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NDA Executive Summary  

 

1. Application/Product Information  

NDA Number. 215727 

Applicant Name Agepha Pharma Middle East Trading LLC 

Drug Product 
Name 

LODOCO (colchicine) tablets  

Dosage Form.   Tablet 

Proposed 
Strength(s) 

  0.5 mg 

Route of 
Administration 

  Oral 

Maximum Daily 
Dose 

  0.5 mg 

Rx/OTC 
Dispensed 

  Rx 

Proposed 
Indication 

To reduce the risk of myocardial infarction (MI), stroke, coronary 
revascularization,  

, and cardiovascular death among patients with 
established atherosclerotic disease or with multiple risk factors for 
cardiovascular disease. 

Drug Product 
Description 

White to slightly yellow, round, biconvex tablets, debossed with 
‘L1’ on one side and plain on the other side. 

Co-packaged 
product 
information 

N/A 

 Device 
information: 

N/A 

Storage 
Temperature/ 
Conditions 

20°C to 25°C (68°F to 77°F), in carton to protect from light. 

Review Team Discipline  Primary  Secondary 
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Drug Substance 
Ben Zhang 
OPQ/ONDP/DNDAPI/NDB3 

Zhengfu Wang 
OPQ/ONDP/DNDAPI/NDB3 

Drug Product/ 
Labeling 

Rao Kambhampati 
OPQ/ONDP/DNDPIII/NDPB5 

Theodore Carver 
OPQ/ONDP/DNDPIII/NDPB5 

Manufacturing 
Nancy Waites 
OPQ/OPMA/DPMAIII/PMB7 

Alexander Gontcharov 
OPQ/OPMA/DPMAIII/PMB7 

Biopharmaceutics 
Nadia Ahmed 
OPQ/ONDP/DB/BB3 

Haritha Mandula 
OPQ/ONDP/DB/BB3 

Microbiology N/A  

Other (specify): 
 
 

N/A  

RBPM 
Grafton Adams 
OPQ/OPRO/DRBPMI/RBPMB2 

ATL 
Theodore Carver 
OPQ/ONDP/DNDPIII/NDPB5 

Consults N/A 

 

2. Final Overall Recommendation  - Approval 

3. Action Letter Information 

a. Expiration Dating: 

A shelf life of 18 months is granted for the drug product when stored at 20 to 

25 oC in the original package to protect from light.  

b. Additional Comments for Action: None. 

 

4. Basis for Recommendation:  

a. Summary of Rationale for Recommendation: 

 

1.) Background 

The Applicant, Agepha Pharma, has submitted a 505(b)(2) NDA seeking 

marketing approval for LODOCO (Colchicine tablets), 0.5 mg, which is 

indicated to reduce the risk of myocardial infarction (MI), stroke, coronary 
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revascularization, , 

and cardiovascular death among patients with established atherosclerotic 

disease or with multiple risk factors for cardiovascular disease. The 

application relies on published literature, FDA’s previous findings for 

approved products including published clinical studies, and in vitro bridging 

data. NDA 215727 was initially submitted on April 13, 2022, and a refusal-to-

file was issued for this NDA on June 11, 2022, due to nonclinical and labeling 

deficiencies. The Applicant resubmitted NDA 215727 on September 19, 2022. 

On February 23, 2023, the FDA extended the review goal date by three 

months due to a major CMC amendment submitted by the Applicant, which 

included information addressing deficiencies identified during the review (see 

drug product review summary below). 

 

2.) Drug Substance (Colchicine) 

Colchicine is a small molecule, a single diastereomer extracted from Gloriosa 

Superba seeds  using a well-established manufacturing process. 

The  

 polymorphism and particle size of the drug 

substance are not critical quality attributes with respect to the drug product. 

The proposed drug substance specification included in the NDA was found 

during the review to be adequate to support the quality of the drug substance. 

All CMC information was cross-referenced to DMF  which has been 

reviewed and found adequate to support this NDA, including all recent 

amendments.  

 

3.) Drug Product (Colchicine Tablets) 

The drug product is immediate-release tablets containing colchicine, lactose 

monohydrate, gelatin, potato starch, talc, and magnesium stearate. All 

excipients are manufactured to compendial standards and animal-derived 

excipients are from appropriate sources certified to be BSE/TSE-free. The 

specification includes appropriate tests and acceptance criteria to confirm the 

drug product quality. The acceptance criteria for impurities were found to be 

acceptable based on limits for degradants in the drug substance specification, 

levels measured in the reference drug products, and compendial impurity 

limits. The initial manufacturing process submitted in the original NDA did not 

include  

. In response to information requests and teleconference held on 

February 10th, 2023, the Applicant agreed to add  to the drug 

product manufacturing process and submitted an amendment including the 

 batch data , which was 

reviewed and found to be adequate after an extension of the review period. 

The drug product primary packaging is a 30-count blister card contained in a 
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carton as the secondary packaging. Based on 18 months long-term stability 

data for three drug product batches manufactured at commercial scale, the 

drug product is stable for 18 months when stored at 25 oC and protected from 

light by storing the blister pack in the carton.  

 

4.) Manufacturing 

Process - The manufacturing process for the 0.5 mg tablets was developed 

based on a well-established process  

 The manufacturing process consists of  

 

. As indicated above, the 

manufacturing process was revised . Overall, the 

process was found to be adequate to support the quality of the colchicine 

tablet drug product after clarifications and revisions to the process 

description, master and executed batch records, and in-process controls, 

including . 

Facilities – The facilities were each determined to be approvable based on 

previous history, with an overall recommendation to approve the NDA with 

respect to manufacturing and facilities. See the Table 2, Facilities Table, on 

page 2 of the manufacturing review in the Integrated Quality Assessment. 

 

5.) Biopharmaceutics 

The biopharmaceutics review included review of the proposed dissolution 

method and review of physicochemical data to support a scientific bridge 

between the proposed and reference drug products. With regards to the 

dissolution method, the method was found to be adequate based on the 

Applicant’s responses to information requests, clarification regarding the 

proposed BCS classification, and revised dissolution acceptance criteria. The 

biopharmaceutics review concluded that comparative dissolution profiles for 

test and reference drug product demonstrate rapid dissolution for all drug 

products tested. The review recommended approval from the 

biopharmaceutics perspective. 

 

6.) Quality Labeling 

The prescribing information and container labeling were found to be adequate 

based on the Applicant’s agreement to implement changes recommended by 

the review team, which will be confirmed in the final labeling to be submitted 

by the Applicant. 

 

b. Is the overall recommendation in agreement with the individual 

discipline recommendations?    Yes 
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Recommendation by Subdiscipline: 

   Drug Substance      - Adequate 

   Drug Product  - Adequate 

   Quality Labeling  - Adequate 

   Manufacturing  - Adequate 

   Biopharmaceutics - Adequate 

   Microbiology  - N/A 
 

 Environmental Assessment:    Categorical Exclusion - Adequate 

 QPA for EA(s):     No 

5.   Life-Cycle Considerations: None. 

Established Conditions per ICH Q12:  No 
Comments: N/A 

 

Comparability Protocols (PACMP):  No 
Comments: N/A 

 
 Additional Lifecycle Comments: 

None. 
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