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MEMORANDUM

DATE:
TO:

FROM:

SUBJECT:

DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE

FOOD AND DRUG ADMINISTRATION

CENTER FOR DRUG EVALUATION AND RESEARCH

January 16, 2009
NDA 22-087 CMC Review #1

Jane Chang
Review Chemist, ONDQA

Update of Labeling Information
NDA 22-087, Vectical (calcitriol) Ointment

Recommendation and Conclusion on Approvability:

The recently revised labels, submitted via the 1/15/2009 email, are acceptable and, therefore, the

previous “Approval” recommendation (Chemistry Review #1 Addendum) from the chemistry,
manufacturing and controls perspective remains the same.
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NDA 22-087 CMC Review #1 Addendum #2

IL Review Of Common Technical Document-Quality (Ctd-Q) Module 1

A.  Labeling & Package Insert

Revised mock-up labels for inmediate and carton containers (100 g package size only) as well as
package insert were provided through emails on January 12, 2009, January 14, 2009, and January

15, 2009 to the Project Manager, Emelia Annum. The information is summarized below.

1. Package Insert (provided in the 1/15/2009 email)

D Deosage Forms and Strengths

Information provided

|Dosage Form vintment
Strengt ' |3 micrograms calcitriol per gram of ointment (3 meg/g)

Yoy f".

ommmwmwmmmmm

Molmhr m 41664

PS .

malwhiuoulmostwhmaym
MhuMm&h&nm freely soluble in

$4The namns

"VNek provided i the package maert (PT) s '
ﬂ“&cmm“ihﬂmvﬁh

V12/2009 and 1/14/2009 emails, respectively.

*3*Chemical name was mistakenly stated tobe /-
—. in the package insert provided via the 1/12/2009 ernail.
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NDA 22-087 CMC Review #1 Addendum #2

/i Latient Counseling Information

3 meg/g
‘ Umts of dosage fcm\ 5g
¢.§. bottles of 30 tablets 100g
NDC number:
5 g tube 0299-2012-08
100 g tube 0299-2012-10
Special handling Do not freeze or reﬁ_-l_g_
Storage condition Store at 25° C (77° F); excursions permmod to 15°-30°C
(59° - 86° F) [See USP Controlled Room Temperature.

Information provided _

VECTICAL

 |qualified by 21 CFR
201.1(hYS)*

Marketed by:
Galderma Laboratories L.P.
Fort Worth, Texas 76177

Manufactured by:
Baie d’'Urfé, QC H9X 384*
Canada

Made in Canada.
GALDERMA is a registered trademark.
(Part Number)** '

‘Atypabf '

email.

ag— \//

Appears T
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for “HOX" was present in the P1 provided via the 1/12/2009 cmail.
*2A website “www.vectical.com” was included in the PI provided via the 1/14/2009
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NDA 22-087 CMC Review #1 Addendum #2

2. Labels (provided in the 1/15/2009 email)

Information provided
Establish name (size at least | calcitriol
one half of trade name)
Strength 3 meg/g
Net contents. 100g
Lot number per 21 CFR on crimp
201.18
Expiutiond&peﬂl CFR |oncrimp
201.17 ,
“Rx only” statement per 21 | provided
CFR 201.100(bX1) .
Storage Store at controlled room temperature 68°-77 °F (20° -
(not required) 25°C) with excursions permitted between 59° - 86° F (15°
_ - 30°C). Do not freeze or refrigerate.
'NDC number 100g 0299-2012-10
(requested but not requmd
per 21 CFR 201.2)
chmwzl CFR Not provided for immediate container
Marketed by: _
GALDERMA LABORATORIES, L.P.
Fort Worth, TX 76177 USA
Baie ¢’Urfé, QC H9X 384 Canada
Made in Canada
GALDERMA is a registered trademark.
P51449-1*
Others Fotwpwdmody Notforophﬂnﬂmw,mzlor
intravaginal use.
Each gram contains: cakitriol 3 mcg in an ointment base
consisting of mineral oil, di-a-tocopherol, and white
e

*A website “www.vecticaleom” was included in the label provided via the
1/14/2009 email.

