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Recommendation: Approval
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Drug Name/Dosage Tolsura (itraconazole) Capsule
Form
Strength 65 mg
Route of Oral
Admmistration
Rx/OTC Dispensed Rx
Applicant Mayne Pharma International Pty Ltd
US agent, if applicable

SUBMISSION(S) DOCUMENT DISCIPLINE(S) AFFECTED
REVIEWED DATE
Resubmission/After Refusal 02/16/2018 All
to File
Quality Amendment 06/27/2018 Drug Product
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Quality Amendment 07/30/2018 Drug Product
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Quality Amendment 09/18/2018 Biopharm/Process
Quality Amendment 09/20/2018 Drug Substance
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Quality Amendment 09/27/2018 Drug Product/Biopharm
Quality Amendment 10/04/2018 Process
Quality Review Team
DISCIPLINE PRIMARY REVIEWER | SECONDARY REVIEWER
Drug Master File/Drug Haripada Sarker Su Truong
Substance
Drug Product Yong Wang Balajee Shanmugam
Process Sateesh Sathigari Upinder Atwal
Facility Sateesh Sathigari Upinder Atwal
Biopharmaceutics Joan (Zhuojun) Zhao Elsbeth Chikhale
Regulatory Business Anh-Thy Ly
Process Manager
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Application Technical Lead Yushi Feng
Laboratory (OTR) N/A
ORA Lead N/A

Quality Review Data Sheet

1. RELATED/SUPPORTING DOCUMENTS

A. DMFs:
Item Date Review
DMF # Type Holder Referenced Status Conploted Comments
o Type II See DS review
Type 111 See DP review
B. Other Documents: IND, RLD, or sister applications
DOCUMENT APPLICATION NUMBER DESCRIPTION
N/A
2. CONSULTS
DISCIPLINE STATUS | RECOMMENDATION | DATE | REVIEWER
Biostatistics N/A
Pharmacology/Toxicology N/A
CDRH N/A
Clinical N/A
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QUALITY ASSESSMENT

Executive Summary

I. Recommendations and Conclusion on Approvability

This NDA is recommended for APPROVAL from the product quality perspective.

II. Summary of Quality Assessments
A. Product Overview
The drug product, Tolsura (itraconazole) Capsules 65 mg, is an immediate release

powder-filled capsule indicated for the treatment of several fingal infections in
immunocompromised and non-immunocompromised patients.

Proposed Indication(s) including Tolsura (itraconazole) Capsules 65 mg is
Intended Patient Population indicated for the treatment of several fingal

mnfections in Immunocompromised and non-

mmunocompromised patients.

Duration of Treatment Not specified

Maximum Daily Dose 260 mg daily

Alternative Methods of N/A
Adminis tration

B. Quality Assessment Overview

The listed drug (LD) for this 505(b)(2) NDA is Janssen Pharmaceuticals Inc’s
Sporanox® (itraconazole) capsules 100 mg (NDA 20083). The original NDA for
itraconazole capsules “65 mg was submitted on November 30, 2015, and
was refused to file (RTF) in January 2016, due to several clinical and clinical
pharmacology deficiencies such as an msufficient exposure bridge to the LD and lack
of clinical data to support efficacy for the proposed mndications (refer to the RTF letter
dated January 29, 2016). In the current resubmission. the Annlicant onlv seeks
approval for the 65 mg itraconazole capsules

® The clinical basis for this NDA relies on PK bridging between the
sponsor’s proposed 65 mg capsule versus Sporanox® capsule, 100 mg.

) @

Drug Substance: o
The CMC{hi)I}‘gomﬂtbn of the dru(g(g%sﬁme are c{gﬂgs-reféremed to DMF and
DMF Both the DM and DMF ’had been reviewed to be

Adequate. Subsequent amendments were evaluated during this review and also found
adequate, and thereby the DS part is found Satisfactory to support the NDA 208901.

For additional details, see the Drug Substance review below.
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Drug Product:
SUBA™. [traconazole 65 mg Capsules are fornulated as immediate release capsules.
b) (4)

encapsulated into
hard geltin capsules. Itraconazole drug substance complies with the official USP and
Ph. Eur. monographies. Compendial excipients are used i the manufacture of the
proposed drug products except for gelati ®“Geltin capsules are manufactured by a
well-established manufacturer “® The capsule specifications from the
manufacturer and the applicant are acceptable.

Based on the control strategy, stability data, post approval stabilty commitments, this
NDA is considered adequate to assure the identity, strength, purity, and quality.

The shelf-life and storage conditions for itraconazole capsules 65 mg are listed below.
e Foritraconazole capsules 65 mg stored n the proposed HDPE bottles, the
proposed shelf-life of 36 months is acceptable if stored at controlled room

temperature 15°-25°C (59°-77°F) and protected from light and moisture. =

For additional details, see the Drug Product review below.

Process:

® &
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QUALITY ASSESSMENT

Proposed Dissolution Method
Apparatus USP 1II (Paddle)
Rotation Speed 75 RPM
Medum 0.5% SLS in water
Volume 900 mL
Acceptance Criterion Q "% at 30 minutes

The formulation, image and manufacturing site for the clinical and stabilty batches
961007, 967722 and 263862 are the same as the proposed formulation, image, and
manufacturing site for commercial manufacture. The Applicant has provided supportive
mformation to bridge the two API sources.

For additional details, see the Biopharmaceutics review below.

Environmental Assessment:
The claim of categorical exclusion per 21 CFR 25.31(a) is acceptable.

For additional details, see the Drug Product review below.

C. Special Product Quality Labeling Recommendations (NDA only)
Recommendations have been conveyed to the OND PM for consideration as the
labeling i finalized. See the OPQ Labelng review below.

D. Final Risk Assessment (see Attachment)
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QUALITY ASSESSMENT

ATTACHMENT I: Final Risk Assessments
A. Final Risk Assessment - NDA

a) Drug Product

Final Risk Table

From Initial Risk Identification Review Assessment
Factors that Initial ; S Final Lifecycle
Attribute/ CQA | can impact the | Risk R“: Mmf:l:‘”“ Risk | Considerations/
CQA Ranking PPy Eyal. Comments
Ass ay/Stability - -
Physical stability M
Contentuniformity _
Dissolution M
Microbial limits

Fmal Risk Assessment



Digitally signed by Yushi Feng
e B Date: 10/16/2018 02:28:10PM
GUID: 55916712002d8bbbf81fd3d0ab963187




QUALITY ASSESSMENT

LABELING

IQA Review Guide Reference

NDA 208901

I. Package Insert

1. Highlights of Prescribing Information

These highlights do not include all the information needed to use TOLSURA
®® safely and effectively. See full prescribing information
for TOLSURA o
TOLSURA (itraconazole capsules), for oral use
Initial U.S. Approval: <<Insert four-digit year>>

DOSAGE FORMS AND STRENGTHS
Capsules: 65 mg (3)

Item |Information Provided in NDA
Product Title (Labeling Review Tool and 21 CFR 201.57(a)(2))
Proprietary name and established TOLSURA (itraconazole
name capsules)

Dosage form, route of For oral use
administration

Controlled drug substance symbol N/A

(if applicable)

Dosage Forms and Strengths (Labelng Review Tool and 21 CFR
201.57(a)(8)) | | ) |

Summary of the dosage form and Capsules: 65 mg
strength

2. Section 2 Dosage and Administration
2.1. Treatment of Blastomycosis and Histoplasmosis
The recommended dose is 130 mg once daily (2 x 65 mg capsules)
I ®®no obvious improvement, or there is evidence of progressive fingal disease, the
dose should be increased n 65-mg increments to a maximum of 260 m Doses
above 130 mg/day should be given m two divided doses.

®) (4)

2.2. Treatment of Aspergillosis

®) ()

2.3. Treatment m Life-Threatening Situations
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®) 4

Although clinical studies did not provide for a loading dose, it is recommended, based on
pharmacokinetic dat ©92 loading c%ose of 130 mg (2 x 65 me capsules) three times e
daily (390 mg/day) be give 9 eor ﬂ]ffb)g)rst 3 day

Treatment should be continued for a minimum of three months and until clinical
parameters and laboratory tests indicate that the active fingal infection has subsided. An
madequate period of treatment may lead to recurrence of active infection.

