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DEPARTMENT OF HEALTH & HUMAN SERVICES Public Heelth Service

Rockville, MD 20857

NDA 22-087 INFORMATION REQUEST LETTER

Galderma Laboratories, LLC
Attention: Paul Clark
Director, Regulatory Affairs
14501 N. Freoway

Fort Worth, TX 76177

Dear Mr. Clark:

Please refer to your December 21, 2007, new drug application (NDA) submitted under section 505(b) of the Federal
Food, Drug, and Cosmetic Act for TRADENAME (ealei&iql) Ointment, 3meg/g.

We have reviewed your request for proposed trade nerse “Silkis” and have the following comments and information
requests. We request a prompt written response in order to continue our evaluation of your NDA.

Weob,oetmmmdmdcm“&lhs”bmmuwmuducﬂiucyofﬂumdm "Silkis” easily
cvokadnwwd sllky whchmbcdcﬁneds'cforhkcsﬂk moth.lmms,soﬁ,orddlcm"

i z . fis § Qict=CALL; accessed 3/10/08). Given that the proposed
Mumof'%s ufahwﬁdnmdpwmnmslu&nglymphum&wm
will become "silky, smiooth, lustrous, or soft” after the use of this product. Without substantial evidence to support
thtmtmth"s:lku”wﬂlpmdoelm "silky” skin, the proposed trade name is misleading.

PMMM&FMFMWMWWMMMIM;«WWMM:
product if misleading representations are meade, whether through a proposed trade name or otherwise; this includes
suggestions thet & drug is better, more effective, usefil in a broader range of conditions or patients, safer, has fewer,
wlwcmdmooﬁwhmmmeﬁem«cmmmmmwwm
evidence or substantial clinical experience. [21 U.S.C 321(n); ses alse 21 U.S.C. 352(a) & (n); 21 CFR
202.1(eX5Xi):(eX6))].

Submit two new trade names as soon as possible. Your request should indicate which name is your first choice.

If you have any questions, call Bronwyn Collier, Acting Chief, Project Management Staff, at (301) 796-2110.
Sincerely,
{See appended electronic signature pege}
Susan J. Walker, M.D., FA.AD.
Director
Division of Dermatology snd Dental Products

Office of Drug Evalustion HI



This is a representation of an electronic record that was signed electronically and
mmhmmmnamommm

/s/

Bronwyn Collier

6/23/2008 12:23:19 PM

Signed for Susan Walker, M.D., F.A.A.D.




Executive CAC
Date of Meeting: May 27, 2008

Committee: David Jacobson-Kram, Ph.D., OND IO, Chair
Abby Jacobs, Ph.D., OND 10, Member
Paul Brown, Ph.D., OND 10, Member
Dan Mellon, Ph.D., DAARP, Alternate Member
Barbara Hill, Ph.D., DDDP, Team Leader
Norman A. See, Ph.D., DDDP, Presenting Reviewer

Author of Draft: Norman A. See, Ph.D.

The following information reflects a brief summary of the Committee discussion and its
recommendations. Detailed information may be found in the associated Pharmacology
and Biostatistics reviews.

NDA # 22-087
Drug Name: Calcitriol
Sponsor: Galderma Laboratories, L.P.

The committes discussed the resuits of two carcinogenicity studies that were conducted
with calcitriol, including a study in which rats were dosed orally and a study in which

Rat Carcinogenicity Study

Background: A two-year topical carcinogenicity study was conducted in which calcitriol

solution was orally administered (via gavage) daily to rats. Dosages of approximately

0.005, 0.03, and 0.1 pg/kg/day were investigated. The vehicle for the test material was

waeeoilMs Neobee oil M is a medium chain triglyceride.

=

w Thsmdymhddwthavweomlmmdam
control group which received water. The protocol for the study, including the dosages
used, was discussed by the executive CAC on April 8, 2003; dosage selection was based
upon the MTD. Survival rates did not differ significantly betwesn groups; terminal
sacrifice of all groups occurred following 104 weeks of treatment. The incidencs of
benign pheockromocytomas was significantly increased in female rats (pairwise p-value
of 0.0001; trend value of 0.0036). These dats are summarized below:

Rat Females W V L M W Pair Trend
ADRENAL GLANDS
Senign my«u ‘ (1] -] 0 2 7 0.0001 0.003¢



Background: A two-year topical carcinogenicity study was conducted in which calcitriol
ointment was applied to the skin of mice. Materials that contained calcitriol at
concentrations of 0 (vehicle), 0.3, 0.6, and 1.0 ppm were evaluated. The vehicle for the
test material was identical to the vehicle of Silkis ointment (NDA 22-087). The protocol
for the study, including the test materials to be used, was discussed by the executive CAC
on April 8, 2003. Dosage sclection was based upon the estimated MTD. The MTD was
exceeded in the study. Bocause of reduced mean weight gain and treatment-related
deaths, treatment was suspended for several weeks beginning week 23 and week 29 for
groups receiving 0.6 ppm and 1.0 ppm materials, respectively. Treatment of all groups
(nmhm&osmmm'vehmlemd03ppmcdml)ubsequenﬂymchagedma
pplications per week. Due to reduced survival, and upon
mommmamchAC males receiving 1.0 ppm calcitriol were
sacrificed during week 97 and all groups of females were sacrificed during study week
101. No statistically significant differences in tumor incidence were observed in this
study. ‘

Executive CAC Recommendations and Conclusions:

1. The Committee found both the study in rats and the study in mice to be valid in all
respects, including the dosages that were evaluated.

2. The Committee found that oral administration of calcitriol for a lifetime resulted in an
increased incidence of benign pheochromocytomas in female rats; no evidence of
carcinogenesis was observed in male rats. No cvidence of potential to induce
carcinogenesis was obtained in a study in which calcitriol was applied to the skin of male
and fermale mice over a lifetime.

