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NDA Executive Summary 
1. Application/Product Information 

 

NDA Number. 220305 

Applicant Name Kura Oncology, Inc. 

Drug Product 
Name KOMZIFTITM (ziftomenib) capsules 

Dosage Form.  Capsules 

Proposed 
Strength(s) 

 200 mg 

Route of 
Administration 

Oral 

Maximum Daily Dose 
 600 mg 

Rx/OTC Dispensed Rx 

 
Proposed 
Indication 

KOMZIFTI is a menin inhibitor indicated for the treatment of adult 
patients with relapsed or refractory acute myeloid leukemia (AML) 
with a nucleophosmin 1 (NPM1) mutation. 

 
 Drug Product   
Description 
 

The ziftomenib drug product is supplied as immediate release, size 
00 capsules for oral administration. The capsules are packaged in 
sealed high density polyethylelene (HDPE) bottles with a child 
resistant cap. The Applicant is planning to market only 90’s count 
configuration (submission dated 08/21/2025) 

Co-packaged 
product 
information 

 
N/A 

Device 
information: 

N/A  



 

 

Storage 
Temperature/ 
Conditions 

Store at USP controlled room temperature 20°C to 25°C 
(68°F to 77°F). Excursions permitted between 15°C and 30°C 
(59°F to 86°F).  

 
 
 
 
 
 
 
 

 
Review Team 

Discipline Primary Secondary 

Drug Substance Kabir Shahjahan Haripada Sarker 

Drug Product/ 
Labeling 

 
Damien Duveau  

Shalini Anand/David 
Claffey 

Manufacturing Quamrul Majumder Christine Falabella 

Biopharmaceutics Alaadin Alayoubi Anitha Govada 

Microbiology N/A N/A  

Other (specify):  
N/A 

 
N/A 

RBPM Janell Artis 

ATL Shalini Anand 

 
Consults 

 

 
N/A 

 
2. Final Overall Recommendation - Approval 

3. Action Letter Information 

a. Expiration Dating: An expiration dating period of 30 months is granted for 

the drug product when stored and transported at 2°C to 8°C (36°F to 46°F). 

After receipt, patient may store at room temperature 20°C to 25°C (68°F to 

77°F). Do NOT exceed 30°C (86°F).  

b. Additional Comments for Action: n/a 

 
4. Basis for Recommendation: 

a. Summary of Rationale for Recommendation: 

 
OPQ recommends APPROVAL of NDA 220305 for the commercialization of KOMZIFTITM 

(ziftomenib) capsules. Based on our evaluation of the available information, the Applicant 



 

 

provided sufficient information to support an approval recommendation from the drug 

product quality perspective. The Applicant provided adequate information 

on the proposed drug product to ensure the identity, strength, purity, and quality of the 

proposed drug product. The overall manufacturing inspection recommendation is approval 

for all the facilities associated with this application. The proposed labeling and labels 

include adequate information to meet the regulatory requirements. 

 
a. Is the overall recommendation in agreement with the individual 

discipline recommendations? Yes 

 
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 

2. Life-Cycle Considerations 

Established Conditions per ICH Q12: No 
Comments: 

 
Comparability Protocols (PACMP): No 

Comments: N/A 

Additional Lifecycle Comments: N/A 
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1.2 FULL PRESCRIBING INFORMATION 

1.2.1 Section 2 (DOSAGE AND ADMINISTRATION)9 

                                                      
9 See § 201.57(c)(3); draft guidance: Dosage and Administration Section of Labeling for Human Prescription 

Drug and Biological Products — Content and Format (January 2023); Labeling Review Tool (March 2022, 
page 25) 

(b) (4)
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3.0 CONTAINER AND CARTON LABELING25 

 

3.1 Container Labels26  

 

 

3.2 Carton Labeling 

The Applicant did not submit any carton labeling. 

 

                                                      
25 Carton and Container Labeling Resources 
26 Per § 201.10(h)(2)(i)(1), if the drug container is too small to bear all labeling information required by section 

502(e)(1)(A)(ii) and (B) of the FD&C Act, the container label should bear: proprietary name, established 
name, lot number, the name of the manufacturer, packer, or distributor of the drug. 

(b) (4)
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Ziftomenib is a BCS Class II (low solubility/high permeability) drug substance. The Applicant has adequately 

justified the selection of 0.01 N HCl as the dissolution medium based on solubility studies demonstrating pH-

dependent solubility, with adequate sink conditions achieved in acidic media and low solubility at neutral pH. 

The use of a paddle speed of 60 rpm with USP Apparatus II was supported by dissolution studies showing 

that higher speeds (e.g., 75 rpm) led to overly rapid dissolution, while lower speeds (50 rpm) resulted in 

incomplete release. The proposed method was shown to be capable of detecting differences in dissolution 

profiles due to variations in critical material and process attributes, including API particle size and  

 parameters, and to a lesser extent, formulation variables such as content. All tested 

batches, including clinical and registration lots, achieved the proposed acceptance criterion of NLT % drug 

release in 45 minutes. The final method and acceptance criteria are considered adequate for quality control 

purposes. Additionally, the proposed to-be-marketed (commercial/registration) formulation is identical to the 

clinical formulation used in the pivotal BA/BE studies. Therefore, from a biopharmaceutics perspective, 

formulation bridging between the clinical and registration batches is not required. 