Item |Information Provided in NDA
(Refer to Labeling Review Tool and 21 CFR 201.57(c)(12)) |
Special instructions for product with food

preparation (e.g., reconstitution,
mixing with food, diluting with
compatible diluents)

3. Section 3 Dosage Forms and Strengths

m@

TOLSURA (itraconazole capsules) is available i asize 1, hard gelatin
capsules with light blue cap and white body. mprinted with “i-65” in black on the cap
and co%%glmg 65 mg of itraconazole

Ttem |Information Provided in NDA
(Refer to Labeling Review Tool and 21 CFR 201.57(c)(4))

Available dosage forms Capsules

Strengths: in metric system contaming 65 mg of itraconazole
Active moiety expression of N/A

strength with equivalence statement

(if applicable)

A description of the identifying Capsules are availible n a size 1, hard
characteristics of the dosage forms, |gelatin capsules with light blue cap

mncluding shape, color, coating, and white body, imprinted with “i65”
scoring, and mmprinting, when in black on the cap...
applicable.

4. Section 11 Description

TOLSURA (b)miiracomzole, an azole antifinga ®® Ttraconazole i

an equal mixture of four diastereomers (two enantiomeric pairs), e ossessing three
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®@

chral center

OO 1t may be represented by the

following structural formula and nomenclature:

CH, o /
3 T
L~ — = AP

-~ N, £ YN i '\.‘-\. II'. /
o = 'y W\ / rd Y - /
! VY —4 ;0 0
W B "N \ .’/. N\\ -’.N N — H,-‘ \\/'_:_
=y / -I C o Cl

(&)-1-[(R*)-sec-butyl]-4-[p-[4-[p-[(CR* 48 *)-2-(2,4-dichlorophenyl)-2-(1H-1,2,4-
triazol- 1-ylmethyl)-1,3-dioxo lan-4-ylJmethoxy]phenyl]- 1-pperazinylJphenyl]-A?-1,2,4-
triazolin-5-one mixture with (+)-1-[(R*)-sec-butyl]-4-[p-[4-[p-[[(2S* 4R*)-2-(2,4-
dichlorophenyl)-2-(1H-1,2,4-triazo F 1 -ylmethyl)-1,3-dio xo lan-4-yl|methoxy]phenyl]- 1-
piperazinyljphenyl]-A?-1,2 4-triazolin-5-one

or

(£)-1-[(RS)-sec-butyl]-4-[p-[4-[p-[[(2R,4S)-2-(2,4-dichlorop henyl)-2-(1H-1,2,4-triazol- 1-
yimethyl)- 1,3-dio xo lan-4-yl]metho xy]phenyl]- 1-piperazinyl]phenyl]-A2-1,2 4-triazolin-5-
one.

Itraconazole has a molecular formula of C3sH3sCLkNgO4and a molecular weight of
705.64. It is a white to slightly yellowish powder. It is nsoluble n water, very slightly
soluble i akohols, and freely soluble in dichloromethane. It has a pKa of 3.70 (based on
extrapolation of values obtained from methanolic solutions) and a log (n-octanol/water)
partition coefficient of 5.66 at pH 8.1.

O9Each capsule
contains 65 mg of itraconazole. Inactive ingredients ar e
hypromellose phthalate, sodum starch glycolate, colloidal silicon dioxide and

magnesium stearate.
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Item |Information Provided in NDA
(Refer to Labeling Review Tool and 21 CFR 201.57(c)(12), 21 CFR
201.100(b)(5)(ii), 21 CFR 314.94(a)(9)(ii)), and 21 CFR 314.94(a)(9)(iv))
Proprietary name and established TOLSURA

name Itraconazole

Dosage form and route of Capsules for oral use

administration

Active moiety expression of 65 mg of itraconazole

strength with equivalence statement

(if applicable) |

For parenteral, otic, and ophthalmic |Inactive ingredients ar

dosage forms, mnclude the quantities 9 hypromellose phthalate,
of all inactive ingredients [see 21  |sodium starch glycolate, colloidal
CFR 201.100(b)(5)(ii1), 21 CFR siicon dioxide and magnesium
314.94(a)(9)(ii), and 21 CFR stearate.

314.94(a)(9)(iv)], listed by USP/NF
names (if any) in alphabetical order |Please list names for inactive

(USP <1091>) ingredients in alphabetical order.
The above comment i red has been
communicated to the applicant.
Statement of bemg sterile (if N/A

applicable)
Pharmacological/ therapeutic class |itraconazole, an azole antifingal agent
Chemical name, structural formula, [Available

molecular weight
The statement for diastereomers has
been discussed and agreed with Drs.
Charles Jewell and Haripada Sarker.
If radioactive, statement of N/A
mportant nuclear characteristics.
Other important chemical or It has a pKa of 3.70 (based on
physical properties (such as pKa or |extrapolation of values obtained from
pH) methanolic solutions) and alog (n-
octanol/water) partition coefficient of
5.66 at pH 8.1.

5. Section 16 How Supplied/Storage and Handling

TOLSURA (itraconazole capsules s P a size 1, hard gelatin capsules
with light blue cap and white body, imprinted with “i-65” mn black on the cap and
containing 65 mg of itraconazole.

®®@
capsules are supplied i

e Dbottles of 60 capsules NDC 51862-462-60

() (4)
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Store at 25°C (77°F); excursions permitted 15°C to 30°C (59°F to 86°F) [see USP
Controlled Room Temperature]. Dispense i a tight, light resistant contamer (USP).

B @
Item | Information Provided in NDA
(Refer to Labeling Review Tool and 21 CFR 201.57(c)(17))
Strength of dosage form contaning 65 mg of itraconazole
Avaibble units (e.g., bottles of 100 |bottles of 60 capsu%f.w
tablets)
Identification of dosage forms, e.g., |in a size 1, hard gelatin capsules with
shape, color, coating, scoring, light blue cap and white body,
imprinting, NDC number imprinted with “i-65” in black on the
cap
. bottles of 60 capsules
NDC 51862-462-60 -

The above deficiency has been
discussed and communicated to
Special handling (e.g., protect from |Dispense m a tight, light resistant

light) container (USP).

Storage conditions Store at 25°C (77°F); excursions
permitted 15°C to 30°C (59°F to 86°F)
[see USP Controlled Room

Temperature]
Manufacturer/distributor name (21
CFR 201.1(h)(5)) My By
Greenville, NC 27834
Made in Spain

Reviewer’s Assessment of Package Insert: fAdequate/Inadequate}
The statement for diastereomers has been discussed with Drs. Charles Jewell and
Haripada Sarker.

All deficiencies for PI have been discussed and accepted in the labeling meeting dated
October 2, 2018. The comments will be communicated to the applicant.

{Assess if the Prescribing Information complies with all regulatory requirements
from a CMC perspective}

» Any deficiencies should be listed at the end in the “List of Deficiencies”

OPQ-XOPQ-TEM-0001v05 Page 5 of 8 Effective Date: October 15, 2017



II. Labels:

1. Container and Carton Labels

2. Carton Label

Not provided

{Copy/paste or refer to a representative example of a proposed carton labels}
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Item

Information provided in the
container label

Information provided in the
carton label(s)

Proprietary name,
established name (font size
and prommnence (21 CFR
201.10(g)(2))

TOLSURA (Itraconazole
Capsules)

Dosage strength 65 mg
Each capsule contains:
itraconazole........... 65 mg
Net contents 60 Capsules

“Rx only” displayed
prominently on the main
panel

“Rx only” is displayed
prommnently on the main panel

NDC number (21 CFR
207.35(b)(3)(1)

NDC 51862-462-60

Lot number and expiration
date (21 CFR 201.17)

Not provided

Storage conditions

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

Dispense in a tight, light-
resistant container (USP).

Bar code (21CFR 201.25)

Auvailable

Name of Mayne Pharma
manufacturer/distributor Greenville, NC 27834
Made m Spain

And others, if space is
available

Usual dosage: See Package
Insert for Full Prescribing
Information.

Keep this and all drugs out of
the reach of children.

Reviewer’s Assessment of Labels: fAdequate/Inadequate}

The following should be communicated to the applicant.

Per 21 CFR 201.17, provide spaces for lot number and expiration date for
container and carton labels.

For storage conditions, the following is recommended.:
Store at 25°C (77°F); excursions permitted 15°C to 30°C (59°F to
86°F) [see USP Controlled Room Temperature] .
Dispense in a tight, light-resistant container (USP)
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{Assess if the labels comply with all regulatory requirements from a CMC
perspective}

» Any deficiencies should be listed at the end in the “List of Deficiencies”

List of Deficiencies:

Per 21 CFR 201.17, provide spaces for lot number and expiration date for
container and carton labels.

