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QUALITY ASSESSMENT

Quality Review Data Sheet

1. RELATED/SUPPORTING DOCUMENTS

A. DMFs:
Item Date Review
DMF # T Holde Status C ts
ype ofder Referenced A Completed ommen

TypeIll Acceptable These DMFs
are currently

TypeIll Acceptable referred to in
several

TypeIll Acceptable approved
NDA and

TypeIll Acceptable ANDA for
same dosage

TypeIll Acceptable form

TypeIll Acceptable

TypeIll Acceptable

TypeIll Acceptable

TypeIll Acceptable
These DMFs
were notused.

B. Other Documents: /ND, RLD, or sister applications
DOCUMENT | APPLICATION NUMBER DESCRIPTION

IND 72775 Initial IND for PF-00299804

2. CONSULTS
None
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QUALITY ASSESSMENT

Executive Summary

I. Recommendations and Conclusion on Approvability

This NDA is recommended for APPROVAL from the Quality point of view.

II.  Summary of Quality Assessments
A. Product Overview

NDA 211288 was submitted under section S05(b)(1) in support of the use of
dacomitinib (Vizimpro™) for the first-line tre atment of patie nts with ]

me tastatic non-small cell lung cancer (NSCLC) with epidermal
growth factor receptor (EGFR) @® mutations as detected by an FDA-
approved test. The FDA granted priority review for the application. In addition,
dacomitinib received an Orphan Drug Designation for treatment of non-small cell
lung cancer with epidermal growth factor receptor activating mutations.

Vizimpro (dacomitinib) Tablets (15,30 and 45 mg) are manufactured utilizing an
imme diate release formulation designed for oral adminis tration. The commercial
blue film-coated tablets are de-bossed with ‘Pfizer’ on one side. The 15 mg, 30 mg
and 45 mg strengths are differentiated by tablet size (6.35 mm, 7.5 mm, 9.0 mm),
and de-bossing of ‘DCB 15°, ‘DCB 30’ and ‘DCB 45°, on the other side. Tablets
are packaged in high-density polyethylene (HDPE) bottles, containing 1g

desiccant, along with a ®® closure that includes a heat induction

seal liner.

Proposed Indication(s) including Vizmpro (dacomitmib) Tablets 1s mdicated for the
Intennde d Patient Population first-line treatment of patients with | 2

metastatic non-small cell hng cancer
(NSCLC) with epidermal growth factor receptor
(EGFR) @@ mutations as detected by an
FDA-approved test

Duration of Treatment The recommended dose of Dacomitmib Tablets is
45 mg taken orally once daily, until disease
progression or unacceptable toxicity occurs.

Dose reduction to 30 mg and then 15 mg for
adverse events

Maximum Daily Dose N/A
Alternative Methods of N/A
Administration
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QUALITY ASSESSMENT

B. Quality Assessment Overview
Drug Substance:
Dacomitinib is a white to pale yellow, non-hygroscopic powder that is soluble n water at
pH 1 at 25°C, with solubility decreasmg to less than 0.001 mg/mL atpH 8. The drug
substance is crystallme, with three known polymorphs. The thermodynamically favored
(meltmg pomt 115.6°C) was used throughout the clnical development and is
proposed for commercial manufacturing of the proposed product.
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(2E)-N-{4-[(3-chloro-4-fluorophenyl)amino]-7-methoxyquinazolin-6-
yl}-4-(piperidin-1-yl)but-2-enamide monohydrate

Chemical Formula: C54H,7,CIFN5O;
Molecular Weight: 487.96
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QUALITY ASSESSMENT

manufacturmg process or the dissolution. The crystal form is not controlled as the
applicant demonstrated that under all the conditions studied in the IND and this NDA, (3
The applicant provided a risk assessment for
elemental mpurities consistent with ICH Q3D and is evaluated by the drug product
reviewer. The analytical methods and the validation data presented by the applicant appear
to be appropriate for this product and establish adequate controls for the quality of the
drug product. The applicant provided batch release data for several clmical batches and
three clnical batches. All the batches conform to the proposed specifications and show
mmmal mpurities or degradants. by

The applicant confirmed that all the mgredients used m the contamer closure
system conform to the relevant sections m the CFR for food contact. The applicant
provided 48-month stability data for three registration batches of the drug substance under
long term storage conditions and 6 months of data under accelerated conditions. No
changes or trends are observed. The applicant mchided assay m the stability testmg
protocol m response to the IR dated May 01, 2018. o)

stability was found acceptable. Based on the data provided m this submussion,
the proposed retest period of ggmonths when stored at ®®o4RH in the proposed
contamer closure is acceptable.