David Jacobson-Kram, Ph.D.
Chair, Executive CAC

ee:\

/Division File, DDDP
/BHill/Team leader,
/Nsedkﬂm Dl'

/BCollies/PM, ODE 111
/ASsiftied, OND 1O



— — _ ——
xp&b'mwrngmmmm' ’

/s/

David Jacobson-Kram
8/29/2008 11:56:06 AM
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,  FOOD AND DRUG ADMINISTRATION

Meeting Date: November 20, 2006

Time: 1:00 PM - 1:20 PM

Meeting Type: . CMC Type C Teleconference

Meeting Location: Food and Drug Administration, White Oak Campus

Application Number: NDA 22-087

Product Name: - Silkis (calcitriol) Ointment, 3mcg/g

Sponsor Name: Galderma Laboratories

Meeting Requestor: Paul Clark, Director Regulatory Affairs

Meeting Chair Shulin Ding, Ph.D., Pharmaceutical Assessment
Lead

Meeting Recorder: Linda Athey, Regulatory Health Project Manager
for Quality

Mecting Attendees: Paul Clark, Diroctor Regulatory Affairs, Gakderma

FDA Attendees

CENTER OF DRUG EVALUATION AND RESEARCH

Shulin Ding, Ph.D., Pharmaceutical Asscssment Lead, DPMA II
Jane Chang, Ph.D., Chemist, DPMA 11
Linda Athey, Regulatory Health Project Manager for Quality, DPMA 11

1.0 BACKGROUND

The teleconference was requested by FDA to discuss CMC and quality issues concerning
the submitted NDA for Silkis (cakcitriol) ointment, 3mcg/g. This is a follow-up to the
Teleconference held on November 14, 2006 and a response to the proposal sent by
Galderma through e-mail on November 20, 2006 (see Attachment 1).



Galderma Laboratories, L.P. CMC Teleconfrence Confidential
NDA 22-087 | o 12/1/2006
2.0 DISCUSSION

BYALUATION OF EXISTING BATCHES

A) Galderma to compare Batch 056*03 manufactured in November
2003, at Industrial Development in France with Batch 036835 ID 102518
manufactured in May 2004, at GPCI. Batch 056*03 was used in a nonclinical
study RDS.03.SRE.12394, a 9-month Dermal Toxicity Study in Minipigs.
Batch 0368365 was a validation batch which was also used as a primary
stability batch.

2.1

FDA asked for clarification about the packaging size of Batch 036835 ID 102518.
Galderma acknowledged that an error was made in the size identification for
Batch 036835. The correct ID should be 102519, which is a 100g tube size, rather
than 102518, which is a 5g size. Galderma stated that it was their intention to
compare 100g tube size with 100g tube size.

B) Galderma proposes that the physical and chemical characteristics of these two
lots be evaluated. The evaluation would include full testing and rheology
studies. If these two lots have similar characteristics, the IVRT would be
done using these two lots.

FDA agress with the evaluation of the physical and chemical characteristics.
FDA asked whether the manufacturing process for Batch 056*03 was the same as
that for phase 3 clinical batches. Galderma replied that they were not sure, and
would check and get back with FDA..

C) Galderma states in the proposal that if the lots do not have similar
characteristics, new lots will be manufactured and filled into 100g tubes b(‘”
supplied by —— Galderma plans to compare only 100g tubes made at both
sites. Galderma objects to a comparison of the in-vitro release rate among
different fill sizes because all tube sizes are manufactured and filled in the

FDA explained that the — b(4)
. - — —  The filling and cooling

operations are part of manufacturing process. The cooling rate experienced in

each tube size was likely to be different due to different ratio of ointment amount b(‘n
to surface area. Therefore, the in-vitro releasc rates for the 5y - wbes will

need to be compared with the 100g tubes to show that the drug release rate is not

impacted by different cooling rates.

Page 2 of 12



Galderma Laberatories, L.P. CMC Teleconfrence Confidential
NDA 22-087 _ 12/1/2006

FDA asked G&lderma whether the 59 tube sizes were used in the clinical b( 4)
studies. Galderma stated that only 100g tubes were used in the clinical studies.

D) Galderma objects to a comparison of the drug product for the in-vitro release
throughout the proposed shelf-life.

FDA agreed to consider their reasoning but stated that it was necessary to do in-
depth review regarding the structure of the formulation and potential changes
upon storage. In the teleconference held on Nov. 14, 2006, FDA had requested
Galderma to provide more information regarding the observed «___——
structure.

2.2

FDArequeswdacerrecnonmthemeﬁvomDr DmgteDr Changmtheu‘
proposal (Attachment 1), with the exception of the first sentence. This was done
and sent through e-mail (Attachment 2).

Additionally FDA commented that the comparisons conveyed to Galderma in i
Nov. 14, 2006, teleconference were Batches D to E (Study 3) and Batches Dto F -
(Study 4).
Hewever,theeomanwmofBachaCtoEmdBatchesCtoFqu
Attachment 1 would be acceptable.

3.0 ISSUES REQUIRING FURTHER DISCUSSION

The sponsor would like a teleconference with the Branch Chief to further discuss testing
of the different fill sizes.

40 ACTIONITEMS

The sponsor will verify that the manufacturing process for Batch 056*03 is the same as
that for phase 3 clinical Batches. The sponsor will try to respond to FDA for this
information by November 22, noon EST.

50 ATTACHMENTS AND HANDOUTS

Attachment 1 - mﬁmmtherthmwmt:mmngdmmsmpmand
requests for clarification to the November 14, 2006 teleeonfme

Attachment 2 — Corrected email sent to the Project Manager containing Galderman’s
response.

Page3of 12



Galderma Laboratories, L.P. CMC Teleconfrence Confidential
NDA 22-087 v y 12/1/2006

From: CLARK, Paul [maiito:paul.dark@galderma.com)

Sent: Monday, November 20, 2006 10:05 AM

To: Owens, Margo

Subject: NDA 22-087 CALCITRIOL OINTMENT - GALDERMA'S RESPONSE TO REQUEST F OR
IVRT DATA

Dear Margo:

This is Galderma’s response to the Division’s request to provide IVRT data. | will
only be in the office during the moming. If you need to reach me after that,
please call my cell a8 —————— b(6)

Paul

Paul Clark
Director, Regulatory Affairs
Galderma Laboratories, L.P.
817 961 5336 Phone

817 961 0020 Fax

SUMMARY OF TELECONFERENCE OF NOVEMBER 14, 2006
During the teleconference Dr. Ding inquired if Galderma had performed
IVRT on products manufactured at the two locations. Galderma stated
that this type of comparison had not been done. Dr. Ding then inquired if
there were samples of product of similar age available for IVRT.
Galderma replied that it was uncertain abemmewauabmty oflots of
comparable age.

Dr. Ding proposed that if no lots of comparable age were available, one
mmmmmmmamm filled and tested

according to the table below.




Galderma Laboratories, L.P. CMC Teleconfrence Confidential

NDA 22087 12/1/2006
Bulk Product (A) summduct(s)
100 g tube —— ,C) | 100gtube ™" (D)
- g tube - T ‘ ] h(d)
5 _—— (F)
IVRT studies |
Study 1 Compere Ato B
‘Swdy2 Compare CtoD
Study 3 Compare Clo E
Studyd Compsre Cto F

Dr. Ding requested that these lots be placed on long term stability
according to the protocol described in table 3.2.P.8.3 and that IVRT
testing be done at TO, T18 and end of sheif-life with the TO IVRT data
submitted to FDA on or before April 30, 2007.