For storage conditions, the following is recommended:

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

Dispense in a tight, light-resistant container (USP)
Overall Assessment and Recommendation:

Primary Labeling Reviewer Name and Date:

Secondary Reviewer Name and Date (and Secondary Summary, as needed):
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QUALITY ASSESSMENT

BIOPHARMACEUTICS
Product Background:
NDA: 208901(505(b)(2))

Drug Product Name / Strength (bm{itraconazole) Capsules, 65 mg

Route of Administration: Oral
Applicant Name: Mayn Pharma Intemational Pty Ltd (Mayne Pharma)

Indication: Treatment of several fungal mnfections m mmunocompromised and non-
mmunocompromised patients.

Review Summary:
This New Drug Application is submitted under section 505(b)(2) of the Federal Food, Drug, and
Cosmetic Act (21 U.S.C. 355). The listed drug (LD) is Janssen Pharmaceuticals Inc’s Sporanox®
(traconazole) capsules, 100 mg (NDA 20083). The original NDA for itraconazole capsule ®®
®® 65 mg was submitted on November 30, 2016, and was refused to file (RTF) n January
2016, due to several clinical and clinical pharmacology deficiencies such as an msufficient
exposure bridge to the LD and lack of clinical data to support efficacy for the proposed indications
(refer to the RTF letter dated January 29, 2016). In the current resubmission, the Applicant only
seeks annroval(wigr the 65 mg itraconazole capsules o
The chnical basis for this NDA relies on PK bridgng between the sponsor’s
proposed 65 mg capsule versus Sporanox® capsule, 100 mg.

This review evaluates the proposed dissolution method, the dissolution acceptance criterion, and
the need for bridging.

Based on the provided dissolution data, the following dissolution method and the revised
dissolution acceptance criterion are acceptable and agreed upon:

Proposed Dissolution Method
Apparatus USP II (Paddle)
Rotation Speed 75 RPM
Medum 0.5% SLS in water
Volume 900 mL
Acceptance Criterion Q ©@% at 30 minutes

The formulation, mmage and mamnufacturing site for the clinical and stability batches 961007,
967722 and 263862 are the same as the proposed formulation, image, and manufacturing site for
commercial manufacture. The Applicant has provided supportive nformation to bridge the two
API sources.
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QUALITY ASSESSMENT

List of Submissions being reviewed:

Submission(s) Reviewed Document Date

Original 11/30/2015

Resubmission 2/16/2018

IR Response 7/19/2018, 9/18/2018 and 9/27/2018
Review Recommendation:
Based on the review of the overall mformation, from a Biopharmaceutics perspective, NDA
208901 fo (traconazole) Capsules, 65 mg, s recommended for APPROVAL.

Primary Biopharmaceutics Reviewer Name and Date: Zhuojun Joan Zhao 10/5/2018
Secondary Reviewer Name and Date: Elsbeth Chikhale, Ph.D. 10/9/2018

BCS Designation

The Applicant did not request an official BCS designation. The Applicant considers iraconazole
as adrug substance with very low solubility based on the Biopharmaceutical Classification System
(BCS).

Drug Substance
The Applicant did not observe polymorphs of the drug substance.

Drug Substance Solubility:

The Applicant states that the drug substance is practically insoluble in water and no solubility data
are provided in the NDA.

Formulation:

The Applicant applied the SUBA™ technology to improve the oral absorption of itraconazole o

() @)

®® The composition of the proposed commercial formulation, an

mmediate-release capsules is shown in Table 1 below.
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Table 1: Qualitative and Quantitative Composition of the Drug Product

Component Grade | Quantity (mg/capsule) | Function |
)
Itraconazols USP/Ph.Eur. Be
Hypromellose Phthalate (O10] NF/Ph.Eur
Sodium Starch Glycolate A NF/Ph.Eur.
Colloidal Silicon Dioxide, @& NF/Ph.Eur.
®) @)
Magnesimn Stearate & NF/Ph.Eur.
y————
Cren NF/Ph.Eur
NF
Capsule size No 1 ® @ In-house
Light Blue Cap/White Body |
oy
21 CFR
21 CFR
Gelatin | USP/PhEur
m) @)
®) (&)
Dissolution Method:
- + i ®) @)
The dissolution method was originallv develoned

®) @)

for the 65 mg strength. Upon
mtroduction and selection of the dose proportional higher 65 mg strength capsule, the Applicant
also verified that the dissolution method i suitable for the proposed 65 mg capsule.

Proposed Dissolution method
Apparatus USP II (Paddle)
Rotation (rpm) 75
Medium 0.5% SLS in water
Volume (mL) 900 mL

In the Pharmaceutical Development section (Module 3.2.P.2), justification for the choice of
dissolution medium, apparatus, and agitation speed are provided, and summarized below.

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

OPQ-XOPQ-TEM-0001v03 Page 3 of 24 Effective Date: 18 Feb 2016


http:NF/Ph.Em
http:USP/Ph.Em

 QUALITY ASSESSMENT

Review Assessment:

The proposed dissolution method could detect changes [[Es
. As the Applicant does not propose Tier 2 test in the current submission,
the Applicant could conduct Tier I I
R observed.

The Applicant has adequately demonstrated the suitability of the dissolution method for batch
release and stability testing.

The dissolution method shows discriminating abili [es
e
The proposed dissolution method’s discriminating power with
regards to other critical manufacturing variables was not demonstrated.

The proposed dissolution method (i.e. US Apparatus Il at 75 rpm using 900 mL 0.5% SLS in water)
is found acceptable for the QC of the proposed drug product.

Dissolution Acceptance Criterion:
The Applicant mitially proposed a dissolution acceptance criterion of Q ./o -m:mtes

Based on the provided dissolution data from pivotal batch 961007 (BA/BE study MPG009) in
Table 2 and dissolution data of batch 263862 (BA/BE study MPG013, MPGO15 and MPG017)
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®
provided in Appendix 3, a dissolution acceptance criterion of Q ©@% at 30 minutes was
recommended in Appendix 5 and agreed upon.

Table 2: Comparative Dissolution Data for the proposed drug product (Itraconazole 65
mg) and the Listed drug (SPORANOX) Products used in Pivotal PK Study MPG009

Product Batch Average Drug Release (%0 Label Claim) by
Sample Time (min)
B 15 30 45 60 120
SUBA-Itraconazole Capsule 65 mg (test) 961007! 36.5 78.5 93.0 | 962 | 97.2 | 98.0
Sporanox Capsule 100 mg (RI.D) 2LG370 32 234 56.4 76.7 855 97.2

The proposed drug product and the listed drug product showed different in vitro performance using
the proposed dissolution method, while the Applicant conducted the following BA/BE studies to
support the bridging by in vivo performance, which would be reviewed by OCP reviewer.

Table 3: Primary Studies with Itraconazole Capsules 65 mg against the listed drug

Study Ref | Study Objective Test Product Lot No. | RLD Lot No.
(S[TBAS-Ih'amnazole (Sporanux® Capsule
Capsule 65mg) 100mg)
MPG009 Pivotal bio-study (fasted & fed) — once 961007 2LG370
daily dosing
MPGO12 Steady state study (fed) — once daily 967722 15DG216
dosing
MPGO13 Steady state study (fed) with loading 263862 16BG227
dose
MPGOI15 Steady state study (fed) — twice daily 263862 16BG227
dosing
MPGO16 PPI interaction study 263862 Not applicable
MPGO17 Food effect study (steady state 263862 Not applicable
fed/fasted) — twice daily dosing

Bridging:

The formulation, mmage, and mamufacturing sit ®® for the registration
batches 961007 (used n Pivotal Study MPGO009), 967722 (used mn pivotal study MPGO012) and
263862 (used m MPGO13, MPGO015, MPG016 and MPGO017)? are the same as the proposed
formulation for commercial manufacture.

The Applicant proposes two sources of drug substanc ®) @)
an ®® The drug substance sources are found acceptable from a
Biopharmaceutics perspective. The Applicant has provided the following supportive information
to bridge the two API sources:

2 Appendix 4
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Drug Reason

e Drug substance from | ®® was used for the clnical batches (Batch
No. 95998

e NrOono

3, 966697 and 244

ed ltracnonazn

660) and the stability batch No. 966696 for
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R  Regional Information
Comparability Protocols: None

Post-Approval Commitments: None

Lifecycle Management Considerations: None

OPQ-XOPQ-TEM-0001v03 Page 14 of 24 Effective Date: 18 Feb 2016



OPQ-XOPQ-TEM-0001v03 Page 15 of 24 Effective Date: 18 Feb 2016




QUALITY ASSESSMENT

APPENDIX 2: Biopharmaceutics Information Requests Dated June 20,

2018 and Applicant Response Dated July 19, 2018

Biopharmaceutics Request Comments:
Provide full dissolution profiles for a recent clinical and/or registration batch fo _
your drug product using the proposed dissolution conditions and a paddle rotation speed of 50, 60,
and 75 RPM. Provide the age and storage condition of the testing batches.