Drug Product:
Vizimpro (dacomitmib) Tablets (15, 30 and 45 mg) are comprised of an immediate release

blue film-coated formulation for oral admmistration. me

The proposed commercial tablets are de-bossed with
‘Ptizer’ on one side. The 15 mg, 30 mg and 45 mg strengths are differentiated by tablet
size (6.35 mm, 7.5 mm, 9.0 mm), and de-bossmg of ‘DCB 15°, ‘DCB 30’ and ‘DCB 45°,
on the other side. Only compendial excipients [microcrystalline cellulose, lactose
monohydrate, sodmm starch glycolate, magnesmm stearate, Opadry II Blue 85F30716
(contammg polyvinyl alcohol—partially hydrolyzed, talc, titanmm dioxide, macrogol/PEG
3350 and FD&C Blue #2/Indigo Carmme Alummum Lake) common for oral formulations
are used for the manufacture of tablets. Tablets are packaged m high-density polyethylene
(HDPE) bottles contammg 1g desiccant with ®® Closure that includes a
heat mduction seal lImer. The contamer closure system utilized for the 30 count bottles for
dacomitmib 15 mg, 30 mg and 45 mg film-coated tablets comply with the standards set by
the Consumer Product Safety Commussion (CPSC)m 16 CFR 1700.

(b) (4)

The proposed commercial configuration of 30 count m 60 mL bottle that was not studied
m the registration stability is bracketed by the 7 count m 45 mL bottle and the 100 count m
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QUALITY ASSESSMENT

(b) (4)

60 mL bottle. Dacomitmib 15 mg, 30 mg and 45 mg tablet strengths are made

Three batches of the lowest (15 mg) and highest strengths (45 mg) were
placed on stability, bracketmg a smgle batch of the middle strength (30 mg). Bracketmg
was also implemented for bottle counts with only the 7 and 100 count bottles bemg tested.
The lowest and highest bottle counts have the highest and lowest o

/tablet (respectively), thus representmg the extremes m terms of

per dosage unit. The 28-count bottle was bracketed and no active testmg was
performed. The matrix testmg approach (1/3 reduced testmg as described m ICH QI1D) is
detailed m the application and was reviewed m Section P.8 of this review. Per
recommendation m Pre-NDA CMC specific meetmg dated 14-JUL-2017, applicant
provided a risk assessment per ICD Q3D for Elemental Impurities (EI). The acceptable
levels for the mdividual ElIs are set based on ICH Q3D PDEs.

(b) (4)

Drug product is release tested for: Appearance, Identification, Assay, Impurities,
Dissolution, Content Uniformity ®® per ICH Q1A(R2), a primary
stability program consistmg of dacomitmib 15 mg, 30 mg and 45 mg tablets packaged m
HDPE bottles with desiccant, was completed through 48 months at the storage condition
of 30°C/75% RH and 6 months at the accelerated storage condition of 40°C/75 % RH. One
of the stability batches was also used m the stress and the photostability testmg. The stress
testmg was conducted to evaluate the mpact of environmental stress such as temperature
and humidity to the product quality. The photostability testmg was conducted per ICH
QIB guidelme “Stability Testmg: Photostability Testmg of New Drug Substances and
Products”. All results support the proposed acceptance criteria of assay and impurit?fb;w

Based on the 48-months stability data for 7 batches from the primary program,
the proposed exprration period is 48-months when stored at controlled room temperature
for all three product strengths packaged m HDPE bottles with desiccant (see table m
section P.8 under Reviewer’s Assessment). A 48-month_shelf-life (at Store at 20°C to
25°C (68°F to 77°F); excursions permitted between 15°C to 30°C (59°F to 86°F) may be
granted.

Facilities:

The drug substance (dacomitmib) is manufactured and tested by Pfizer Ireland
Pharmaceuticals (FEI #3002807852). The site was last mspected by FDA on 01/2018
and was classified as VAL The facility was determmed to be acceptable based on file

review.