GALDERMA’'S AGREEMENT
Galderma agrees to provide IVRT information comparing one lot
manufactured at each site filled into 100 g tubes according the foliowing
proposal on or before April 30, 2007. We have some concerns regarding
thohchnmdaspoa&ofﬂwehstdmwmebwmnmﬂofwﬁve
ingredient, 3 mcg/g, and the ca ion of the vehicle, ————
s ——f we encounter dmcu!tios in porfermmg the test, we will b(4)
contact the Division immediately.

GALDERMA’S PROPOSAL

EVALUATION OF EXISTING BATCHES

A review of the batches manufactured at the two sites identified two
batches that were manufactured 5 months apart; batch 05603
manufactured in November 2003 at Industrial Development in France and
batch 036835 1D 102518 manufactured in May 2004 at GPCI. Batch
056°03 was used in a nonclinical study RDS.03.SRE.12394, a 9-month
Dermal Toxicity Study in Minipigs (Report may be found in 4.2.3.2.11);
mmuudapnmwymbmybmammdmaﬂmm
found at 3.2.R.1.P.1.03, EMBER lot 036835 ID 102518).

Page Sof 12
Meeting Minutes



Galderma Laboratories, L.P. CMC Telecoafrence Confidential

NDA 22-087 ) - - 12/1/2006
Galderma proposes that the physical and chemical characteristics of these
two lots be evaluated. The evaluation would include full testing and
rheology studies. If these two lots have similar characteristics, the IVRT
would be done using these two lots.

If the lots do not have similar characteristics, new lots will be
manufactured and filled into 100 g tubes supplied by —— h(4)

GALDERMA'S OBJECTION TO THE REQUEST TO COMPARE THE DRUG
PRODUCT THROUGHOUT THE PROPOSED SHELF-LIFE

ONDQA is requesting information not prescribed by regulation, guidance
or previous discussion with the Applicant. Specifically, there is no mention
in stability guidance Q1A Stability Testing of New Drug Substances and
Products nor SUPAC-SS concerning the application of IVRT as a stability
parameter. The guidance also states that “The development and
validation of an in vitro release test are not required for approval of an
NDA, ANDA, or AADA nor is the in vitro release test required as a routine
batch-to-batch quality control test.” The request for a commitment to
conduct IVRT throughout the product’s proposed shelf life is contradictory
to this statement.

Galderma therefore requests that this requirement be withdrawn.

GALDERMA’'S OBJECTION TO THE REQUEST TO USE IVRT TO COMPARE

DIFFERENT PACKAGING SIZES .
SUPAC-SS states that the role of in vitro release testing is to evaluate the
release characteristics of the drug product. The drug product is
manufactured, stored, and filled in the same manner regardiess of
package size. The request to manufacture and compare the
characteristics of the drug product in different package sizes is not
supported by any scientific rationale.

Galderma therefore requests that this requirement be withdrawn.

Page 6 of 12
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Galderma Laboratories, L.P. CMC Teleconfrence Confidential
NDA 22-087 . ' _12/1/2006

Prom: CLARK, Paul [malito:paul.clark@galderma.com]

Sent: Monday, November 20, 2006 2:49 PM

To: Owens, Margo; Athey, Linda '

Subject: GALDERMA'S TO FDA'S REQUEST FOR IVRT

Dear Margo, Linda:

Thanks for the teleconference this morning. I've corrected our response to specify that the tubes
to be tested will be the same, 100 g, and comrected the names of ONDQA personnel.

Margo, | had already e-mailed our response prior to this teleconference. | attempted to recall the
message, but doubt if | was successful. Please disregard the previous o-mail.

| am concemed about this request. During the teleconference, meeting PDUFA goals was
mentioned. |s this being considered a fileability issue or a review issue? | really want to have a
teleconference with the Branch Chief or even the Division Director, Elaine Morefield, to discuss
the need for IVRT on different package sizes and as a stability psrameter.

I've sent an e-mail to my colleagues in France requesting confirmation that the batches were ali
made with the same process. | hope to have this confirmation in the moming.

Lotmokrmifyeuhmanywwqumm.

817 961 0020 Fax

Page 7 of 12
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Galderma Laboratories, L.P. CMC Teleconfrence ' ’ Confidential
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Galderma Laboratories, L.P. CMC Teleconfrence
NDA 22-087
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Galderma Laboratories, L.P. CMC Teleconfrence Confidential

. Noveraber 20, 2006

Margo Owens

Food and Drug Administration

Center for Drug Evaluation and Research
mawdwmm
Central Documsent Room

5901-B Ammendale Road
Beltsville MD 20705-1266

RE: NDA2MO7
Calsitriel Olntment 3 meg/g
Applicsnt’s Respense to Agency’s Request for IVRT Testing

Dear Ms. Owens:

A teleccaference was hald on November 14, 2006 between repeesentatives of ONDQA, DDDP,
and Galdertme reganding the availability of comparative IVRT date for the clinical baiches and
batches menufactured at the proposed cosenercial mannfacturing site.

SUMMARY OF TELECONFERENCE OF NOVEMBER 14, 2006
if Galderms had performned IVRT on produsts masufuctured st the two lovations.
Galderms stated that this type of compusison kad net been dowe. Dr. Jane Chang, PAD.,
Chomisy Reviewsr, ONDQA, then inquired if there were sumples of preduct of similar
ags available for IVRT. Galderma replied that it was uncevisia sbout the availsbility of
Jots of comaparbils age.

Dr. Chang proposed that if no lots of comparable age wers available; one beich of the
dwug product be made at sach location, filled and tested according 1o the table below.

G“lla:m

um ’ ;

100a wbr— | D) i b(4)
o 1.._.._59
"l' — ()

GALOEANA LADORATORIES. L.0. .
14361 N, PREEWAY « FORT WORTN, TUXAS 76177 .5.4. « TEL. (617) 261-3080 * FAX (817) 96)-0020

Page 10 of 12
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Galderma Laboratories, L.P. CMC Teleconfrence Confidential

NDA 22-087 _ 12/1/2006
Page 2
NDA 22-087
Galdermia Laboratories, L.P.
Silkis (caleitriol) Ointment, 3 meg/g
TVRT studies
| Study 1 __|ComparmAte 8
Sy 2 Compere G 0 D
St 3 Corpars O €
| Sy 4 Compare D 0 F

Dr. Chang requested that these lots be placed on long term stebility according te. the
protocol deseribed in tabls 3.2.P.3.3 and that IVRT testing be done at TO, TiS snd end of
mﬁnummrm-m'muwwmnm.