**The names “dl-a-tocopherol” and “di-a tocopherol” were used in the lsbels
provided via the 1/12/2009 and 1/14/2009 emails, respectively.
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NDA 22-087 CMC Review #1 Addendum #2

2 Cartons
Establish name (size at least |calcitriol
one half of trade name) ‘
Net ity of dosage form 100g
Lot number per21 CFR Provided on flap pane!
201.18
E‘"xpimim date per 21 CFR | Provided on flap panel
201,17
“Rx only” statement provided
21 CFR 201, 201.100(bX(1)

provided

| Not provided

Each gram contains: calcitriol 3 mcg in an ointment base
consisting of mineral oil, dl-a-tocopherol, and white

Store at mﬂdmmm 68°-77 °F (20° -
25°C) with excursions permitted between 59° - - 86°F (15°
= 30°C). Do not freeze or refrigerate,

NDC number per
21 CFR 207. 35(b!3 Xi)

100g 0299*20!2-10

BarCodcpoer CFR

Provided

manufacturer/distributor per
21 CFR 201.1¢h)XS)

[Marketed by:

GALDERMA LABORATORIES, L.P.
Fort Worth, TX 76177 USA
Manufactured by:

Galderma Produstion Canads Inc.

Baie d’Urfé, QC H9X 384 Canada
Made in Canads

GALDERMA is a registered trademark.
P51459-1%°

‘Tlnm

MWWWMMMW&

provided via the 1/12/2009 and 1/14/2009 emails, respectively.
**A website “www.vectical.com” was inciuded in the label provided via the

1/14/2009 email.

Page 6 of 9



NDA 22-087 CMC Review #1 Addendum #2

The carton label provided on 1/15/2009 is shown below.
v —

b(4)

—

Lvaluation; The package insert labeling information provided via the 1/12/2009 email is
cceptable except for the following items:

Section 11 DESCRIPTION:
1. Lack of established name
_2. Typo in the chemical name.

Section 17 PATIENT COUNSELING INFORMATION:
1. Type inthe address of mamufacturer.

- The following recommendations were made to the clinical team in the 1/13/2009 email-

Section 11 DESCRIPTION:
1. Added established name afier the tradename, i.e. VECTICAL (calcitriol) ointment.
2. Revise the chemical name to “(SZ 7E)-9, 10-secocholesta-S,7, 10(19)-triene-
la,3p,25-triol".
3. Delete— in the stasemert —_ -
- - —— That is, the b(4)
statement should be changed 1o "Other componenis of the ointment are mineral oil,
di-avtocopherol, and whise petrolatum. : ‘

Page 7 of 9



NDA 22-087 CMC Review #1 Addendum #2

Section 17 PATIENT COUNSELING INFORMATION:

The correct address is: : ‘
Mamyfactured by: _ -
Galderma Production Canada, Inc. -
Baie d’Urfé, QC H9X 384
Canada

1t should be noted that the applicant agreed to use di-a-tocopherol instead of vitamin E in the
labeling. The applicant accepted the recommendation and the recommended changes have been
reflected in the package insert provided via the 1/14/2009 email with the exception of deletion of
hyphen between a and tocopherol. See additional comment below.

The carton and container labels submitted via the 1/12/2009 email are not acceptable jbr- the
Jollowing reasons:

r b -
__J “.

The above comments were conveyed to the applicant in the 1/14/2009 teleconference (am). The
applicant agreed to all recommendations stated above for the carton and container labels. In
addition, the applicant suggested using a “,” between “Ointment” and the strength “3I meg/g”,
which will be presented at the same line as the established name. This reviewer stated that a *,”
should not be used on the carton and container labels between the established name and
strength. This position is concurred by the Branch Chief, Dr. Moo-Jhong Rhee, and the Division
Director, Dr. Elaine Morefield. The applicant agreed not to use “, "between “Ointment” and the

strength "3 mcg/g” in the 1/14/2009 pm teleconference.

Afier the 1/14/2009 pm teleconference, revised package insert and carton and container labels,
which incorporated the recommended changes, were submitted via email on 1/14/2009.
However, a website “www.vectical.com” was added in the package insert and carton and
container labels. Based on the verbal communication with the Medical Officer, Dr. Patricia
Brown, awebsite in the labeling is considered to be promotional information and is not

. acceptable.