The drug product [Vizmpro (dacomitmib) Tablets (15, 30 and 45 mg)] is manufactured,
release tested and packaged (primary: bottles) by Pfizer Manufacturing Deutschland
GmbH (FEI: 3002807097). The site was last mspected by FDA and classified as NAI
with the drug profile classes covered “CHG”, “TCM” and “TCT”. The site was
determmed to be acceptable based on file review.

Pfizer Pharmaceuticals LLC (FEL: 2623619), e
Iisted as both performmg secondary packagmg and overseemg fmal
product release. No further evaluation needed for these two sites as Pfizer Manufacturing
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QUALITY ASSESSMENT

Deutschland GmbH (FEI: 3002807097) is the only site responsible for batch release (drug
product release testmg and issuance of the certificate of analysis) and secondary packaging
1s viewed as low risk process.

Biopharmaceutics:

The applicant established acceptable bridgmg between the non-film coated formulation,
white film-coated formulation and the fmal target blue film-coated usmg a relative
bioavailability (BA) study and comparative dissolution testmg. Dacomitmib is classified
as a BCS Class II (low solubility and high permeability) compound.

The approved dissolution method utilizes a USP Apparatus 2 with paddles rotatmg at 75
rpm. The media (900 mL) consists of sodum acetate buffer (pH 4.5) at 37°C.

The release and stability dissolution specification is Q= (g% dissolved in 15 minutes.

Established Conditions:

Pfizer submitted a proposal to mcorporate Established Conditions (ICH Q12) mto thewr
origmal NDA application. In a T-CON held on June 13, 2018, the Agency mformed
Pfizer that due to the limited timeframe left m the review cycle and the concerns
remammng with the proposed Established Conditions that the NDA would not be able to be
approved with the current Established Conditions proposal

Pfizer amended therr application (25-JUN-18) to modify thew prior proposal and mstead
rely on only mplicit EC’s that 1s, that Pfizer will rely on existing regulations and guidance
to guide their approach to post approval changes (implicit ECs do not have to be
specifically called out).

Upon approval of the dacomitmib NDA, Pfizer plans to submit a prior approval
supplement (PAS) and request a pre-submission meetmg to have a more thorough
discussion on the proposed established conditions submitted on May 22, 2018. This pre-
submission meetmg should mclude representation from ONDP, OLDP, OPF, OPPQ and
OPRO. Until approval of this prior approval supplement (established conditions), Pfizer
will mamtam the Established Conditions (mplicit) outlned m the NDA m accordance
with existmg regulations and guidance.

C. Special Product Quality Labeling Re commendations (NDA only)

None

D. Final Risk Assessment (see Attachment)
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CENTEN ron Dmad Dsntoon e Ma

E. ListofDeficiencies for Complete Response

I

II.

III.

VII.

VIIIL.

Drug Substance Deficiencies
1) None

Drug Product Deficiencies
1) None

Environmental Deficiencies
1) None

Labeling Deficiencies
1) None

Process Deficiencies
1) None

Facilities Deficiencies
1) None

Biopharmaceutics Deficiencies
1) None

Microbiology Deficiencies
1) None

Other Deficiencies (specify discipline)
1) None

Application Technical Lead Name and Date: Thomas F. Oliver, PhD 7/3/2018
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W QUALITY ASSESSMENT W

LABELING

R Regional Information

1.14 Labeling
Labeling & Package Insert

DESCRIPTION section:

11 DESCRIPTION

Dacomitinib is an oral kinase inhibitor with a molecular formula of C24H25CIFNsO:z - H20 and a molecular

weight of 487.95 Daltons. The chemical name is: (2E)-N-{4-[(3-Chloro-4-fluorophenylamino]-7-
methoxyquinazolin-6-yl}-4-(piperidin-1-yl)but-2-enamide monohydrate and its structural formula 1s:

F
o X
—
SRr I Gl
HN SN - H,0

J

H4CO N

VIZIMPRO tablets contain 45. 30. or 15 mg of dacomitinib with the following inactive ingredients in the tablet
core: lactose monohvdrate, microcrystalline cellulose, sodium starch glycolate, and magnesium stearate. The

#2/Indigo Carmine Aluminum Lake.

Is the information accurate? IZI Yes D No
If “No,” explain.

Is the drug product subject of a USP monograph? D Yes IZl No
If “Yes,” state if labeling needs a special USP statement in the Description. (e.g., USP test

pending. Meets USP assay test 2. Meets USP organic impurities test 3.)

