution method discriminating ability study [0000(1), 3.2.P.2., Dissolution 
Method (AR-594-FDCA-004-1.0)].

5. Several hyperlinks in the dissolution method development report [0000(1), 3.2.P.2., AR-594-
FDCA-004-1.0] do not work (e.g., references 11.9 to 11.13). Provide an updated dissolution 
method development report with active hyperlinks.

6.

(b) (4)

(b) (4)
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7. It is acknowledged that in silico PBPK datasets for the single agent Lesinurad drug product 
are submitted; however, the same is not submitted for the FDC drug product. In order to 
evaluate your modeling approach for particle size distribution and dissolution specifications, 
provide complete in silico PBPK datasets of the FDC product used for model development, 
optimization, validation, and application (e.g., Gastroplus compatible files including but not 
limited to *.mdb, *.cat, *.dsd, *.opd, *.spd, *.stc files). Include detailed model descriptions 
and raw data used for in silico modeling (model development, optimization, validation, and 
application) including but not limited to physicochemical parameters, in vitro dissolution 
profiles, in vivo plasma drug concentration time profiles, and virtual BE trials. Submit this 
information in module 5.3.1.3. As experienced with NDA 207988, if there is validation error 
on placing *.mdb files under 5.3.1.3, consider placing these files in module 1 (e.g., module 
1.11). It is noted that *.mdb Gastroplus file is not submitted for cross referenced NDA 
207988 (Lesinurad IR tablets). Submit this file under module suggested above. Also, submit 
datasets used for BE analysis performed in Phoenix WinNonlin.

8. It is stated in the PBPK report for the FDC product [0000(1), 5.3.1.3., SR16-019] that 
virtual dissolution profile used in virtual trial simulation to justify the proposed dissolution 
specification was generated by adjusting the identified sensitive time scale parameter A of 
the Weibull release profile. Provide the entire virtual % dissolved-time data in tabular 
format used in the simulation.

9. Elaborate on the use of plasma drug concentration time profile and pharmacokinetic data 
only from three subjects (subject 9002, 9003, and 9016; 0000(1), 5.3.1.3., SR16-019) for 
parameter sensitivity analysis (PSA) and simulation for justification on both the proposed 
particle size distribution and dissolution specifications. It is stated in the PBPK report for the 
FDC product about high variability of stomach emptying and the clearance and varying 
systemic clearance in these subjects and Table 29 and Table 30 are referenced. However, 
this is not evident from Table 29 and Table 30 [e.g., Clearnace (CL) column of Table 29 and 
Table 30]. Explain clearly the rationale on the use of PK data from three subjects versus all 
subjects from study 501 (Pivotal BE study) for parameter sensitivity analysis and simulation.

(b) (4)
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