In addition, the name for “di-a-tocopherol” was changed 1o “dl-a tocopherol” (a space between
@ and tocopherol without a hyphen) in the package insert, carton and comainer labels. This is
inconsistent with the nomenclature used by IUPAC. The following comments were sent to the
applicant on 1/15/2008 via email:

1. The website listed on the carton and consainer labels and package insert should
be deleted.

2. A hyphen should be used for “dl-a-tocopherol” in the package insert (Section 11
Description), comainer and carton labels. This is to be consistent with the

Page 8 of 9



NDA 22-087 CMC Review #1 Addendum #2

nomenciature used in IUPAC (http:// chem.am uDGH

The Greek symbols are always P’efemd when theﬁmt is ava:lable ruse
because otherwise the name would be too long.

These recommendations were all incorporated into the package insert and carton and container
labels submitted via email on 1/15/2009. Therefore, acceptable labels have been provided.

Appears This “Way
Cn Giiginal

Page 9 of 9



11».&1:lnpwnccnuhkuidfanin.eﬁmnﬂenaednlﬂﬁn\nlisuminlounmnuneauyand
uwpnagnlotholuanﬂbchnkn;cluunokn&nnﬂcanpuummm
/sl | ’ |

Jane .
1/16/2009 11:27:38 AM
CHEMIST

Moo-Jhong Rhee
1/16/2009 02:20:00 PM
CHEMIST

Chief, Branch III
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

DATE: October 22, 20608
TO: NDA 22-687 CMC Review #1
FROM: Jane Chang

Review Chemist, ONDQA
SUBJECT: Update of EER Status

NDA 22-087, Tradename (caleitriol) Ointment

Recommendation and Conclusion on Approvability:
Anmﬁcﬂmnsandmmﬁe:hnawmfomdwbemmwmomuofComphmc
as recommended by S. Adams on October 20, 2008. TthERSumyRepoﬁumhod.

From a chemistry, manufacturing, and controls review perspective, this NDA may be approved.

T

Appenys Trin Vi
N Cngandal
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21-0CT-2008

FOA CDER BES Page 1 of 2
SUMMARY REPORT
Application : NDA 22087/000 Sponsor: GALDERMA LARS
Org Code : 540 14501 NORTR FREEMAY
Priority s FORT WORTH, TX 76177
Stamp Date : 27-3BP-2006 Brand Name : SILKIS OINTMENT
PDUTA Date : 27-0CT-2008 Estab. Name:
Action Goal : Generic Mame: CALCITRIOL OINTMENT 3
District Goal: 28-AUG-2008 MICROGRAMS /GRAM
Dosage Form: {OINTMENT)
Strength H 3 MICROGRAM/GRAM
FDA Contacts: L. CHASRY Project Manager (HFC-60) 301-827-8675
J. CHANG Review Chenist 301-796-1973
$. DING Team Leader 301-796-1349
Overall Recommendation: ACCEPTABLE on 20-0OCT-2008 by S. ADAMS (HPD-325)301-796-3193
Bstablishaent :

: FRI : 3003671557

DMP Mo: AADA:
Responsibilities: PINISHED DOSAGE LARBLER
. PFINISRED DOSAGE MANUPACTURER
FINISNED DOSAGE PACKAGER
PINIONED DOGAGE RELEASE TESTER
Profile : om GAI Status: NONE
Last Milestaome: OC RECOMMENDATION
Milestone Date: 31-JAN-08
Decision : ACCEPTAMLE
Reasca : DISTRICT RECOMMENDATION
Rstablishmeat : CFN : — n - -
a <
Lo 5 b(4)
NP No: AADA
Responsibilities: =
S 4
Protfile H cTe GAI Status o
Last Milestone: 0OC RECOMMENDATICON
Milestome Date: 16-JAN-08
Decision : ACCEITABLE -
Reaspon : BASER O PROPILE
Bstablistweent : O : Rt :
) v -
L B b(4)



21-0CT-2608
DMP No:

Responsibilities:

Profile :
Last Milestone:
Milestone Date:

Responsibilities: .