Note: If there is a potential that USP statement needs to be added or modified in the
Description, alert the labeling reviewer.
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HOW SUPPLIED section:

16 HOW SUPPLIED/STORAGE AND HANDLING

VIZIMPRO is supplied in strengths and package configurations as described in Table 6 below:

Table 6. VIZIMPRO strengths and package configurations

VIZIMPRO Tablets

Package Configuration Tablet Strength (mg) NDC| Tablet Description
Blue film-coated,

30 Count Bottle with a biconvex tablet, debossed
child-resistant closure with “Pfizer” on one side
and “DCB15” on the
other side.
Blue film-coated
30 Count Bottle with a biconvex tablet, debossed
child-resistant closure 30 0069-28-30 with “Pfizer” on one side
and “DCB30” on the
other side.
Blue film-coated

30 Count Bottle with a biconvex tablet, debossed

child-resistant closure 45 0069_@30 with “Pfizer” on one side

and “DCB45” on the
other side.

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

i) Is the information accurate?X] Yes [] No
If “No,” explain.
ii) Are the storage conditions acceptable? ] Yes [ ] No

If “No,” explain.

OPQ-XOPQ-TEM-0001v03 Page 20of 5 Effective Date: 1Feb 2016



A -
SEEVISIve QUALITY ASSESSMENT m

DOSAGE AND ADMINISTRATION section, forinjectables, and where applicable:

unacceptable toxicity occurs. VIZIMPRO can be taken with or without food [see Dosage and Administration
2.4, linical Pharmacology (12.3)].

or make up missed dose but continue with the next scheduled dose.

Did the applicant provide quality datato supportin-use conditions (e.g. diluent compatibility studies)?

COves [ONo X N/A

If “No,” explain.
R Regional Information
1.14 Labeling

Commercial packaging:

Immediate Container Label (15 mg):
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Immediate Container Label (30 mg):

Immediate Container Label (45 mg):

Reviewer’s Assessment: T/he applicant responsed to deficiency and revised the container labels as
recommended. Adequate.

Reviewer’s Assessment:

The labeling of the PI and container labels is revised per labelling tools and
s//www. fda. gov/downloads/Drugs/GuidanceCompliance Re gulatoryInformation/Guidances/
UCMS569607.pdf guidance to have the most current information of the labels.

The deficiencies on PI are identified and will be communicated to the applicant by
DDMAC/OND.

At the request of the ATL, an information request was sent to the applicant on 15-JUN-2018 to
delete.®@ from the container labels. An amendment was submitted on 21-
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JUN-2018 with the color mock-ups of the revised labels. The container labeling and PI are now
adequate from a CMC stand point.

A final version of the agreed upon PI and container labels will be reviewed by the ATL and
included in their memo.

Conclusion: Labels and Labeling are adequate from a CMC stand point.
Primary Labeling Reviewer Name and Date:

Rajiv Agarwal, Ph.D, 21-JUN-2018
Secondary Reviewer Name and Date (and Secondary Summary, as needed):

AnamitroBanerjee, PhD,
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QUALITY ASSESSMENT

BIOPHARMACEUTICS

Application No: NDA 211288-ORIG-1

Drug Product Name/Strengths: Dacomitinib Tablets/15 mg, 30 mg, and 45 mg
Route of Administration: Oral

Applicant Name: Pfizer

List Submissions being Reviewed: Orignal NDA-211288 submussion dated 1/31/2018

Review Recommendation: ADEQUATE
Review Summary:

Submission: Pfizer subnutted this NDA seekmg approval for Dacomutinib Tablets, 15
mg, 30 mg, and 45 mg under section 505(b)(1) of the Federal Food, Drug, and Cosmetic
Act.

Review Objective: The Biopharmaceutics Review evaluates the adequacy of (1) the
proposed dissolution method and acceptance criterion for routme QC testmg of the
proposed drug product at batch release and durmg stability, and (2) bridgmg of differe nt
formulations used m clnical studies.

Dissolution Method and Acceptance Criterion: The following Applicant’s proposed
dissolution method and dissolution acceptance criterion are acceptable for batch release
and stability testmg of the proposed Dacomitinib Tablets, 15 mg, 30 mg, and 45 mg

Final dissolution method and acceptance criterion
for Dacomitinib Tablets, 15 mg, 30 mg, and 45 mg

USP Speed | Volume | o
~o ||| ) Medium/Temp (mL) Acceptance Criterion |
2 (paddle) 75 Sodium acetate buffer, pH 900 Q= g}% dissolvedin 15
4.5/37 °C minutes

Bridging of Formulations: The Applicant established the bridgmg between the non film-
coated formulation, white film-coated formmlation, and the fmal target blue fim-coated
tablets usmg relative bioavailability (BA) study and comparative dissolition testmg. The
bridgmg 1s acceptable.