©® Testing was completed in 0.5% SLS dissolution
media, n=12 vessels at 50, 60 and 75 rpm. Batch details are provided below:

Storage

Used in

SUBA 5 ; studies
Itraconazole 65 263862 February |February| 2 year, 4 25(1:::31.]:1?;( MPGO13,
mg Capsules 2016 2019 months tore) MPGO1S5,
SRS MPGO16.

MPGO17

The Applicant claimed that the dissolution profiles of 65 mg (attached in Appendix 3) demonstrated
increase —

Reviewer Note:

The Applicant’s proposed rotation speed of 75 rpm is accepted _
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QUALITY ASSESSMENT

APPENDIX 4: SUBA Itraconazole Capsules 65 mg Batch Overview

Capsule Capsule Active Source Use Study References
Strength | Batch No. __
65 mg 050083 | Clinical - BA/BE Study:
puser 2ot s | oo I
Stability Stability Studies:
R2680. R2681
966696 | Stability Stability Studies:
R2697. R2682
966697 Clinical — BA/BE Study:
(967722) BA/BE studies | ppGo12
Stability Stability Smudies:
_ R2698. R2683
244660 Clinical — BA/BE Studies:
(263862) BA/BE studies | MPG013, MPGO15, MPGO17
| Stability Stability Study:
Q3046
OPQ-XOPQ-TEM-0001vO03 Page 20 of 24 Effective Date: 18 Feb 2016



QUALITY ASSESSMENT

APPENDIX 5: Biopharmaceutics Information Requests Dated September
11, 2018 and Applicant Response Dated September 17, 2018

Biopharmaceutics Request Comments:

®
1. Based on the provided dissolution profile data, a dissolution acceptance criterion of O= @% at 30
minutes is recommended for your proposed SUBA (itraconazole) Capsules, 65 mg.

Update your drug product release and stability specifications accordingly. Note that setting of the
dissolution acceptance criterion are based on stage 2 testing (n=12) and therefore sometimes stage 2
testing and occasional stage 3 testing may be needed.

2. We could not locate detailed batch information of batch A78- ®®

) or batch A78-071 ®®  Provide detailed information
of the comparison of these batches to support the discriminating ability of your proposed dissolution
method.

Applicant’s Response to Biopharmaceutics-IR Comment 1:

The dissolution specification has been updated to Q ®% at 30 minutes. 3.2.P.5.1 and 3.2.P.8.2 have
been revised accordmgly.

Reviewer Assessment:
The Applicant’s response is satisfactory.

Applicant’s Response to Biopharmaceutics-IR Comment 2:

Comparative dissolution data for the above-mentioned product development batches and the
commercial formulation of itraconazole 65mg capsules batch 961007 are provided as Attachment 1.

Reviewer Assessment:

The Applicant provided comparison of dissolution profiles, comparing the registration batch # 961007
to the development batches. However, the Applicant did not provide detailed batch information for the
development batches. In order to evaluate the discriminating ability of the proposed the dissolution
method, the Agency requested the Applicant provide batch mformation of those development batches
in Appendix 6.

The Applicant’s response is madequate.
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QUALITY ASSESSMENT

APPENDIX 6: Biopharmaceutics Information Requests Dated September
26, 2018 and Applicant Response Dated September 27, 2018

Biopharmaceutics Request Comments:
Provide detailed batch information for batchA78-09 """ w®e), batch
A78-07 [ S, A78-081- [ OO, A78-081 [ 0®
S A7S08I- [ or A78-081- [ ®®), including form [ o8

) manufacturing date, storage condition, as well as the age of the
batch at the time of testing (for dissolution profiles provided in amendment dated 9/18/2018). Provide
a table comparing the formulations between these batches and the commercial formulation.

Applicant’s Response to Biopharmaceutics-IR Comment:

The grades of the followini four inﬁ'ents did not chani in ani of the abovementioned

These batches were stored at ambient conditions and tested during product development prior to
confirmation of the final formulation.

Details of excipient quantities an ed in the various development batches are
provided in table 2. Compared with Batch A78-071. the subsequent batches investigated:
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Reviewer Assessment:
The Applicant’s response is satisfactory.
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Component Grade

Ttraconazole TUSP/Ph.Eur.

‘Hypromellose Phﬂ]alat- NF/Ph.Eur.
Sodium Starch Glycolate-

Silicon Dioxide Colloidal
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	Tolsura (itraconazole) Capsules 65 mg is indi:ated for the treatment of several fungal infections in irmrunocompromised and non-irmrunocompromised patients. 

	Duration of Treatment 
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	NIA 


	B. Quality Assessment Overview 
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	DMF 
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	4
	4

	Adequate. Subsequent amendments were evaluated during this review and also found adequate, and thereby the DS part is found Satisfuctory to support the NDA 208901. 
	For additional details, see the Drug Substance review bebw. 
	Figure
	Drug Product: .SUBA™-ItraconazoJe 65 mg Capsules are formuJated as inmediate release capsules. .
	!l>Hil 
	encapsulated into hard gelatin capsules. ItraconazoJe drug substance complies with the offx:ial USP and Ph. Eur. m:mographies. Compendia} excipients are IBed in the manufacture ofthe 
	4 
	(b>< >Gelatin capsules are manufuctured by a 
	proposed drug products except for gelati 

	well-established manufacturer (b><>The capsule specificatiom from the manufacturer and the appli:ant are acceptable. 
	4

	Based on the control strategy, stability data, post approval stability commitments, thB NDA is comidered adequate to assure the ilentity, strength, purity, and quality. 
	The shelf-life and storage conditions for itraconazo le capsules 65 mg are listed bebw. 
	• .For itraconazo le capsules 65 mg stored in the proposed HDPE bottles, the proposed shelf-life of 36 months i<) acceptable if stored at controlJed room temperature 15°-25°C (59°-77°F) and protected from light and rroisture. 
	(b)(4) .
	• .

	For additimal details, see the Drug Product review bebw. 
	Process: 
	(b)(4j 
	(b>< >65 mg was submitted on November 30, 2015, and was refused to file (RTF) in January 2016, due to several clinical and clinical pharmacobgy deficiencies such as an insufficient exposure bridge to the LD and lack ofclini:al data to support efficacy for the proposed indications (refer to the RTF letter dated January 29, 2016)_. In the current resubmi..sion. the Annlcant onlv seeks (bH> 
	itraconazole capsules 

	4 
	Figure
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	Facilities: 
	(b)(4J 

	Bio pharmaceutics: 
	Bio pharmaceutics: 
	The Biophannaceutics review evaluates the proposed dissolutim rretOOd, the .dissolutim acceptance criterion, and the need for bridging. .Based on the provided dissolutim data, the following dissolution rretOOd and the .revised dissolutim acceptance criterim are acceptable and agreed upon: .
	Figure
	Pronosed Dissolution Method 
	Pronosed Dissolution Method 
	Pronosed Dissolution Method 

	Apparatus 
	Apparatus 
	USP II (Padde) 

	Rotafun Speed 
	Rotafun Speed 
	75RPM 

	Medium 
	Medium 
	0.5% SLS in water 

	Volume 
	Volume 
	900mL 

	Acceptance Criterion 
	Acceptance Criterion 
	Q )""~'Vo at 30 minutes 


	The fornrulation, image and manufucturing site for the clinical and stability batches 961007, 967722 and 263862 are the same as the proposed formulation, image, and manufacturing site for connrercial manufucture. The Applicant has provided supportive information to bridge the two API sources. 
	For addifunal details, see the Bi>pharmaceuti:s review bebw. 
	Environmental Assessment: .The claim of categorical exc~ion per 21 CFR 25 .31 (a) is acceptable. .
	For addifunal details, see the Drug Product review bebw. 
	C. Special Product Quality Labeling Recommendations (NDA only) Reconmendations have been conveyed to the OND PM for consileration as the labeling is finalized. See the OPQ Labeling review below. 
	D. Final Risk Assessment (see Attachment) 
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	QUALITY ASSESSMENT .
	Figure
	LABELING 
	IQA Re~w Guide Reference 
	NDA 208901 
	I. Package Insert 
	1. Highlights of Prescribing Information 
	These highlights do not include all the information needed to use TOLSURA (bH l safely and effectively. See full prescribing information 
	4

	forTOLSURA____________~.....w 
	TOLSURA (itraconazoe capsules), for oral use Initial U.S. Approval: <<Insert four-digit year>> 
	OOSAGE FORMS AND STRENG1HS Capsules: 65 mg (3) 
	Item 
	Item 
	Information Proviled in NDA 