GALDERMA'S AGREEMENT
mwnm&mrmmmum-:m
site filled inte 100g tebes acconding the following proposal o or badbrs April 30, 2007.
We have seme concerns reganding the technical aspeets of the test dus to the Jow
concentration of astive insationt. 3 racy/y, and the composition of the vehicle, ———
""" { ' wo eeounter ifficulties in performing the text, we wiil

GALDERMA'S

EVAWAMWWW
Amduwm:bmn—wﬂmuﬂ-um
menufictred $ months spmt; batch 05603 filled into 100g tobes mannfactured in
mm:wmhmummmnm»m
into 100g tabes mannsfoersred in May 2004 2t GPCL. Batch 056°03 was weed in 2
nonclinical study RDS.03.SKE.12394, 2 9-month Destial Toxieity Stady ia Minipigs
(Repest may be found in 4.2.3.2:11); 0368365 was used a primsary stabiliey beach (the
exocuted MBR may be found at 3.2.R.1.7.1.03, EMBR lot 036835 ID 102519).

Galdenma proposes thet the physical and chemical charsctevistics of thess two lots be
svaiusted. The evalustion weuld inciude full testing aisd rheology studics. If these two
lots have similer chasssteristics, the IVRT would be done using theas two lots.

If the Jots do net have similer charatievistics, new lots will be menufastured and filled
into 100 g wbes supplied ¥;

Page 11 of 12
Mecting Mi

b(4)



Galderma Laboratories, L.P. CMC Teleconfrence : Confidential
NDA 22-087 12/1/2006

onnoaumm:»wuwm«
discussion with the Applicant. Specifically, Mhumnﬂﬁqmgu
Ssabilisy Testing of New Drug Substimess and Products nee SUPAC-SS concerning the
application of IVRT as & stability parameter. The guidence also states that “The
development sad validation of s in vitro release 63t ars not required foc approval of m
NDA, ANDA, or AADA nor is the in vitro releass test required as a routine bateh-to-
baich quality comtiol teet.” mmuamummm
the produst’s proposed shelf fife is contradiciory to this sistement.

Galderma therefors sequests that this yequirement be withdrawn.

GALDERMA'S OBJECTION TO THE REQUEST TO USE IVRT TO COMPARE
DIFFERENT PACKAGING SIZES
SUPAC-SS states that the role of ia vitro releass testing is to evaluate the release
chasseteristics of the drag product. The drug produst is mamefestured, stoeed, sad filled
in the seme manner regandiens of package size. The requist 1o aesufectare and compare
the charaeteristics of the drug product in diffaseat package siaes is not supported by any

Galderma therefors requests that this sequirernent be withdraws.
I ] can be of amistance with snry questions or concems, pleass contact me.
Sintere regaeds,

Paul M. Clask

Diroctor, Regulotory Affuirs
Telephone: $17-961-5336
Fax: $17-961-0020

¢ Archive
cMC
Desk Copy - M. Owens
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MEMORANDUM OF TELECON

DATE: 11/14/06, 9:40 AM.

APPLICATION NUMBER: NDA 22-087
DRUG PRODUCT: Silkis (calcitriol) Ointment, 3mcg/g

BETWEEN:
Name: Jean-Pierre Etchegaray, Manager, Pharmaceutical Development,

Isabelle Preuilh, Project Team Representative, Galderma R&D
Sophia Antipolis, France
Catherine Franc, Scientific Writer; Galderma R&D
Sophia Antipolis, France
Michael Graeber, Head, US Clinical Development, Galderma R&D,
Cranbury, New Jersey .
Paul Clark, Director Regulatory Affairs, Galderma Laboratories, Fort
Worth, Texas

Phone: (866) 377-3416
Representing: Galderms Laboratories, L.P.

AND
Name: Division of Dermatologic and Dental Products _
Shulia Ding, Ph.D., Pharmaceutical Assessment Lead, ONDQA
Jane Chang, Ph.D., CMC Reviewer, ONDQA
Jill Lindstrom, M.D., Clinical Team Leader
Abimbola Adebowale, Ph.D., Clinical Pharmacology/Bi
Reviewer, DBEIH

SUBJECT: NDA 22-087 CMC Issues

The teloconference was roquested by FDA to discuss CMC and quality issucs concerning the
submitted NDA for Silkis (calcitriol) ointment, 3mcg/g.

The following concems were conveyed to the applicant:
1. In-vitro Releass Testing (IVRT)
The phase 3 pivotal clinical betches were prepered at Galderma Industrial Development France.

Drug product produced st the proposed commezcial sits, Galderma Production Canada Inc., hes
never been ueed for clinical studies. The site change is a Level 3 change per “SUPAC-SS:



NDA 22087

Nonsterile Semisolid Dosage Forms; Scale-Up and Post-Approval Changes: Chemistry,
Manufacturing and Controls; In Vitro Release Testing and In Vivo Bioequivalence
Documentation”. In-vitro release testing to establish “sameness” for the drug products
manufactured at both sites is required per this guidance.

The Agency asked whether the applicant has drug product batches of comperable age prepared
from these two sites. The applicant stated “no”. The clinical batches are from 2001 and the

validation batches are from 2003. The applicant further stated that they have not generated any
in vitro release data. : :

FDA recommended the following:

1) Prepare drug product batches from both the French and Canadian sites:

a. 100 g tubes by Galderma Industrial Development France using the pilot-scale
process in Figure 1 in Section 3.2.P.2.3. Us» .——container closure system.

b. ‘5 g —— and 100 g tubes by Galderma Production Canada Inc. using the process b(4)
described in Figure 4 in Section 3.2.P.2.3. Uss —— :ontainer closure system for
the 100 g tubes. Use ———_container closure system for at least one of the §
g -, tubes if you are seeking approval of the container closure systems from
bothsupphen.

c. mmhwhushwldbcmedmamubhnmcﬁmmhmmqm
comparable in age.

2) Perform in-vitro rolease testing to establish “sameness” for the drug product
manufactured at both sites by comparing:
a. the bulk drug products produced at the two sites
b. the 100 g tubes produced at the two sites
c. thel100p - abes produced at Galderma Production Canada Inc. b(4;
d thclOOganngtubesprodmedttGddmaPmdwtmnCmdﬁne.

3) Perform stability study for the four batches of drug product from Item 1. In addition to
thcshhhty&s&ngdem‘bemeablcSofthonNPS& (specified microorganisms,

ie. should alse be tested), in-vitro b(4)
nkmhsm.duenbdmlmzmuwfomdat 18 months and 36 months (or
the proposed expiry date).