Profile I'E
Last Milestone:
Milestone Date:

Decision :

Reason F

Establishment :

DMY Mo:

Responsibilities:
© Profile

Last Milestone:
Milestone Date:
Decision :

Page 2 of 2

FDA CDER RRS
ESTABLISHMENT EVALUATION RECUEST
SUMMARY REPORT
ARDA:
h(4)
CTh OAI Status: NONR
OC RECOMMENDATION
20-0CT-08
DISTRICT RECOMMENDATION
I eesearnnaes
. ’ b(4)
- 2
AADA
b{4)
OAI Status: NONB
OC RECOMMEMDATION
31-JAN-08
ACCRPTABLE
DISTRICT RECOMMENDATION
m: ) nI :
. o b(4)
~ p
) ARDA:
T P b(4)
CTL I OAL Status:  NONE
OC RECOMFRMDATTON
31-JAN-08
DISTRICT RECOMMEBNDATION
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Jane G
10/22/2008 09:35:36 AM

CHEMIST

Moo-Jhong Rhee
10/22/2008 09:37:36 AM
CHEMIST

Chief, Branch III
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NDA 22-087

Tradename
(Calcitriol) Ointment
3meg/g

Galderma

Jane L. Chang, Ph.D.
Review Chemist
Office of New Drug Quality Assessment

Division of Pre-Marketing Assessment I
Branch HI

For Division of Dermatologic and Dental Drug Products
HFD-540



)A 22-087 CMC REVIEW
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Chemistry Review Data Sheet..
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A. Description of the Drug Product(s) and Drug Substance(s)
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L

Chemistry Review Data Sheet

NDA 22-087
REVIEW #: 1

REVIEW DATE: 09-OCT-2008
REVIEWER: Jane L. Chang
PREVIOUS DOCUMENTS:

20-NOV-2006
-| 29-NOV-2006

' "Telwondmmgmvmrel«se

01-DEC-2006

22-NOV-2006
u.rzn.zom
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10.
11,
12.
13.
14.

NDA 22-087 CMC REVIEW
. Chemistry Review Data Sheet

NAME & ADDRESS OF APPLICANT:

Name: Galderma Laboratories, L.P.
Address: 14501 North Freeway
| Fort Worth, Texas 76177
Representative: | Paul Clark
Director
' 817-961-5336

DRUG PRODUCT NAME/CODE/TYPE:

a) Proprietary Name: Tradename '(not yet finalized)
b) Non-Proprietary Name: calcitriol ointment
¢) Code Name/# (ONDQA only): N/A
d) Chem. Type/Submission Priority (ONDQA only):
¢ Chem. Type: 3 (New Form)
o Submission Priority: S
LEGAL BASIS FOR SUBMISSION: 505(b)1)
PHARMACOL. CATEGORY: Treatment of plaque-type psoriasis
DOSAGE FORM: Ointment
STRENGTH/POTENCY: 3 mcg/g
ROUTE OF ADMINISTRATION: Topical

RxOTCDISPENSED: _X Rx __ OTC

X....Not a SPOTS product

Page S of 98




NDA 22-087 CMC REVIEW
Chemistry Revnew Dm Sheet

16. CHEMICAL NAME, STRUCTURAL FORMULA, MOLECULAR
FORMULA, MOLECULAR WEIGHT:

(52, 7E)-9,10-secocholesta-5,7,10(19)-triene-12,38,25-triol
CAS Number: 32222-06-3 CzHuOs MW =416.64

17. RELATED/SUPPORTING DOCUMENTS:
A, _DM]‘;:

p 1] "
Lmri TYPE BOLDER | . oyncEp | COPE STATUS!| REVIEW COMMENTS

) adequate’ | 6/5/2008 By J. Chang

respectively.
**DMF formerly held by

! Action codes for DMF Table:

1 - DMF Reviewed.

mmmwhymnmwmmmquz
2-Type | DMF

3- mmﬂummmumm

7 - Culsee (enplain under "Comments”)

MW«N/A(MuMMmMWmMMhWFM
not need to be reviewed)

Pags 6 of 98

b(4)

b(4)



B. Other Documents:

Chemistry Review Data Sheet

| DOCUMENT | APPLICATION NUMBER DESCRIPTION
T IND 62,151 Calcitriol Ointment 3 ng/g
18. STATUS:

CONSULTS/ CMC _ - _
R ) REVIEWS RECOMMENDATION DATE REVIEWER
Biometries N/A
EES Pending*