	Figure
	~~<?~~~!.i!~_a:~~lkt_g_~~~~-!~..21 ~-~ll__g_f_J1~91J_?i_aj_(.~)____________ 
	Proprietary name and established 
	TOLSURA (itraconazole name 
	----------~~£~~-~---------------------------
	-

	-----------------~-------------~-----------
	-

	Dosage form, route of 
	For oral use administration Contro&d drug substance symbol 
	NIA 
	(if applicabe) .Dosage Forrm and Strength5 (Labeling Re~w Tool and 21 CFR .
	~QJ_~~_(~)~_)_)_______~----~-----~---------~------~----~-----~-------
	-

	Summary of the dosage form and 
	Capsues: 65 mg strerurth 
	2. Section 2 Dosage and A dministration 
	2.1. Treatment of Blastomycosis and Histoplasmosis 
	The recommended dose is 130 mg once daily (2 x 65 mg capsues) (b><~ I (b)(no obvious improvement, or there is evilence of progressive fimeal disease, the dose should be increased in 65-mg increments to a maximum of260 m (b)(~ Doses 
	41
	4

	above 130 mg/day shoukl be given in two divided doses. 
	2.2. Treatment of Asl'gill· _o_s1·s__________________,
	~_
	__ 

	(b) (41 
	Figure

	2.3. Treatment in Life-Threatening Situations OPQ-XOPQ-TEM-0001v05 Page 1 of8 Effective Date: October 15, 2017 
	Figure
	(b) (41 
	t is recommended, based on phannacokinetic dat CbH4Ja hading dose of130 mg (2 x 65J rnc cansues) three times , 
	Although clinical studies dp not provide for a loading dose, i

	. . (b)(41 (b)(4) 
	dailv (390 mg/day) be gn,oe for the first 3 day 
	(b)(4l _____________. 
	Treatment shoukl be continued for a minimum of three months and until clinical parameters and laboratory tests indicate that the active fimgal infection has subsided. An inadequate period of treatment may ead to recurrence of active infection 
	Item 
	Information Provi:led in NDA 
	(Refer to Labeling Re~w Tool and 21 CFR201.57(c)(12)) 
	------------------------------------------(b) (4)';----------------------------------­
	Special instructions for product 'jwithfood .preparation (e.g., reconstitution, .mixing with food, diluting with .compatible diluents) .
	3. Section 3 Dosage Forms and Strengths 
	41 
	TOLSURA CbH (itraconazo le capsules) is available in a size 1, hard gelatin 
	capsules with light blue cap and white bodv. imnrinted with "i-65" in black on the can . . 65 f . l CbHl
	4

	and contammg mg o Jt:raconazo e 
	(b)(4l 
	Information Provi:led in NDA Re~w Tool and 21 CFR 201.57 c 4 Active mo~ty expression of strength with equivalence statement if a licabe A description of the nentifying characteristics of the dosage forms, including shape, cobr, coating, scoring, and imprinting, when a licable. Capsules are available in a size 1, hard gelatin capsules with light blue cap and white body, imprinted with "i65" in black on the cap... 
	4. Section 11 Description 
	TOLSURA CbH4l itraconazole, an azoe antifunga Cb>Cl ltraconazole is 
	4

	an equal mixture offour diastereomers (two enantiomeric pairs), e ossessing three 
	OPQ-XOPQ-IBM-0001 v05 Page 2of8 Effective Date: October 15, 2017 
	Figure
	(b) (4l 
	Figure

	(b)(4) 
	I
	t may be represented by the 

	----~~~~~~~~~~~~~~~~-
	-

	following structural fomrula and nomenclature: 
	Figure
	(± )-1-[(B *)-sec-butyl]-4-[g-[4-[g-[[(2R * ,4,S.*)-2-(2,4-dichbrophenyl)-2-(lH-1,2,4­triazol-1-ylmethyl)-1,3-dioxo lan-4-yl]methoxy]phenyl]-1-piperazinyl]phenyl]-~-1 ,2,4triazolin-5-one mixture with (±)-1-[(B*)-~-butyij-4-[li-[4-[li-[[(2£*,4R*)-2-(2,4­d£hlorophenyl)-2-(1H-1,2,4-triazol-1 -ylmethyl)-1,3-dioxolan-4-yijmethoxy]phenyl]-1­piperazinyijphenyl]-~-1 ,2,4-triazol in-5-one 
	2
	-
	2

	or 
	(± )-1-[(.RS.)-sec-butyij-4-[12-[ 4-[12-[[(2.R,,4fil-2-(2,4-dichlorophenyl)-2-(1H-1,2,4-triazol-1­yhnethyl)-1,3-dioxo lan-4-yl]methoxy ]phenyl]-1-piperazinyl]phenyl]-~-1 ,2,4-triazolin-5one. 
	2
	-

	ltraconazoe has a moecular formula of C3sffisChN s04 and a rrolecular weight of 
	705.64. It is a white to slightly yellowish powder. It is insoluble in water, very slightly solube in akohols, and freely solube in d£hloromethane. It has a pKa of 3.70 (based on extrapolation of values obtained from methanol£ solutions) and a log (n-octanoVwater) partition coeffuient of 5.66 at pH 8.1. 
	Cb>cE h ..L.
	41

	ac 
	capsll.11;; 

	(b) (41
	contains 65 mg ofitraconazoe. Inactive ingred~nts ar hypr o mello s e phthalate, sodium starch glycolate, collonal silicon dioxne and magnesium stearate. 
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	Figure
	Item 
	Item 
	Item 
	Information Proviled in NDA 

	(Refer to Labeling Re~w Tool and 21 CFR201.57(c)(12), 21 CFR 201.100(b)(5)(ii~, 21 CFR 314.94(a)(9)(ii~, and 21 CFR 314.94(a)(9)(iv)) 
	(Refer to Labeling Re~w Tool and 21 CFR201.57(c)(12), 21 CFR 201.100(b)(5)(ii~, 21 CFR 314.94(a)(9)(ii~, and 21 CFR 314.94(a)(9)(iv)) 

	Proprietary name and established name 
	Proprietary name and established name 
	TO LSURA ltraconazole 

	Dosage form and route of administrati> n 
	Dosage form and route of administrati> n 
	Capsues for oral use 

	Active mo~ty expression of 
	Active mo~ty expression of 
	65 mg of itraconazo le 

	strength with equivalence statement 
	strength with equivalence statement 

	(if annlicable) 
	(if annlicable) 

	For parenterai otic, and ophthalmic 
	For parenterai otic, and ophthalmic 
	(b)(~lInactive ingred~nts ar I 

	dosage forms, include the quantities 
	dosage forms, include the quantities 
	(b) (41 ·1hypromellose phthalate, 

	ofall inactive ingredients [see 21 
	ofall inactive ingredients [see 21 
	sodium starch glycolate, coilonal 

	CFR 201.100(b)(5)(iii), 21 CFR 
	CFR 201.100(b)(5)(iii), 21 CFR 
	silicon di>xne and magnesium 

	314.94(a)(9)(iii), and 21 CFR 
	314.94(a)(9)(iii), and 21 CFR 
	stearate. 

	314.94(a)(9)(iv)] , listed by USP/NF 
	314.94(a)(9)(iv)] , listed by USP/NF 

	names (if any) in alphabetical order 
	names (if any) in alphabetical order 
	Please list names for inactive 

	(USP <1091>) 
	(USP <1091>) 
	ingredients in alphabetical order. The above comment in red has been communicated to the aoolicant. 

	Statement ofbeing sterile (if aoolicable) 
	Statement ofbeing sterile (if aoolicable) 
	NIA 

	Pharmacoloe:ical/ theraoeutic class 
	Pharmacoloe:ical/ theraoeutic class 
	itraconazo le an azole antifune:al arent 

	Chemi:al name, structural formula, rrolecular weight 
	Chemi:al name, structural formula, rrolecular weight 
	Available The statement for diastereomers has been discussed and agreed with Drs. Charles Jewell and Harioada Sarker. 