 

List of Submissions Being Assessed: 

 

SDN # Date Documents Assessed 

1 03/31/2025 Original NDA Submission 

6 05/23/2025 Updated Dissolution Method Development Report 

11 06/23/2025 Information Request Response 

 

Concise Description of Outstanding Issues (list bullet points with key information and 

update as needed):  
 

None 

Apparatus Speed 
Medium and 

Temperature 
Volume Acceptance criterion 

 USP  

  Apparatus II (Paddle) 
  60 rpm    0.01 N HCl, 37 °C  900 mL   Q =  % in 45 minutes 

(b) (4)

(b) (4)

(b) 
(4)

(b) 
(4)







 
 

solubility decreasing as pH increases. Sink conditions (solubility > 0.67 mg/mL) were achieved in acidic 

media, but not in alkaline conditions. The submitted data indicate that Ziftomenib is a poorly soluble drug 

substance according to BCS criteria.  

 

Permeability: 

Ziftomenib demonstrated moderate permeability (permeability coefficient [A to B] = 2.69×10-6 cm/s) and 

was determined to be not a P-gp substrate in human colorectal adenocarcinoma (Caco-2) cells (efflux 

ratio=1.5, determined in the study KO-ADME-0037).  

 

Dissolution:    

Ziftomenib Capsules demonstrated complete and rapid dissolution, as shown for the representative 

registration stability batch (CPYKG) in Figure 1 
 

Figure 1: Dissolution profile of representative registration stability batch (CPYKG) at 16 months (25°C/60% 

RH) for the proposed drug product Ziftomenib Capsules 200 mg using the proposed dissolution method. 
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(b) (4)



 
 

B.2 DISSOLUTION METHOD AND ACCEPTANCE CRITERIA 

Assessment: Adequate  

 
(b) (4)

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



 

Based on the submitted data, Apparatus II with dissolution medium 0.01N HCl at 60 rpm paddle speed were 

selected as the optimal dissolution parameters.  

 

      Reviewer’s Assessment:  
Solubility studies demonstrated that Ziftomenib API exhibited the highest solubility in 0.01 N HCl, meeting 

sink conditions  

 

 

 Based on these findings, the selection 

of 0.01 N HCl as the dissolution medium is considered acceptable. 

During the IND-phase review of the dissolution method, the initially proposed paddle speed of  rpm was 

deemed unacceptable  

. In alignment with this feedback, the 

Applicant proposed a paddle speed of 60 rpm in the submitted NDA, which was supported by data 

demonstrating reasonable dissolution profiles with relatively low variability. Although the Applicant did not 

formally evaluate different medium volumes, the selected volume of 900 mL was considered appropriate, as 

it ensured adequate sink conditions for the proposed drug product and is scientifically justified. 

 

(b) (4)

(b) (4)

(b) 
(4)

(b) (4)



 
 

Evaluation of the discriminating ability of the proposed dissolution method: 

 
To demonstrate the discriminating ability of the proposed dissolution method for Ziftomenib Capsules 200 

mg, the Applicant conducted a series of studies evaluating the impact of formulation, process variables, and 

API particle size on the dissolution profile. 

 

 

 

 

 

 

 

 

 

 

(b) (4)











 
 

B.3. DRUG PRODUCT BRIDGING 
 

Assessment: Adequate 
 

Formulation Bridging: N/A 
 

The proposed to-be-marketed/commercial/registration formulation is same as that of the clinical formulation 

(used in the Pivotal BA/BE Studies). Therefore, from a biopharmaceutics standpoint, formulation bridging 

is not required between the registration batches and the batches studied in the pivotal clinical trials. 
 

B.4. BIOWAIVER REQUEST 

 

Assessment: N/A 

 

There was no request for biowaiver nor needed. The drug product is proposed to be marketed in one strength 

only, Ziftomenib Capsules, 200 mg.   

 

BIOPHARMACEUTICS LIST OF DEFICIENCIES 

 None  

 

 



 
 

Appendix. Biopharmaceutics Information Requests 

 

Biopharmaceutics Information Request #1 dated 06/16/2025: 

 

We acknowledge receipt of your updated dissolution method development report (Sequence #0005, dated: 

5/23/2025) in which you propose to use an in-house dissolution method [USP Apparatus II (Paddle), 900 

mL of 0.01 N HCl, 60 rpm] for the proposed drug product Ziftomenib Capsules, 200 mg. Upon review, the 

proposed dissolution method is deemed adequate. However, the proposed dissolution acceptance criterion 

of "Q = % in 45 minutes" is considered too  to ensure adequate quality control (QC) for the 

proposed drug product. In general, the selection of sampling timepoint for setting the acceptance criterion 

should be based on the dissolution data of the clinical/ registration batches, where NLT % (Q) dissolution 

occurs. Note that the dissolution acceptance criterion is set based on the n=12 data from clinical/ registration 

batches. Therefore, sometimes stage 2 testing and occasionally stage 3 testing may be needed. If dissolution 

failures are observed on stability, then these failures should be described. Discuss any corrective actions to 

avert such dissolution failures and provide a new batch data to demonstrate correction of the issue, if needed. 

 

Implement the recommended acceptance criterion for your drug product at both release and stability and 

update the drug product release and stability specifications with the revised acceptance criterion for the 

dissolution test accordingly. 

 

Link to the Applicant’s Response dated 06/23/25: 

\\CDSESUB1\EVSPROD\nda220305\0011\m1\us\response-to-fda-cmc-ir-5-dated-june-16-2025.pdf 

(b) 
(4)

(b) (4)

(b) 
(4)



 
 

Primary Biopharmaceutics 

Assessor’s Name and Date:  

 

Alaadin Alayoubi, Ph.D. (07/28/2025) 

 

Secondary Assessor Name and Date: 
 

Anitha Govada, Ph.D. (07/28/2025) 
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