Pharm/Tox N/A
[ Biopharm | vA
Methods Validation N/A, according to the
_— current ONDQA policy**
Office of Drug Safety | Not recommended®** | 4/3/2008 J, Park
EA Categorical exclusion (see | 4/2/2008 J. Chang
- | review)
Microbiolog N/A_

‘Mthocunphﬁoaofﬂtum,mspechwformmmwm —_— s
still pending. The other manufacturing facilities are found to be acesptable.
**The analytical procedures and their validations wers reviewed and found to be adequate. Methods
validation packages will not be sent to FDA laborstories because the methods do not meet the “methed
validation request criteria” according to the current ONDQA policy that was announced on 1/12/05.
*$sDMETS concurs with DDMAC’s objection to the proposed proprietary name, Silkis, based en

promotional concerns.

Appears This Way
OCn Original
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The Chemistry Review for NDA 22-087

tive Summary
I. Recommendations

A. Recommendation and Conclusion on Approvability

This NDA has provided sufficient CMC information to assure the identity, strength,
purity, and quality of the drug product. - Therefore, this NDA may be approved
pending resolution of the following issue:

e An acceptable overall recommendation from the Office of Compliance. b(4
Inspection of the drug substance testing facility. , is still ( )
pending.

B. Recommendation on Phase 4 (Post-Marketing) Commitments, Agreements, and/or
Risk Management Steps, if Approvable

Nore
II. Summary of Chemistry Assessments

A. Description of the Drug Product(s) and Drug Substance(s)
(1) Drug Product

Calcitriol ointment 3 pg/g is a single-phase, white translucent semi-solid product

indicated for the topical treatment of plaque-type psoriasis. The formulation is

achieved by ' — b ( 4 )
- R

L -
Acuptzbhwﬁc&onhabeenpmvﬂedwmpm&mmmny strength,
_purity, and quality. The specification includes description, microscopic analysis,
idendification (calcitriol by NP-HPLC and vitamin E by NP-HPLC), assays of

calcitriol (NP-HPLC) and vitamin E W*HPLC), homogeneity (NP-HPLC),
related substances (NP-HPLC), viscesity, minimum fill, and microbial limits.

Page 8 of 98



Executive Summary Section

Aceephble information was provided for container closure system for tube sizes
———__ 100 g proposed for marketing and a 5g size ‘for samples. "~

e

b
Acceptable stability data were provided for three clinical batches ~——; scale)- (4)
used for pivotal Phase 3 studies and for 18 packaged batches (from 3 bulk drug
product batches, each at — scale) manufactured for process validation in
the intended manufacturing site. The data included up to 9 months at
40°C£2°C/75%+5%RH and 36 months at 25°C3+2°C/60%+5%RH for the
clinical batches and up to 6 at 40°Cx2°C/75%5%RH and 30 months at
25°C+2°C/60%15%RH for the validation batches. Calcitriol ointment 3 ug/g
remained within specification after 30 months at 25°C/60%RH for the three
validation batches, with no noticeable change observed for any parameter,
except viscosity. A slight tendency to decrease was observed for vitamin E
content throughout time, however, all the values remained within specification.
Similar was also observed for the three clinical batches. That is, after 36
months at 25°C/60%RH, no noticesble change was observed on clinical batches - b(4)

for any parameter —————

A photostability study was conducted on one clinical batch. The results obtained
did not show any significant change. The formulation in its packaging was
mbknmhwexpom Frecze/thaw and cold/wamm cycling studies were
mducted on two clinical batches. - , which showed a
— "~ all other attributes were within the h(4)
,ﬁ on.

Thesmbilnydatasupportt}wm datmgpenodof%monehsfor
calcitriol ointment 3 ug/g when stored at 25°C (77°F), excursions permitted to 13-
30°C (59-36°F).

(2) Drug Substance

Calcitriol is a well-established compendial drug substance whose structure has
been fully elucidated. Calcitriol is marketed in various formulations since 1978.
These formulations include oral capsules (0.25 pg and 0.5 pg, NDA 18-044 for

management of secondary hyperparathyroidism in chronic renal failure and
hypouhmumdmlys:sp&wnumdpmemswnhpmgwal idiopathic, or

yroidism), an injectable solutions (0.001 and 6.002 mg/mL,
NDA 1:-8?4fmmmgemmafhymmlcmmpmm on chrenic renal
dialysis), and oral solution (1 pg/mL, NDA 21-068 for the trestment of
secondary hyperparathyroidism in patients with moderate to severe chronic renal
failure who are not yet undergoing dialysis).