	If radioactive, statement of important miclear characteristics. 
	If radioactive, statement of important miclear characteristics. 
	NIA 

	Other important chemical or physi:al properties (such as pKa or pH) 
	Other important chemical or physi:al properties (such as pKa or pH) 
	It has a pKa of3.70 (based on extrapolation of values obtained from methanolic solufuns) and a log (n­octanoVwater) partifun coeffuient of 5.66 at oH 8.1. 


	5. Section 16 How Supplied/Storage and Handling 
	TO LS URA (itraconazo le 
	TO LS URA (itraconazo le 
	TO LS URA (itraconazo le 
	capsules 
	1(b)(~
	_____<6>.....<~in a size 1, hard gelatin capsues 

	with light blue cap and white body, imprinted 
	with light blue cap and white body, imprinted 
	with "i-65" in black on the cap and 

	containing 65 mg ofitraconazo le. 
	containing 65 mg ofitraconazo le. 

	(b)(~j 
	(b)(~j 


	capsues are supplied in 
	• bottles of 60 capsules NDC 51862-462-60 
	OPQ-XOPQ-IBM-0001 v05 Page 4 of8 Effective Date: October 15, 2017 
	Figure
	Store at 25°C (77°F); excursims permitted 15°C to 30°C (59°F to 86°F) [see USP .Contro&d Room Temperature]. Dispense in a tight,light resistant container (USP). .
	(b) (4j

	Item 
	Item 
	Item 
	Information Provided in NDA 

	(Refer to Labeling Review Tool and 21 CFR 201.57(c)(l 7)) 
	(Refer to Labeling Review Tool and 21 CFR 201.57(c)(l 7)) 

	Strength of dosage form 
	Strength of dosage form 
	containing 65 mg of itraconazo le 

	Available units (e.g., bottes of 100 tablets) 
	Available units (e.g., bottes of 100 tablets) 
	bottles of60 caosues(b)(i in a size 1, hard gelatin capsues with light blue cap and white body, imprinted with "i-65" in black on the cap • bottles of60 capsues N DC 51862-462-60 (b}(~, The above deficiency has been discussed and comrmmica ted to 

	Identification of dosage forms, e.g., shape, color, coating, scoring, imprinting, NOC number 
	Identification of dosage forms, e.g., shape, color, coating, scoring, imprinting, NOC number 

	Special handling (e.g., protect from light) 
	Special handling (e.g., protect from light) 
	Dispense in a tight, light resistant container (USP). 

	Storage conditions 
	Storage conditions 
	Store at 25°C (77°F); excursions permitted 15°C to 30°C (59°F to 86°F) [see USP Contro&d Room Temperature] 

	Manufacturer/distributor name (21 CFR 201. l (h)(5)) 
	Manufacturer/distributor name (21 CFR 201. l (h)(5)) 
	Mayne Pharma Greenville, NC 27834 Made in Soain 


	Reviewer's Assessment ofPackage Insert: {Adequate/Inadequate} 
	Reviewer's Assessment ofPackage Insert: {Adequate/Inadequate} 
	The statement.for diastereomers has been discussed with Drs. Charles Jewell and Haripada Sarker. 
	All deficiencies for PI have been discussed and accepted in the labeling meeting dated October 2, 2018. The comments will be communicated to the applicant. 
	{Assess ifthe Prescribing Information complies with all regulatory requirements from a CMC perspective} 
	);:>-Any deficiencies should be listed at the end in the "List ofDeficiencies" 
	);:>-Any deficiencies should be listed at the end in the "List ofDeficiencies" 
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	Figure
	II. Labels: 
	1. Container and Carton Labels 
	(b) (41 
	2. Carton Label Notprovned 
	{Copy/paste or refer to a representative example ofa proposed carton labels} 
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	Item 
	Item 
	Item 
	Infonnatim proviled in the container label 
	Infonnatim provided in the carton Jabel(s) 

	Propr~tary name, established name (font size and prominence (21 CFR 201. 10(g)(2)) 
	Propr~tary name, established name (font size and prominence (21 CFR 201. 10(g)(2)) 
	TOLSURA (Itraconazole Capsules) 

	Dosage strength 
	Dosage strength 
	65 mg Each capsule contains: itraconazo le........... 65 mg 

	Net contents 
	Net contents 
	60 Capsules 

	''Rx on1y'' d5played prominently on the main panel 
	''Rx on1y'' d5played prominently on the main panel 
	''Rx on1y'' is d5played prominently on the main panel 

	NDC mnnber (21 CFR 207.35(b )(3)(i)) 
	NDC mnnber (21 CFR 207.35(b )(3)(i)) 
	NOC 51862-462-60 

	Lot mnnber and expirafun date (21 CFR 201.17) 
	Lot mnnber and expirafun date (21 CFR 201.17) 
	Not provided 

	Storage conditions 
	Storage conditions 
	Store at 25°C (77°F); excursions permitted 15-30°C (59-86°F) [see USP Controlled Room Temperature]. Dispense in a tight, light­res5tant container (USP). 

	Bar code (21CFR 201.25) 
	Bar code (21CFR 201.25) 
	Available 

	Name of manufuc turer /distributor 
	Name of manufuc turer /distributor 
	Mayne Pharma Greenville, NC 27834 Made in Spain 

	And others, if space is available 
	And others, if space is available 
	Usual dosage: See Package Insert for Full Prescribing Infonnati>n Keep this and all drug.5 out of the reach of children 




	Reviewer's Assessment ofLabels: {Adequate/Inadequate} 
	Reviewer's Assessment ofLabels: {Adequate/Inadequate} 
	The folbwing should be communicated to the applicant. 
	Per 21 CFR 201.17, provide spaces for lot number and expiration date for container and carton labels. 
	For storage conditions, the following is recommended: Store at 25°C (77°F); excursions permitted l 5°C to 30°C (59°F to 86°F) [see USP Controlled Room Temperature]. Dispense in a tight, light-resistant container (USP) 
	OPQ-XOPQ-IBM-0001 v05 Page 7of8 Effective Date: October 15, 2017 
	Figure
	{Assess ifthe labels comply with all regulatory requirements from a CMC .perspective} .
	);:>-Any deficiencies should be listedat the end in the "List ofDeficiencies" 
	List ofDeficiencies: 
	Per 21 CFR 201.17, provide spaces for lot numberand expiration date for .container and carton labels. .For storage conditions, the following is recommended: .Store at 25°C (77°F); excursions permitted l 5°C to 30°C (59°F to 86°F) [see .
	USP Controlled Room Temperature]. Dispense in a tight, light-resistant container (USP) Overall Assessment andRecommendation: 
	Primary LabelingReviewer Name andDate: 
	Secondary Reviewer Name and Date (and Secondary Summary, as needed): 
	OPQ-XOPQ-IBM-0001 v05 Page 8of 8 Effective Date: October 15, 2017 
	Figure
	a59 e
	5eha52m 35m 
	2i3e2y01345372dy2222.260801:3M.
	67378599y658e1260

	/622616 GUI612008d572600025068/6739fd87y305dy9 2i3e2ya9 eh5m 5
	22
	67378599y658e1260

	72dy255e2a23m 260801/2M
	/62261/ GUI61078000366/e3e602
	22

	200d000cy920/560c 
	~Rii=jj,.._#=~
	~~==-'-=-~~~~-Q-U_A_Ll_TY~A-SS_E_S_SM~EN_T~~~~----rgj@~~ .
	BIOPHARMACEUTICS Product Background: NDA: 208901(505(b)(2)) 
	(b)(4) 
	Drug Product Name I Strength (itraconazole) Capsules, 65 mg 
	Route of Administration: Oral 
	Applicant Name: Mayn Pharma International Pty Lld (Mayne Pharma) 
	Indication: Treatrrent of several fungal infectims in irmrunocompromised and non­.irmrunocompromised patients. .
	Review Summary: .11IB New Drug Application E submitted wider secti:m 505(b )(2) of the Federal Food, Drug, and .Cosmetic Act (21 U.S.C. 355). The listed drug (LD) E Janssen Pharmaceuti:als Inc's Sporanox® .(itraconazole) capsules, 100 mg (NDA 20083). The original NDA for itraconazole capsule (b)<l .
	4

	(bJ<1 65 mg was submitted on November 30, 2016, and was refused to file (R1F) in January 2016, due to several clini:al and clinical pharmacobgy defx:iencies such as an insuffx:ient exposure bridge to the LD and lack ofclinical data to support effx:acy for the proposed indi:ations (refer to the R1F letter dated January 29, 2016). In the current resubffiEsim, the Appli:ant only 
	4