The Agency proposed a submission date for information and data in response to Items 1 and
2 of no later than April 30, 2007. The stability data in Item 3 can be submitted when the data
become available.

mmmummtmammwwmmmmm
by April 30, 2007 on this teleconference as all decision makers were not in sttendance. The
applicant agreed to do their best to provids their commitmaent no later than November 20,

2. = Aspect of the Drug Product
Please clarify the ————— aspoct of the drug product (Section 3.2.P.2.2, pages 7-9):  b(4)

2
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e What is the crystalline material?
o Does the drug substance, calcitriol, remain in the liquid phase or the crystalline
phase?
e When do the crystals form during the manufacture?

3. Contuna/Clom System for Drug Product -

ualification information for the container/closure system of the proposed drug
pmducteanotbefoundmtthDA Please provide the information or indicate where it
is located.

The applicant stated they would provide a response next week.
The conversation ended amicably. |

ADDENDUM: An email (scc attachment) was sent to the Project Manager containing
Galderma’s response and requests for clarification to our Nov. 14, 2006 teleconference.

Appears This Way
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This is Galderma’s response to the Division’s request to provide IVRT data. 1 will only be in the b(6
office during the moming. If you need to reach me after that, please call my cell at’ ( )

S

Paul

Director, Regulatory Affairs
Galderma Laboratories, L.P.
817 961 5336 Phone

817 961 0020 Fax

SUMMARY OF TELECONFERENCE OF NOVEMBER 14, 2006
During the teleconference Dr. Ding inquired if Galderma had performed IVRT on
products manufactured at the two locations. Galderma stated that this type of comparison
had not been done. Dr. Ding then inquired if there were samples of product of similar
age available for IVRT. Galdorma replied that it was uncertain about the availability of
lots of comparable age.

Dr. Ding proposed that if no lots of comparable age were available, one batch of the drug
product be made at each location, filled and tested according to the table below.

Alby sur Cheran, France | Canada Inc.

Bulk Product (A) | Buk Product (8)

[100gter—.C) |100gnh g) b(d)

] F(L/m

 Swdy 1 Compers A 1o B

Swudy 2 ‘Compere C o D

Study 3 Compere C to E

ksm‘t Compare C F
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Dr. Ding requested that these lots be placed on long term stability according to the

protocol described in table 3.2.P.8.3 and that IVRT testing be done at TO, T18 and end of

shelf-life with the TO IVRT data submitted to FDA on or before April 30, 2007.

GALDERMA'’S AGREEMENT
- Galderma agrees to provide IVRT information comparing one lot manufactured at each
site filled into 100 g tubes according the following proposal on or before April 30, 2007.
Wehavesomcconemmgudingthcmhnicalaspeeaofﬂnmduetothelow
ncentration of active ingredient, 3 meg/g, and the composition of the vehicle, ————
S [f we encounter difficulties in performing the test, we will
contact the Division immediately.

GALDERMA'’S PROPOSAL

EVALUATION OF EXISTING BATCHES

A review of the batches manufactured at the two sites identified two batches that were
manufactured S months apart; batch 056*03 manufactured in November 2003 at
Industrial Development in France and batch 036835 ID 102518 manufactured in May
2004 at GPCI. Batch 056*03 was used in a nonclinical study RDS.03.SRE.12394, 2 9-
month Dermal Toxicity Study in Minipigs (Report may be found in 4.2.3.2.11); 0368365
wuusedapmyshblhtybmh(tbeexmmkmybefwudu32klr 1.03,
Mklot036835m 102518).

Galderma proposes that the physical and chemical characteristics of these two lots be
cvaluated. The evaluation would include full testing and rhoology studies. If these two
lots have similar characteristics, the IVRT would be done using these two lots.

If the lots do not have similar characteristics, new lots will be manufactured and filled
into 100 g tubes suppliedby __—

GALDERMA’S OBJECTION TO THE REQUEST TO COMPARE THE DRUG PRODUCT

THROUGHOUT THE PROPOSED SHELF-LIFE
ONDQA is requesting information not prescribed by regulation, guidance or previous
discussion with the Applicant. Specifically, there is no mention in stability guidance
Q1A Stability Testing of New Drug Substances and Products nor SUPAC-SS conceming
the application of IVRT as a stability parameoter. The guidance also states that “The
development and validation of an in vitro release test are not required for approval of an
NDA, ANDA, or AADA nor is the in vitro release test required as a routine batch-to-
betch quality control test.” The request for a commitment to conduct IVRT throughout
the product’s proposed shelf life is contradictory to this statement.

GALDERMA'’S OBJECTION TO THE REQUEST TO USE IVRT TO COMPARE
DIFFERENT PACKAGING SIZES

b(4)



NDA 22-087

SUPAC-SS states that the role of in vitro release testing is to evaluate the release
characteristics of the drug product. The drug product is manufactured, stored, and filled
in the same manner regardless of package size. The request to manufacture and compare
the characteristics of the drug product in different package sizes is not supported by any
scientific rationale.

Galderma thersfore requests that this requirement be withdrawn.

Appears This Way
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Rockville, MD 20857

NDA 22-087

Galderma Laboratories, L.P.
Attention: Paul Clark
Director, Regulatory Affairs
14501 N. Freeway

Fort Worth, TX 76177

Dear Mr. Clark:

Please refer to your September 25, 2006 new drug application (NDA) submitted under section
505(b) of the Federal Food, Drug, and Cosmetic Act for Silkis (calcitriol) Ointment, 3 mcg/g.

After a preliminary review, we find your application is not sufficiently complete to permit a
substantive review. Therefore, we are refusing to file this application under 21 CFR 314.101(d)
for the following reasons:

TheapphcmoaumcomyletebeeamendosmthMCdaumppomngme
manufacturing process at the designated commercial manufacturing site which is a filing
requirement (21CFR 314.101 (d)(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. 21CFR
314.50 (dX1) (ii)(a) requires dissolution data to ensure quality and bioavailability of the
product. -

We will refund 75% of the total user fee submitted with the application.
W1M30daysefthedateofthasletter you may request in writing a meeting about our refusal

to file the application. To file this application over FDA's protest, you must avail yourself of this
informal conference.

If, after the informal conference, you still do not agree with our conclusions, you may request
that the application be filed over protest. In that case, the filing date will be 60 days after the
date you requested the informal conference. The application will be considered a new original
application for user fee purposes, and you must remit the appropriate fee.
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If you have any questions, call Margo Owens, Regulatory Health Project Manager, at 301-796-
2110.

Sincerely,
{See appended electronic signature page)

Susan Walker, M.D.