Page 9 of 98



Executive Summary Section

The drug substance is manufactured by ' —
themanufacturmg process and control of materials and calcitriol are provided in
s DMF# """l‘lmDMthsbeenrmewedbyth:srevxewerand

-z~ Details of

found to be adequate to support the NDA. In addition to the tests listed in the
USP monograph (with the exception for the specified impurity —————

testing for residual solvents and pre-calcitriol are included in the drug substance

specification.

B. Description of How the Drug Product is Intended to be Used
Calcitriol Ointment should be applied to affected areas of the body, twice daily,

morning and evening for 8 weeks or until cleared. The maximum daily dose should not

exceed ————

Calcitriol Ointment is to be stored at controlled room temperature 25°C (77°F).

When stored under the specified conditions, an expiration dating period of 36 months

can be expected.

C. Baasis for Approvability or Net-Approval Recommendation

Adequate dats have been submitted to ensure the drug product’s identity, strength,
quality, purity, potency, and stability as a topical product for its intended use. This
NDA may be approved pending resolution of the following issue:

¢ An acceptable overall recommendation from the Office of Compliance.

Inspection of the drug substance testing facility.

IIl. Administrative

A.

B.

C.

Reviewer’s Signature
clectronically signed in DFS
Endorsement Block
electronically signed in DFS
€C Block

entered electrenically in DFS

Page 10 of 98
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This Is a representation of an slectronic record that was signed slectronically and
mhm»hmmnﬂawondmoohmmm

/s/ |
Jane Chang

10/9/2008 02:35:25 BM
CHEMIST :

Moo-Jhong Rhee
10/9/2008 02:59:09 PM
CHEMIST :
Chief, Branch III
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Initial Quality Assessment
Branch I
Pre-Marketing Assessment Division II

OND Division: Division of Dermatology and Dental Products
NDA: 22-087
Applicant: Galderma Laboratories, LP.
Stamp Date: Dec. 27, 2007 :
PDUFA Date Oct 27, 2008
Trademark: Silkis (calcitriol) ointment, 3 ug/g
Established Name: Calcitriol

Deosage Form: Ointment

Route of Administration: Topical

Indication: Plaqgue psoriasis
PAL: Shulin Ding

~ YES NO
ONDQA Fileabitity: [ [

Comments for 74-Day Letter | | [X

Summary and Critical Issues

A.

Summary

The NDA is the resubmission of NDA 22-087 which was originally submitted in
September, 2006 and received a refusal-to-file (RTF) action. The reason for the RTF
aehmwuthntmdﬁawmmwdedtolmkhdmmwdcmdmmg
site and process to those of Phase 3 clinical supplies. Therefore, the quality and
bicavailablity of the commercial batches were not assured. Subsequent to the refusal-to-
file action, the Agency agreed that the applicant could use in-vitro release test (IVRT)
results to bridge the site/process changes, and comments were forwarded to the applicant

for the proposed IVRT study protocol.

A complete initial quality assessment has already been conducted in Y2006 and filed in
DFS when NDA 22-087 was first submitted. CMC summary and critical review issues
for the proposed product can be found there. The present quality assessment, Initial
Quality Assessment #2, focuses only on new information which was not present in
Y2006 submission.

There is only two new pieces of informetion in the resubmitted NDA 22-087. One is an
update in establishment information. The other is the requested IVRT results. There are
no changes in formulation, excipient controls, packaging, manufacturing process,
commercial batch size, drug substance supplier, and drug product ranufacturer.

mmmMiqmmum,Mwmmmmof
36 months at conitrolled room temperature of 68-77°F (20-25°C), excursion permitted to



15-30°C. The data provided include long term (25°C/60% RH) data of 30 months and
accelerated temperature (40°C/75% RH) data of 6 months from 3 commercial scale
batches. The registration stability program covers —————.uppliers and provides cach
fill size at least 3 batches of data.