	(b)(4J 
	seeks approval for the 65 mg itraconazole capsules
	(b)(4) 
	The clinical basE for thE NDA relies on PK bridging between the sponsor' s proposed 65 mg capsule versus Sporanox® capsule, 100 mg. 
	11IB review evaluates the proposed dissolution method, the dissolution acceptance criterion, and the need for bridging. 
	Based on the provided dEsolutim data, the following dEsolutim method and the revised dEsolutim acceptance criterion are acceptable and agreed upon: 
	Proposed Dissolution Method 
	Apparatus 
	USP II (Paddle) 
	Rotati:m Speed 
	75RPM 
	Medium 
	0.5% SLS in water 
	Volume 
	900mL 
	ll>>W
	Acceptance Criterion 
	Q I ·71o at 30 minutes 
	The formulation, image and manufacturing site for the clinical and stability batches 961007, 967722 and 263862 are the same as the proposed formulation, image, and manufucturing site for connrercial manufucture. The Applicant has provided supportive information to bridge the two API sources. 
	~Rii=jj,.._#=~
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	List ofSubmis sions being reviewed: 
	Submission(s) Reviewed Document Date Original 11/30/2015 Resubmission 2/16/2018 IR Response 7/19/2018, 9/18/2018 and 9/27/2018 
	Review Recommendation: .Based on the revie~<>of the overall information, from a Bi>pharmaceutics perspective, NDA .208901 fo (itraconazole) Capsules, 65 mg, i<) reconmended for APPROVAL. .
	4

	Primary Biopharmaceutics Reviewer Name and Date: Zhuojun Joan Zhao 101512018 .Secondary Reviewer Name and Date: Elsbeth Chikhale, Ph.D. 101912018 .
	BCS Designation The Applicant did not request an official BCS designation. The Applicant consners itraconazo le as a drug substance with very low solubility based on the Bi>pharmaceutical Classifx:ation System (BCS). 
	Drug Substance .The Applicant dn not observe polymorphs of the drug substance. .
	Drug Substance Solubility: .The Applicant states that the drug substance is practically insoluble in water and no solubility data .are provned in the NDA. .
	Formulation: 
	(b)(~l 
	The A :mlicant a:mlied the SUBA™ technology to improve the oral abso tion of itraconazole 
	(b)(4) 
	(b><>The . . f the d . 1 c. la .
	4

	composltxm o propose commercia iomru tlon, an 
	--~~~~~~~~~~
	-

	immediate -release capsules is shown in Table 1 below. 
	~Rii=jj,.._#=~
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	Table 1: Qualitative and Quantitative Composition of the Drug Product 
	Table 1: Qualitative and Quantitative Composition of the Drug Product 

	Fune.lion 
	I 

	(b) (4! 
	Com1>onent 
	Com1>onent 
	Grade 

	Quantity (mg/c.apsule) Itraconazole 
	Hypromellose Phthalate -(bT(4~ .
	USP/Ph.Em-. .

	NF/Ph.Eur. 
	(b)(~
	Sodium Starch Glycolate 
	Sodium Starch Glycolate 
	NF/Ph. Eur. 

	(b)(4~
	Colloidal Silicon Dioxide 
	Colloidal Silicon Dioxide 
	NF/Ph.Eur. 

	~(b><4I 
	(b)(4) 
	NF/Ph.Eur. 
	Magnesimu Srearare! 
	(6)(4) 
	. NF 
	NF/Ph.Em

	In-house .LigJ11 Blue Cap/White Body .
	Capsule size No I~ 
	(b}(4) 
	21 CFR .21 CFR .Gelatin .
	USP/Ph.EtU". (bT(4) 
	(b)(4l 
	I 

	Dissolution Method: 
	(6)(4) 
	e dissolution method was orimnallv develone 
	(b)(4)c-..---..-~o:-------.-~~
	-

	for the 65 mg strength. Upon introductim and seection of the dose proportional higher 65 mg strength capsule, the Applicant also verified that the dissolution method 5 suitabe for the proposed 65 mg capsule. 
	Table
	TR
	Proposed Dissolution method 

	Apparatus 
	Apparatus 
	USP II (Padde) 

	Rotation (rpm) 
	Rotation (rpm) 
	75 

	Medium 
	Medium 
	0.5% SLS in water 

	Volume (mL) 
	Volume (mL) 
	900 mL 


	In the Pharmaceuti:al Devebprnent section (Module 3.2.P.2), justificatim for the choice of d5solutim medium, apparatus, and agitation speed are provned, and summarized below. 
	7 Page(s) lias 1:>een Withliela in Full as 1:>4 (CCI/TS) immeaiately following tliis page 
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	Review Assessment: The proposed dissolution method could detect changes ••••••••. As the Applicant does not propose Tier 2 test in the current submission, the Applicant could conduct Tier II 
	(b1<1 
	4

	(b)(4l 
	observed. 
	Reviewer's Assessment of the dissolution method and method validation: Acceptable 
	The Applicant has adequately demonstrated the suitability ofthe dissolution method for batch release and stability testing. 
	The proposed dissolution method's discriminating power with 
	regards to other critical manufacturing variables was not demonstrated. 
	The proposed dissolution method (i.e. US Apparatus II at 75 rpm using 900 mL 0. 5% SLS in watel) is found acceptable for the QC ofthe proposed drug product. 
	Dissolution Acceptance Criterion: 
	45 
	The Applicant initially proposed a dissolution acceptance criterion of Q [(b> cYo (b) < minutes. 
	4

	Based on the provided dissolution data from pivotal batch 961007 (BA/BE study MPG009) in Tabe 2 and dissolution data of batch 263862 (BA/BE study MPG013, MPG015 and MPGOl 7) 
	~Rii=jj,.._#=~
	~~==-'-=-~~~~-Q-U_A_Ll_TY~A-SS_E_S_SM~EN_T~~~~----rgj@~~ .
	was
	provned in Appendix 3, a d5solutim acceptan:e criterion of Q recommended in Appendix 5 and agreed upon 
	Table 2: Comparative Dissolution Data for the proposed drug product (Itraconamle 65 mg) and the Listed drug (SPORANOX) Products used in Pivotal PK Study MPG009 Pl'odurt 
	5 15 30 45 60 120 9610071 36.5 78.5 93.0 96.2 97.2 98.0 

	Batrb 
	Anr·age Dn1g Release (% Label Claim) by Sample TilDf' (min) 
	SUBA-Irrnconazole Capsule 65 mg (rest) 
	Sponmox Capsule l 00 mg (RLD) 
	Sponmox Capsule l 00 mg (RLD) 
	Sponmox Capsule l 00 mg (RLD) 
	2LG370 

	3.2 

	23.4 
	56.4 
	76.7 
	85.5 
	97.2 
	The proposed drug product and the listed drug product showed different in vitro performarx:e using the proposed dissolution method, whre the Appli:ant conducted the following BA/BE studies to support the bridging by in vivo performarx:e, whi:h would be reviewed by OCP reviewer. 
	Table 3: Primary Studies with Itraconamle Capsules 65 mg against the listed drug 
	Stucly Rd 
	Stucly Rd 
	Stucly Rd 
	Stucly Objertive 
	Test Pl'oclurt Lot l'io. (SUBA ®-Itr aconazolt' Capsule 65mg) 
	RLD Lot No. (S1>oranox® Capsult> 100mg) 

	MPG009 
	MPG009 
	Pivotal bio-study (fasted & fed) -once daily dosing 
	961007 
	2LG370 

	MPG012 
	MPG012 
	Steady state study (feel) -once daily dosing 
	967722 
	15DG216 

	MPGOl3 
	MPGOl3 
	Steady state study (fed) with loading dose 
	263862 
	16BG227 

	MPGOIS 
	MPGOIS 
	Steady state study (feel) -twice daily dosing 
	263862 
	16BG227 

	MPG016 
	MPG016 
	PPI interaction study 
	263862 
	Not applicable 

	MPGOl 7 
	MPGOl 7 
	Food effect study (steady state fed/fasted) -twice daily dosing 
	263862 
	Not applicable 


	Bridging: The formulation, image, and manufacturing sit (b)(41 for the reg5tration batches 961007 (used in Pivotal Study MPG009), 967722 (used in pivotal study MPG012) and 263862 (used in MPG013, MPG015, MPG016 and MPGOl 7)are the same as the proposed formulation for commercial manufacture. 
	2 