Director

Division of Dermatology and Dental Products
Office of Drug Evaluation III ,
Center for Drug Evaluation and Research

Aﬁ@e(‘"m 'ﬂ‘}m W /A“!
C}ﬂ U: u

M._wii



Thisis a ropnunﬁtion of an electronic record that was signed oloetroniedlly and
this page is the manifestation of the electronic signature. ‘

Susan Walker
11/22/2006 01:32:13 PM
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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: November 21, 2006

TO: Jill Lindstrom, Clinical Team Leader (HFD-540)

CC: J. Beitz, S. Walker, M. Nasr, M. Rhee, M. Owens

FROM: Shulin Ding, Pharmaceutical Assessment Lead (ONDQA)
CONCURRENCE: Elaine Morefield, Division II Director (ONDQA)
SUBJECT: ONDQA Refnsgkto—File Recommendation for NDA 22-087

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 (d)(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)}(a) 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 known to be light sensitive and casily
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.



This is a representation of an electronic record that was signed electronically and
this page is the manifcsuﬂon of the electronic signature.

/8/
Shulin Ding

11/21/2006 05:15:49 PM
CHEMIST

Elaine Morefield
11/21/2006 05:41:58 PM
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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.

/s/

---------------------

Susan Walker
11/22/2006 01:32:13 PM
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NDA 22-087

Food and Drug Administration
Center for Drug Evaluation and Research
Office of Drug Evaluation 111

FACSIMILE TRANSMITTAL SHEET

Date: October 24, 2006

To: Paul Clark
Director, Regulatory Affairs
Galderma Laboratories, L.P.
Phone: (817) 961-5336
Fax: (817) 961-0020

From: Margo Owens, Project Manager
Phone: (301) 796-2110
Fax: (301) 796-9894 or 9895

This transmission includes_ 3 pages (including this page)

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE
PARTY TO WHOM IT IS ADDRESSED AND MAY CONTAIN
INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND
PROTECTED BY APPLICABLE LAW. If you are not the addressee,
or a person authorized to deliver the document to the addressee, you
are hereby notified that any review, disclosure, dissemination,
copying, or other action based on the content of this communication is
unauthorized and strictly prohibited. 1f you have received this
facsimile in error, please notify Margo Owens by telephone at 301-
796-2110 immediately, return it to HFD-540, 10903 New Hampshire
Ave., Silver Spring, MD 20903 by US Mail.
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FDA Facsimile Memorandum

Date: October 24, 2006
To: Paul Clark
Director, Regulatory Affairs
From: Margo Owens, Project Manager
Subject:  NDA 22-087/ Silkis (calcitriol) Ointment, 3mcg/g

Mr. Clark,

The CMC reviewer has the following information request regarding your NDA 22-087
Silkis (calcitriol) Ointment, 3 mcg/g.

Pharmacology/Toxicology Information Request:
The establishment information submitted in the continuation sheet of Form 356h is not

complete. Please provide the CF number, address, contact person, and phone number of
all sites performing:

e manufacturing, release testing, and stability testing of the drug substance
o manufacturing, release testing, stability testing, packaging, and sample storage

(if different from the testing site) of the drug product

Additionally, a statement regarding the readiness of the facilities for a GMP inspection is
necessary.

Please call if you have questions.

Margo Owens
. Project Manager

Appears This Way
On Original
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NDA 22-087

Food and Drug Administration
Center for Drug Evaluation and Research
Office of Drug Evaluation 111

FACSIMILE TRANSMITTAL SHEET

Date: October 24, 2006

To: Paul Clark
Director, Regulatory Affairs
Galderma Laboratories, L.P.
Phone: (817) 961-5336
Fax: (817) 961-0020

From: Margo Owens, Project Manager
Phone: (301) 796-2110
Fax: (301) 796-9894 or 9895

This transmission includes__ 3 pages (including this page)

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE
PARTY TO WHOM IT IS ADDRESSED AND MAY CONTAIN
INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND
PROTECTED BY APPLICABLE LAW. If you are not the addressee,
or a person authorized to deliver the document to the addressee, you
are hereby notified that any review, disclosure, dissemination,
copying, or other action based on the content of this communication is
unauthorized and strictly prohibited. 1f you have received this
facsimile in error, please notify Margo Owens by telephone at 301-
796-2110 immediately, return it to HFD-540, 10903 New Hampshire
Ave., Silver Spring, MD 20903 by US Mail.




NDA 22-087

FDA Facsimile Memorandum

Date: ‘October 24, 2006
To: Paul Clark
Director, Regulatory Affairs
From: Margo Owens, Project Manager
Subject: = NDA 22-087/ Silkis (calcitriol) Ointment, 3mcg/g

Mr. Clark,

The CMC reviewer has the following information request regarding your NDA 22-087
Silkis (calcitriol) Ointment, 3 mcg/g.

Pharmacologv/Toxicology Information Request: .
The establishment information submitted in the continuation sheet of Form 356h is not

complete. Please provide the CF number, address, contact person, and phone number of
all sites performing;:

e manufacturing, release testing, and stability testing of the drug substance
e manufacturing, release testing, stability testing, packaging, and sample storage
(if different from the testing site) of the drug product

Additionally, a statement regarding the readiness of the facilities for a GMP inspection is
necessary.

Please call if you have questions.

Margo Owens
Project Manager
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Office of Biostatistics Information Sheet for Submission of Data and for
Methods of Data Analysis of Carcinogenicity Studies

(The electronic data format is for two-year studies as well as transgenic mouse
studies using all except the TgAC mouse models)

The statistical reviewer responsible for this carcinogenicity-study review requests that the
sponsor recreate the tumor data in conformance to the electronic format specified in the
Agency's guidance document of January 1999.

To streamline the reviewing process and improve the review quality, the Agency
published Guidance for Industry, Providing Regulatory Submissions in Electronic
Format-NDAs in January 1999. In Appendix 1 of this document the Agency details the
data-format specifications for the pharmacology and toxicology datasets. The sponsor
needs to familiarize itself with the data-format requirements in detail. We are only
requesting the tumor dataset at this time (see page 61 of the guidance).

The above guidance document can be found at
http://www.fda.gov/cder/guidance/2353fnl.pdf (or, one can go to the Guidances index

page (http://www.fda.gov/cder/guidance/index.htm) then find the Electronic Submissions

section, then access Regulatory Submissions in Electronic Format: New Drug
Application (Issued 1/1999, Posted 1/27/1999). To assist the sponsor to correctly

construct the tumor data, the Agency provides a downloadable example. Please visit
Example of an Electronic New Drug Application Submission (posted 2/17/1999) at
http://www.fda.gov/cder/guidance/NDA_Example.htm. The data for submission should
have exactly the same format as the data in the example (named tumor.xpt), including
designated variable names.