Critical Issues for Review

Link between Commercial Batches to Phase 3 Supplies
* The designated commercial batch manufacturing site is located in Canada. Itisa

different site from the Phase 3 batch manufacturing site (in France), and there are
also process changes. The Canadian site has not produced any clinical batches.
In-vitro drug release test results are provided in the resubmission to demonstrate
“sameness” between the batches produced at the designated commercial site and
Phase 3 batches. The IVRT results need to be carefully reviewed. The applicant
mentioned that the initial comparison on bulk failed the test although other

mh«muedmmlmcmbefwndmthehmalthtyAsuMemdmtedm

Y2006.

Comments for 74-Day Letter
None
Comments/Recommendation:
The application is fileable from the CMC and quality perspective. The major review
issue is whether the IVRT results adequately demonstrate “sameness” between the
batches produced at the designated commercial site and Phase 3 batches.
Manufacturing facilities for Drug substance and drug product are located in Europe and
Canada. GMP mspecuon requests have been submitted.

Shulin Ding

Pharmsceutical Assessment Lead

Moeo-Thong Rhee
Chief, Branch 11l
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Filing Checklists

A. Administrative Checklists

NO

On its face, 1s‘thc secnon‘]e ible?

Are ALL of the facilities (including contract facilities and test

laboratories) identified with full street addresses and CFNs?

Missing CFN for

one site.

- uaua'a

Has an environmental assessment report or categorical
exclusion been orovided?

B. Technical Checklists

1. Drug Substance RefereneedeW

Douﬂwsechmconbmsynﬂuﬂcsehememﬂnm-pmcm

Not applicable. |

Not gmllc_able.

2
controls?

x ’lDoesthcseemeontun, uality contmlso exci ent:?
x » . » 9 . .
X
X 7
x zontain validation datafot@nml methodS?
x Dusﬂnmﬁmconhmmfermhmmcmﬂmamdclom

"Doesﬂusechmcmnmmhhtydauwﬁhapmpmd

X
cxpiration date?
x Does the section contain information on labels of container and

b(9)



C. Review Issues

X HasallmfmuonreqmsteddmngtheINDphses,andatﬂle
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This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Shulin Ding
1/28/2008 10:05:50 AM
CHEMIST

Moo-Jhong Rhee
1/28/2008 10:13:05 AM
CHEMIST

Chief, Branch III
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Initial Quality Assessment
- Branch Il
Pre-Marketing Assessment Division 11

OND Division: Division of Dermatology and Dental Products
- NDA: 22-087 .
Applicant: Galderma Laboratories, LP,
Stamp Date: Sep 27, 2006
PDUFA Daté July 27, 2007

Trademark: Silkis (calcitriol) ointment, 3 pg/g
Established Name: Calcitriol
; Ointment
Route of Administraﬁon Topical

Indication: Plaque psoriasis

PAL: Shulin Ding

YES . NO
ONDQA Fileability: % P
Comments for 74-Day Letter n
Summary and Critical Issues:
A. Summary

The drug substance, calcitriol, is referenced to DMF———. field by N —
DMF *—has been reviewed multiple times (last review dated Jan 4, 2006),andd¢emed
adequate to suppert referenced submissions.

The drug product, Silkis™ (calcitriol) ointment 3 ug/g, is a white, translucent ointment. The drug
is fully solubilized in the ointment base. The product is packaged ir
aluminum tubes at fill sizes of 5 grams,-—__— nd 100 grams. 'I‘thgsmensthesamplemu

The to-be-marketed formulation is the same formulatior medmptvotalc}mmaltrulsmd
registration stability batches. The formulation contains the following excipients: white
petrolatum, EP; mineral oil USP; and Vitamin E, USP. Notetbatthewhﬁcpemhtmamdmﬂae
proposed formulation conforms to EP noet USP.

mmpmdmdmuﬁcmmw fhemmufacttmgmmemmof

Fthefoflewmgmps.

~

Stability data provided in the initial submission to support an expiry period of 36 months at
controlled room temperature of 68-77°F (20-25°C), excursion permitted to 15-30°C, include long
term (25°C/60% RH) data of 18-36 months and accelerated temperature (40°C/75% RH) dsta of

L

b(4)

b(4)
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6-9 months from 3 pilot-scale batches and three commercial-scale batches. Each fill size has at
least 3 batches of data. 4

B. Critical issues for review

Link between Commercial Batches to Phase 3 Supplies
* The designated commercial batch manufacturing site is located in Canada. Itisa
different site from the Phase 3 batch manufacturing site (in'France), and there are
also process changes. The Canadian site has not produced any clinical batches.