	The Appli:ant proposes two sources of drug substanc (bJ< an (DHY The drug substarx:e sources are found acceptable from a Biopharmaceuti:s perspective. The Appli:ant has provned the following supportive information to bridge the two API sources: 
	4
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	Drug 
	Reason Substance Site 
	(b)(4) 
	• Drug substance from r--(bJ<~ was used for the clinical batches (Batch 
	No. 959983, 966697 and 244660) and the stability batch No. 966696 for ,__Jhe nr..onosed J trncona7ole_cansule. 65_mP 
	(b}i 
	Figure
	(b><> 65 ~<DnYlilled caosues ~ 
	• 
	The ltraconazole Caosue I 
	4 
	4

	(b)(4 
	_consisting_of 
	(b)(4J 
	~Rii=jj,.._#=~
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	Appendix4 
	2 




	R Regional Information 
	R Regional Information 
	Comparability Protocols: None Post-Approval Commitments: None Lifecycle Management Considerations: None 
	~Rii=jj,.._#=~
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	~~-----J---------------·~-....-w-· Used in SUBA 25°C/ambient studies l traconazole 65 263862 Febmary February 2 year, 4 (retention MPGO l3, ~S::apsules 2016 2019 months MPGO l5. (b)(4f store) MPGO l6, MPGO L7 
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	APPENDIX 2: Biopharmaceutics Information Requests Dated June 20, 2018 and Applicant Response Dated July 19, 2018 
	Biopharmaceutics Request Comments: 
	(6)(41
	Providefull dissolution profiles for a recent clinical and/or registration batch Jo .your drug product using the proposed dissolution conditions and a paddle rotation speed of50, 60, .and 75 RPM Provide the age and storage condition ofthe testing batches. .
	nnlic.ant's_Res.nons.e tn..Rinnh:u:mac.eutic.s.JR Cnmment:._____________-.Cb>c
	41 
	------------------Cb-><media, n=12 vessels at 50, 60 and 75 rpm Batch details are provided below: Approximate
	4
	>Testing was completed in 0.5% SLS d5solution 

	Product Batch DOM Expiry A e Storage Comments 
	2 
	The Applicant claimed that the d5solution profiles of 65 mg (attached in Appendix 3) demmstrated 
	. 00~ 
	mcrease 
	Reviewer Note: 
	The Applicant 's proposed rotation speed of75 rpm is accepted 
	3 Pages liave oeen Withlield in Full as o4 (CCI/tS) immediately following this page) 
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	APPENDIX 4: SUBA Itraconazole Capsules 65 mg Batch Overview 
	Capsule .Str
	ength .

	65 mg 
	Figure
	Figure
	Figure
	Figure
	Figure
	Figure
	Figure
	Figure
	Figure
	Figure
	Figure
	Figure
	Figure
	Figure
	Figure
	Active Source 
	Capsule 
	Use 
	Study References 
	Batch l'io. 
	(b) (4) 
	Clinical-
	BAI BE Study: 
	959983 
	(b) (41
	(961007) 
	BA/BE studies 
	MPG009 I Stability 
	Stability Studies: .R2680. R2681 .966696 .
	Stability 
	Stability Studies: .R2697. R2682 .966697 .
	Clinical-
	BA/BE Srudy: 
	(967722) 
	BA/BE studies 
	MPG012 Stability 
	Stability Studies: .R2698. R2683 .244660 .
	Clinical-
	BA/BE Srudies: 
	(263862) 
	BA/BE studies 
	MPG013. MPG015. MPG017 S1ability 
	Stability Study: Q3046 
	~Rii=jj,.._#=~
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	APPENDIX 5: Biopharmaceutics Information Requests Dated September 11, 2018 and Applicant Response Dated September 17, 2018 
	Bio pharmaceutics Request Comments: 
	(b~ 
	1. Based on the provUied dissolution profile data, a dissolution acceptance criterion ofQ= <>% at 30 minutes is recommended for yourproposed SUBA (itraconazole) Capsules, 65 mg. 
	4

	Update your drug product release and stability specifications accordingly. Note that setting ofthe dissolution acceptance criterion are based on stage 2 testing (n =12) and therefore sometimes stage 2 testing and occasional stage 3 testing may be needed. 
	2. We could not locate detailed batch information ofbatch A 78-Cb1c1 ..._ _. or batch A 78-071 Cb1<• ProvUie detailed information ofthe comparison ofthese batches to support the discriminating ability ofyour proposed dissolution method. 
	4
	4 

	Applicant's Response to Biopharmaceutics-IR Comment 1: .The dissolution specifuation has been updated to Q ~1%at 30 minutes. 3.2.P.5.1 and 3.2.P.8.2 have .been revised accordingly. .
	Reviewer Assessment: 
	The Applicant' s response is satisfactory. .
	Applicant's Response to Biopharmaceutics-IR Comment 2: .Comparative dissolution data for the above-mentioned product development batches and the .commercial formulation of itraconazole 65mg capsules batch 961007 are provided as Attaclurent 1. .
	Reviewer Assessment: 
	The Applicant provided comparison of dissolution proires, comparing the registration batch# 961007 to the development batches. However, the Applicant dn not provide detailed batch information for the development batches. In order to evaluate the discriminating ability of the proposed the dissolution method, the Agency requested the Applicant provide batch information of those development batches in Appendix 6. 
	The Applicant' s response is inadequate. 
	~Rii=jj,.._#=~
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	APPENDIX 6: Biopharmaceutics Information Requests Dated September 26, 2018 and Applicant Response Dated September 2 7, 2018 
	Biopharmaceutics Request Comments: 
	ProvUie detailed batch information for batch A 78-09 <6>< , batch A78-07 (bH», A78-081-(bJ<l), A78-081 (bH41 I 1A78-081-<6>< orA78-081-(bH5, including form (bHl 
	4
	4
	4
	4

	, manufacturing date, storage condition, as well as the age ofthe 
	--~~~~~~~~~---
	-

	batch at the time oftesting (for dissolution profiles provUied in amendment dated 911812018). ProvUie 
	a table comparing the formulations between these batches and the commerc-ial formulation. 
	Applicant's Response to Biopharmaceutics-IR Comment: 
	The grades of the following fow-ingredients did not chan e in an ofthe abovementioned 
	batche.s: <6H4l 
	(b)(4)-~
	-

	(6)(41 
	These batches were stored at ambient conditions and tested dming product development p1ior to confirmation ofthe final fo1mulation. 
	(6)(4} 
	Details of excipient quantities and used in the vruious development batches ru·e provided in table 2. Compru·ed with Batch A 78-071, the subsequent batches investigated: 
	(b) (41
	• 
	• • • 
	~Rii=jj,.._#=~
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	Table 2: Detailed lnfonnation for· P)l'Oduct Denlopment JHatehes 
	Date of l\bnufac:ture ltrac<inozole Colloidal Silicon dioxide l (b)( 4i Sodium Starch gl'ye<llateI (6)( 41 Magnesium Stearate (6J(4) Cap~ml~, SizeNo_ I (4)Ligbt iB~ (b)(4l (b)(4) f (b) <4>Com mercial formulanon ongoi:n,g m~lc:apsule 65.00 (b) (41 
	Reviewer Assessment: 
	The Applicant's respome 5 satisfactory. 
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	APPENDIX 7: Qualitative and Quantitative Composition
	4 

	Quantit)'. (_mg/capsule)
	Component 
	Grade 
	Function 
	(b)(4J 
	65 mg Capsulr 
	Itraconazole 
	USP/Ph.Eur. 
	65.00 
	active 
	(b}(4l 
	(b) (4) (bf(4l 
	I 

	"NF /Ph. Etu-.
	H)promellose Phrhalate: 
	(b) (4i 
	Soditun Starch Glycolate 
	. 
	NF/Ph.Em

	(b}(4~
	Silicon Dioxide Colloidal I 
	NF/Ph.Em-. 

	(b)(4l
	Magnesium Slearntel IFIPh.Eur.
	.,4 
	Figure
	NF/Ph.Eur. 
	I
	(b) 
	C4J In-house 
	Capsule size o-1,, 

	(b)(41 
	Light Blue;( 
	I 
	(b)(4) 
	(b) (4) 
	\\edsesuh J\eysprod\nda2089QJ\QQQQ\m3\ 32-body-data\32p-drug-pro all-strengths\32p 1-desc-corw\descriptjo n -and-composjtjon-1 pdf 
	---·
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