Please contact the Agency to provide a time line regarding providing the tumor data. The
sponsor needs to carefully meet the data-format specifications in order to comply with the
above guidance. Any data without 100% conformity will have to be returned for
resubmission.

Full cooperation in providing data sets in the required format will facilitate a prompt
review of the submission. In addition to a copy for the statistical reviewer, NDA
submissions require an archival copy of all data sets for the Electronic Document Room -

see Guidance for Industry: Providing Regulatory Submission in Electronic Format -

General Considerations at http://www.fda.gov/cder/guidance/2867fnl.pdf for instructions.

Note that the current draft guidance for the statistical analysis of chronic rodent
carcinogenicity studies is available on the FDA web site at
http://www.fda.gov/cder/guidance/815dft.pdf. Sponsors are urged to use the statistical
methods recommended in the guidance to analyze the carcinogenicity study data in their
IND or NDA submissions. The cover page of the document is attached to the end of this
information sheet.
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For questions related to the data format and the methods of statistical analysis, please
contact Karl K. Lin, Ph.D., Room 5238, Building 22, Office of Biostatistics, Center for
Drug Evaluation and Research, U.S. Food and Drug Administration, 10903 New
Hampshire Avenue, Silver Spring, MD 20993-0002, 301-796-0943,
karl.lin@fda.hhs.gov.
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Office of Biostatistics Information Sheet for Submission of Data and for
Methods of Data Analysis of Carcinogenicity Studies Using Tg.AC
Transgenic Mice

The statistical reviewer responsible for this carcinogenicity-study review requests that the

- sponsor recreate the weekly count data of skin papillomas of individual animals as a SAS
dataset in the format presented in Table 1. Numbers of skin papillomas developed on the
site of application (SOA) and other sites of the body (Non-sites of application, NSOA)
should be listed separately. Examples of non-sites of applications used in some previous
studies are given in the table. A period (.) should be used for count of each of the weeks
after death if an animal died before the end of the study.

The agency recommends that the sponsor conduct a statistical analysis of the skin
papillomas weekly count data using the method proposed by Dunson et al. (2000). The

paper is available on website
http://toxsci.oxfordjournals.org/cgi/content/full/55/2/293.

For questions related to the data format and the methods of statistical analysis, please
contact Karl K. Lin, Ph.D., Room 5238, Building 22, Office of Biostatistics, Center for
Drug Evaluation and Research, U.S. Food and Drug Administration, 10903 New
Hampshire Avenue, Silver Spring, MD 20993-0002, 301-796-0943, karl.lin@fda.hhs.gov
or link@cder.fda.gov.

(Courtesy of Dr. David Jacobson-Kram)
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Table 1

Sample Tg.AC Mouse Bioassay Data
Number of Papillomas, by Study Weeks

0 0 0 0 0
a 0 0 0 0 0
b 0 0 0 . 0 0
c 0 0 0 0 0
d 0 0 0 0 0
e 0 0 0 - 0 0
f 0 0 0 . 0 0

Note: SOA=Site of application, NSOA=Non-site of application
a=mouth, b=genital area, c=scrotal, d=vaginal, e=anal, f=abdominal
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Food and Drug Administration
Center for Drug Evaluation and Research
Office of Drug Evaluation ITI

FACSIMILE TRANSMITTAL SHEET

Date: October 23, 2006

To: Paul Clark
Director, Regulatory Affairs
Galderma Laboratories, L P.

Phone: (817) 961-5336
Fax: (817) 961-0020

From: Margo Owens, Project Manager
Phone: (301) 796-2110
Fax: (301) 796-9894 or 9895

This transmission includes__3_ pages (including this page)

THIS DOCUMENT IS INTENDED ONLY.FOR THE USE OF THE
PARTY TO WHOM IT IS ADDRESSED AND MAY CONTAIN
INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND
PROTECTED BY APPLICABLE LAW. If you are not the addressee,
or a person authorized to deliver the document to the addressee, you
are hereby notified that any review, disclosure, dissemination,
copying, or other action based on the content of this communication is
unauthorized and strictly prohibited. 1f you have received this
facsimile in error, please notify Margo Owens by telephone at 301-
796-2110 immediately, return it to HFD-540, 10903 New Hampshire
Ave., Silver Spring, MD 20903 by US Mail.
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FDA Facsimile Memorandum

Date: October 23, 2006
To: Paul Clark
Director, Regulatory Affairs
School of Medicine, Dermatology
From: Margo Owens, Project Manager
Subject:  NDA 22-087/ Silkis (calcitriol) Ointment, 3mcg/g
Mr. Clark,

The Pharmacolégy/’l‘oxlcology reviewer has the following informatien request regarding
your NDA 22-087 Silkis (calcitriol) Ointment, 3 mceg/g.

i S0 ogy ; 'Iati '
Please mblmt eleen'omc sets of thc tumor mxdence data from the twe carcinogenicity
studies:
1. Calcitriol ointment - 104 week dermat carcinogenicity study in the mouse, study No.
913/118 (alternative study No. RDS.03.SRE.12299), submitted in SN 000 to NDA 22-
087, letter date 25-SEP-2006.

2. Calcitriol - 104 week oral (gavage) carcinogenicity study in the rat, study No. 913/119
(alternative study No. RDS.03.SRE.12318), submltted in SN 000 to NDA 22-087, letter
date 25-SEP-2006.

Also, please submit .pdf files of the reports of the two 104-week carcinogenicity studies
that are listed above.

You are directed to submit tumor datasets following the recommended formats in the
attached information sheets and the Guidance documents referenced below:

FDA, Center for Drug Evaluation and Research, Providing Regulatory Submissions in
Electronic Format — General Cmmderm.t (Rcvmon 1), gmdanee for Industry,
available on the Intemnet at http: w.fdz -

* FDA, Center for Drug E‘nluauon and Rescmh Regulatoor Submissions in Electronic
Farmat NDA: gmdaucefm'mdmuy available on the Internet at

Ty  Drug Evahuation and Research, Statistical Aspects of Design, Analysis,
and Interpretation of Chronic Rodent Carcinogenicity Studies af Phamaccum'ab
guidance for industry, available on the Internet at hitp://v der/euidance

Please call if you have questions.
Margo Owens, Project Manager
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Office of Biostatistics Information Sheet for Submission of Data and for
Methods of Data Analysis of Carcinogenicity Studies

(The electronic data format is for two-year studies as well as transgenic mouse
studies using all except the TgAC mouse models)

The statistical reviewer responsible for this carcinogenicity-study review requests that the
sponsor recreate the tumor data in conformance to the electronic format specified in the
Agency's guidance document of January 1999.