Biowaiver Request: Biowaiver Request is not submitted nor requmred.
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QUALITY ASSESSMENT J=PED,

Overall Review Recommendation: From the Biopharmaceutics perspective, NDA-
211288 for Dacomitinib Tablets, 15 mg, 30 mg and 45 mg is recommended for
APPROVAL.

>

SIGNATURES
Primary Biopharmaceutics Reviewer Name and Date:

Yang Zhao, PhD 5/14/2018
Biopharmaceutics Reviewer

Division of Biopharmaceutics-Branch 1

Office of New Drug Products

Secondary Reviewer Name and Date:
Banu S Zolik, PhD 5/22/2018
Actng Biopharmaceutics Lead

Dimvision of Biopharmaceutics-Branch 1
Office of New Drug Products
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BIOPHARMACEUTICS ASSESSMENT

Dacomitinib Tablets is a kmase mhibitor mdicated for the first-line treatment of patients with

®@ metastatic non-small cell hmg cancer (NSCLC) with epidermal growth
factor receptor (EGFR) ®® putations as detected by an FDA-approved test. The
recommended dose of Dacomitinib Tablets is 45 mg taken orally once daily, until disease
progression or unacceptable toxicity occurs.

1. DRUG SUBSTANCE:

1.1 Solubility:

Dacomitinib is anon-hygroscopic, white to pale yellow powder. The Applicant reported that
daconmutinib 1s a low water-solubility drug (Table 1). Although, the Applicant stated that the
drug substance meets the criterion m FDA guidance for ‘highly soluble’ at pH 4 or lower,
where the highest dose strength (45 mg) is soluble m 250 mL [0.23 mg/mL (at pH 4.0) x
250 mL = 57.5 mg], the Applicant’s assessment is not correct because a drug substance is
considered highly soluble when the highest strength s soluble m 250 mL of aqueous media
within the pH range of 1-6.8 at 37°C, as the solubility of dacotmb m pH 615 0.006 mg/mL,
only 1.5 mg of dacotmib will be soluble m pH 6

Table 1. Aqueous solubility of dacomitinib at room te mpe rature

1.2 Permeability:

The Applicant evaliated the permeability of dacomutinib based on human absolite oral
bioavailability (BA) study [Study A7471046, mean absolite BA of dacomutinib after oral
admmistration relative to mtravenous admmistration reported to be 80.0% (90% CI: 74.9%—
85.5%)], human absorption, distribution, metabolism and excretion (ADME) study (Study
A7471020), rat smgle pass mtestinal perfusion study [SPIP, mtestinal Apparent Permeability
(Papp): 140-249x107 co/sec, greater than the high permeability standard of metoprolol
with Papp of23-60>107¢ cm/sec) and Caco-2 permeability assessment (Pappa—s:2.6-8x10~
6 co/sec, Pappeoa: 2.5-4.5x107 cmi/sec, efflux ratio rangmg from 0.53-1.28).
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1.3 BCS designation:

The Applicant stated that dacomitinib is classified as BCS Class II (low solubility and high
permeability) compound.

2. DRUG PRODUCT:

The proposed commercial fornulation of Dacomutinib Tablets is an mumediate release (IR)
tablet available m three strengths: 15 mg, 30 mg and 45 mg blue film-coated tablets, @@

The proposed commercial tablets are de-bossed with ‘Pfizer’ on one side. The 15 mg, 30 mg
and 45 mg strengths are differentiated by tablet size (6.35 mm, 7.5 mm, 9.0 mm), and de-
bossmg of ‘DCB 15°, ‘DCB 30’ and ‘DCB 45°, respectively. The tablets are packaged in
high density polyethylene (HDPE) bottles contaming desiccant with an mduction seal and
closure [,

3. PROPOSED DISSOLUTION METHOD AND DISSOLUTION ACCEPTANCE
CRITERION:

The proposed dissolution method and dissolution acceptance criterion for Dacomitinib
Tablets, 15 mg, 30 mg and 45 mg are as follows:

Proposed dissolution method and acceptance criterion
for Dacomitinib Tablets, 15 mg, 30 mg, and 45 mg

Volume
(mL)

900

Medium/Temp Acceptance Criterion

USP Speed
Apparatus || (rpms)

2 (paddle) 75 USP 4.5 sodiumacetate
buffer/37 °C

% dissolvedin 15
minutes

Q
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QUALITY ASSESSMENT

3.4 Dissolution profiles for Dacomitinib Tablets using the proposed dissolution
method:

The Applicant provided the dissolution profiles for Dacomutinib Tablets registration batches

(blue_film-coated tablets), using the proposed dissolition method (Figure 3).

Figure 3. Dissolution profiles for Dacomitinib Tablets registration batches (Batches No.
9811433000/9811433001/9811433002, 9811533000/9811533001/9811533002, and
9811633000/9811633001/9811633002 for 15-mg, 30-mg, and 45 mg-strength, respectively)
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3.5 Discriminating ability of the proposed dissolution method:

3.5.1 Drug substance particle size:

It is demonstrated that the proposed dissolution method s not discriminating towards the
changes m drug substance particle sizes used for the manufacture of Dacomitinib Tablets
(Doo range tested: ®®@ pm) (Figure 4).

The Applicant reported that a range of drug substance particle distributions up to Doo of [®)
pum were used to support clnical studies (used m Studies of A7471009, A7471042,
A7471047), mchuding the relative bioavailability study (A7471022) where equivalence in
AUC was confimed between tablets manufactured with drug substance with Dop of /®® im
and /®@ nm (Figure 5).

In addition, the Applcant demonstrated that, m the food effect study of A7471015, dosing
of Dacomitinb Tablets manufactured with drug substance of particle size Doo of /® pm

fed state did not have a significant mpact on drug exposure level compared to that m fasted
state [AUCo ratio 114.2% (90% CI: 104.7%, 124.5%)]. The study results of A7471015
will be assessed by the Office of Clnical Pharmacology Reviewers.

Figure 4. Dissolution profiles for Dacomitinib Table ts manufacture d with diug substance of
different particle sizes using the proposed QC dissolution me thod

(b) (4)
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Figure 5. Drug substance particle size distribution for Dacomitinib Table ts batches used in
clinical studies

The Applcant reported that the proposed particle size specification for dacomitinib drug
substance is Doo NMT®® ym The proposed particle size specification for dacomitinb drug
substance will be determmed by the assigned Drug Substance Reviewer.

3.5.2 Formulation variants:

It s demonstrated that the proposed dissolition method is discriminating towards the
changes in [ Bl b P e resuls indicate that fwo
formuktion. changes |11 have a significant. impact

on the dissolution rate (Figure 6).

Table 2. Formulation variants e valuate d for Dacomitinib Table ts
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Figure 6. Dissolution profiles for Dacomitinib Table ts manufacture d with diffe re nt
formulation variants using the proposed dissolution me thod | @
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Reviewer’s Assessment: The proposed dissolution method [USP apparatus 2 (Paddle) at 75
rpm, 900 mL of pH 4.5 sodium acetate buffer at 37 °C]is shown to be discriminating towards
e The proposed dissolution
method is acceptable for batch release and stability testmg of Dacomitinib Tablets, 15 mg,
30 mg, and 45 mg. The Applicant’s proposed dissolution acceptance criterion of “Q =[® %
dissolved m 15 mmutes™ is acceptable.

4. BRIDGING OF FORMULATIONS:

4.1 Different clinical formulations:

Clmical formmlations consisted of non-film-coated @@  tablets, plam white film-
coated [N ®@® [ tablets and  debossed blue film-coated tablets. The
debossed blue film coated tablets are proposed commercial drug product (Tables 3 and 4).