For topical products, in-vitro drug release test is one of the requirements in order
to demonstrate “sameness” for batches produced at different sites or with
different processes. The in-vitro drug release comparison is net provided in the
NDA. This omission is, therefore, a filing issue.

Container/Closure System Qualification
* The primary container/closure system.—————  aluminum tubes. is referenced
to” ‘DMF— -and - - DMF = The applicant

provides no information regarding test results on the container/closure system per
USP<661> physicochemical tests and light transmission test. There is no
mentioning of leaching/sorption studies and USP<87> Biological tests — plastics

USP test results may reside in the two referenced DMFs. If not, this omission is
a significant review issue. The extremely low drug concentration of this product
renders the product vulnersbie to the cffect of leaching and sorption. -

C. Comments for 74-Day Letter

1. The absence of in-vitro drug release comparison between commercial process
bawhesmdeatﬂnCm&nﬁtemdthouMattthhm3mﬁcwhsg
site using the Phase 3 process.

— p—— , are not supported.

3. The establishment information provided in the NDA may be incomplete. The
function of each facility and CFN numbers are not provided. It is uncertain
where the testing sites are for the proposed drug substance and drug product.

4. The absence of container/closure qualification test results such as USP<661>,

To resolve the issues the applicant should:

b

b(4)



1. Conduct an in-vitro drug release study, and compare the drug release profile of
the commercial process batches with that of a comparable-age batch made at the
Phase 3 manufacturing site using the Phase 3 process. The study should include
a comparison among all proposed fill sizes.

2. The manufacturing changes / - - -
; ~—— , need to be supported by in-vitro drug release

——

results (see #1).
3. Provide complete establishment information.

4. Provide in the NDA container/closure qualification tat results (such as
USP<661>) or indicate where the data reside.

D. Comments/Recommendation:

The application is not fileable from the CMC and quality perspective. The submission of data
supporting the manufacturing process at the designated commercial manufacturing site is a filing
requirement (21CFR 314.101 (dX(3)).

The designated commercial manufacturing site and process are different from those of Phase 3
clinical supplies. Bridging data to support these changes are missing. Specifically, there are no
in-vitro drug release results in the NDA. 21CFR 314.50 (d)(1) (ii)(2) requires dissolution data to
ensure quality and bioavailability of the product.

This issue has been discussed in teleconferences with the NDA applicant. It is apparent that they
do not have this piece of data available, and the in vitro drug release method has not been
developed. In addition, it is unclear whether suitable batches exist for use in this testing or new
batches will need to be made. The drug, calcitriol, is imown to be light sensitive and easily
oxidizable by air. This will complicate their attempt to develop a method for the in vitro drug
release study. There are significant technical hurdles in generating this type of data for this drug
in this dosage form. Their ability to generate the required data within an adequate time frame to
allow timely review in the review cycle is in doubt.

Therefore, ONDQA recommends a refusal to file.

Shulin Ding
-Elaine Moreficld
Division Di

b(4)



Filing Checkiists

A. Administrative Checklists
YES | NO Comments
x On its face, is the section organized ad
X Is the section indexed and pa_@mted adequaﬁely?
X On its face, is the section legible? _
x Are ALL of the facilities (including contract facilities and test mcm’of:‘ch
laborateries) identified with full street addresses and CFNs? M‘“’“,,,y“"' Uncertsin in
_ testing sites.
x Has an environmental assessment report or categerical
| exclusion been provided?
B.Techmical Checklists
1. Drug Substance Referenced to DMF .—
Not applicable.

Douﬂnsecumconenmsynthchcsehemethhm—pwcm

]

| Nota
Not ap
1

X

X

X

X

.

p.3 in validati . ;

x Dmthemnmmummmmmmdclom
systems?

x Doesﬁumnmcmmmbhtydﬂm&amed

ation date?

x Docs the section contain information on labels of container and

cartons?

< 3 y ;
'a_m. sech P3G ENAINE 30K
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C. Review Issunes

X Has all information requested during the IND phases, and at the
pre-NDA mestings been included?

X Isatmnxemwrecomwnded"
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