Early Phase 1, Phase 2 clmical studies, and the BR26/A7471011 Phase 3 study were

supported usmg [ @@ non-film-coated tablets (0.5 mg, 5 mg, 15 mg and 20 mg
dosage strengths). e
e  —
. 1]

The Phase 3 study A7471009 (referred to as Study 1009) and other Phase 1 and Phase 2
studies were supported by white film-coated tablets (15 mg, 30 mg

and 45 mg dosage strengths with the coat). [ @@
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e % WA in the fornwlation was required to
9@ of 30 mg and 45 mg while mamfaining appropriate tablet size.
The manufacturing  process [ e

Registration stability, Phase 3 study DP312804/A7471050 (referred to as Study 1050), other
Phase 1 and Phase 2 studies, and the proposed commercial drug product were supported by

0 9@ debossedblue film-coated tablets (15 mg, 30 mg and 45 mg dosage
strengths with the Blue Opadry® I 85F30716 film-coat). The tablet core remamed the same

as that of the white film-coated tablets, and differed m tablet size (tablet diameter was
changed [ ®@ mm - for the 30-mg tablet), debossmg and film-coat color.

Table 3. Summary of Dacomitinib Tablets formulations used in clinical studies

*Phase IIT
®Relative
“Mass bal
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Table 4. Composition of 0.5 mg, S mg, 15 mg, 20 mg, 30 mg and 45 mg Dacomitinib Tablets
used in clinical studies and proposed commercial formulation

4.2 Bridging strategy:

The Applicant submitted a relative bioavailability (BA) study and comparative dissolition
data to support the bridgmg between the non film-coated formmlation and white film-coated
formmlation (different drug loadmg and different excipient levels). The Applcant submitted
comparative dissolition data to support the bridging between the white film-coated and the
final target blue fim-coated  tablets [
e (Figwe 10)
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Table S. Differe nt Dacomitinib Tablets 45 mg using in the bridging of the formulations

Lavive

Debossed B
Coated Tab
The same

Figure 10. Applicant’s bridging strategy for Dacomitinib Tablets 15 mg, 30 mg and 45 mg
diffe re nt formulations

4.3 Relative bioavailability between the non film-coated and white film-coated
formulations:

Based on the results of the clinical relative bioavailability study (A7471022) between the

non film-coated and white film-coated tablets, smuilar PK between the two formulations

appeared to be demonstrated, however the assessment of the equivalency will be made by

the OCP reviewer (Table 6).

Table 6. Statistical summary of treatme nt comparisons for Dacomitinib non film-coated and
white film-coated tablets

Come (0
e ratios

N=32
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4.4 Comparative dissolution profiles between Bridging between the non film-coated,
white film-coated and final blue film-coated tablets:

All non film-coated, white film-coated and fnal blue film-coated tablets generated smmilar
dissolution profiles m nmilti-pH media (Figuwes 11-13).

Figure 11. Dissolution of diffe re nt Dacomitinib formulations in 0.1M HCI me dium

Figure 12. Dissolution of diffe re nt Dacomitinib formulations in pH 4.5 me dium
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Figure 13. Dissolution of diffe re nt Dacomitinib formulations in pH 6.8 me dium

Reviewer’s Assessment: The Applicant established the bridging between the non film-
coated formmlation, white film-coated formmlation, and the fmal target blie film-coated

tablets usmg relative bioavailability (BA) study and comparative dissolition testmg. This
Reviewer considers the bridging among different formulations are adequately established.

5. BIOWAIVER REQUEST:

Biowaiver Request 1s not submitted nor required.
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ATTACHMENT I: Final Risk Assessment

A. Fmal Risk Assessment - NDA

a) Drug Product
From Initial Risk Identification Review Assessment
Attribute/ | _Lactors that 1 Risk Risk Final Risk Lifecycle
COA can impact the Ranki Mitigation Evaluation Considerations/
CQA Approach Comments
» Formulation
+ Container closure Assessed during Controls are in place,
Assay (AP]), » Raw materials L Development and Acceptable continue stability
stability * Process parameters controlled via monitoring post
* Scale/equipment specs approval
* Site
* Formulation
« Container closure Assessed during
Physical stability | « Raw materials L Development Acceptable Controls are in place.
(solid state) * Process parameters
* Scale/equipment
« Site
* Formulation
* Raw materials Assessed during
E:i'f‘::_:‘ti ty : FS)fcoacI:/Sesqﬁlapr:e"r?ttse's L Dwelopmt and Acceptable Controls are in place.
. Site controlled via
specs
* Formulation
» Raw materials L Assessed during No specifications,
Microbial Limits | < Process parameters Development Acceptable justification in the
* Scale/equipment NDA.
« Formulation
: gguzztﬁra Assessed during Controls are in place,
Dissolution reformulations M Developmt and Acceptable continue stability
« Process parameters controlled via monitoring post
» Scale/equipments specs approval
* Site
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