To streamline the reviewing process and improve the review quality, the Agency
published Guidance for Industry, Providing Regulatory Submissions in Electronic
Format-NDAs in January 1999. In Appendix 1 of this document the Agency details the
data-format specifications for the pharmacology and toxlcology datasets. The sponsor
needs to familiarize itself with the data-format requirements in detail. We are only
requesting the tumor dataset at this time (see page 61 of the guidance).

The above gmdmce doemnent can be found at

pplication (Issued 1/1999 Posted 1/27/1999) To assmthe sponsortocmctly
consmm the tumor data, the Agency pm\ndu a downloadable example. Please visit

: troz wlication Submission (posted 2/17/1999) at

: ! i ample htm. The data for submission should
have exactly the same format as the data in the example (named tumor.xpt), including
designated variable names.

Please contact the Agency to provide a time line regarding providing the tumor data. The
sponsor needs to carefully meet the data-format specifications in order to comply with the
above guidance. Any data without 100% conformity will have to be rennned for
resubmission.

Full coop venmprovndmgdatasekmthereqmmdfmmamllfamhmeapmmpt
review of the submission. In addition to a copy for the statistical reviewer, NDA
submmwns mqm an amhxval copy of all data sets for the Electremc Document Raom -

No&ﬂmhmmmmefmmcﬁm“lam}ymofehmﬁemdm
caewgemenysmdaesls avalablcentheFDA web site at
meﬁedsmammendﬁmﬂicgmdmeetomﬂyzethemmgemmysmdydaamm
NDerNDAsubmunomlhecovapageofthedommtnmhedwﬂnmdofﬂm
information sheet.
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For questions related to the data format and the methods of statistical analysis, please
contact Karl K. Lin, Ph.D., Room 5238, Building 22, Office of Biostatistics, Center for
Drug Evaluation and Research, U.S. Food and Drug Administration, 10903 New
Hampshn'e Avenue, Silver Spring, MD 20993-0002 301-796-0943,

karl.lin@fda. hhs.gov.

Appears This Way
On Griginal



NDA 22087

Office of Biostatistics Information Sheet for Submission of Data and for
Methods of Data Analysis of Carcinogenicity Studies Using Tg.AC
Transgenic Mice

The statistical reviewer responsible for this carcinogenicity-study review requests that the
sponsor recreate the weekly count data of skin papillomas of individual animals as a SAS
dataset in the format presented in Table 1. Numbers of skin papillomas developed on the
site of application (SOA) and other sites of the body (Non-sites of application, NSOA)
should be listed separately. Examples of non-sites of applications used in some previous
studies are given in the table. A period (.) should be used for count of each of the weeks
after death if an animal died before the end of the study.

The agency recommends that the sponsor conduct a statistical analysis of the skin
papillomas weekly count data using the method proposed by Dunson et al. (2000). The
is available on website
http://toxsci.oxfordjournals.org/cgi/content/full/55/2/293.

For questions related to the data format and the methods of statistical analysis, please
contact Karl K. Lin, Ph.D., Room 5238, Building 22, Office of Biostatistics, Center for
Drug Evaluation and Research, U.S. Food and Drug Administration, 10903 New
Hampshire Avenue, Silver Spring, MD 20993-0002, 301-796-0943, karllin@fda hhs. 2o
or link@cder.fda.gov.
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Table 1

Sample Tg.AC Mouse Bioassay Data
Number of Papillomas, by Study Weeks

00000
Jjoocooooc oo

a=m0uth bsgomtal area, ccscmtal dsvaginal eaa abdommal
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i /@ DEPARTMENTOFHEALTH&HUMANSERVICES Public Health Servs

NDA 22-087

Galderma Laboratories, LP
Attention: Paul Clark
Director, Regulatory Affairs
14501 North Freeway

Forth Worth, TX 76177

Dear Mr. Clark:

We have received your new drug apphcatxon (NDA) submitted under section 505(b) of the
Federal Food, Drug, and Cosmetic Act for the following:

Name of Drug Product: Silkis (calcitriol) Ointment, 3mcg/g
Review Priority Classification: S

Date of Application: September 25, 2006
Date of Receipt:’ September 27, 2006
Our Reference Number: NDA 22-087

The application will be filed on November 26, 2006, in accordance with 21 CFR 314.101(a).
The user fee goal date will be July 27, 2007.

All applications for new active mgechents, new dosage forms, new indications, new routes of
administration, and new dosing regimens are required to contain an assessment of the safety and
effectiveness of the product in pediatric patients unless this requirement is waived or deferred.
We note that you have submitted pediatric studies with this application. Once the review of this
application is complete we will notify you whether you have fulfilled the pediatric study
requirement for this application.

Please cite the NDA number listed above at the top oftheﬁrﬂpageofnyemmumcaﬁons
concerning this application. Addres all communications concerning this NDA as follows:



NDA 22-087
Page 2

Center for Drug Evaluation and Research
Division of Dermatology & Dental Products
Central Document Room

5901-B Ammendale Road

Beltsville, MD 20705-1266

If you have any questions, call Margo Owens, Regulatory Project Manager, at (301) 796-2110.

Sincerely,
{See appended clectronic signarure page}

Mary Jean Kozma-Fornaro

Superviser, Project Management

Division of Dermatology & Dental Products
Office of Drug Evaluation IIf

Center for Drug Evaluation and Research

Appears Thig Way
Cn Crigingl
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IND 62,151

Galderma Laboratories, L.P.
Attention: Paul M. Clark
Director, Regulatory Affairs
14501 N. Freeway

Tort Worth, TX 76177

Dear Dr. Clark:

Please refer to your Investigational New Drug Application (IND) submitted under section 505(b)
of the Federal Food, Drug, and Cosmetic Act for Silkis (calcitriol) Ointment, 3ug/g.

We also refer to the meeting between representatives of your firm and the FDA on May 17,
2006. The purpose of the mesting was to obtain the Agency’s concurrence that the quality,
nonclinical, and clinical development of Silkis (calcitriol) Ointment, 3ug/g to date are adequate
to support the filing of 3 New Drug Application.

The official minutes of that meeting are enclosed. You are respemslbk for notifying us of any
significant differences in understanding regarding the meeting outcomes.

If you have any questions, call Margo Owens, Regulatory Project Manager, at (301) 796-2110.

Sincerely,

See gqppended electronic signature page/
Jilt Lmdsmm, M.D.

Center for Drug Evahmmn and Research



IND 62,151 Silkis (calcitriol) Ointment, 3 ng/g

5/17/06 Pre-NDA Meeting Minutes

MEMORANDUM OF MEETING MINUTES
Meeting Date:  May 17, 2006 Time: 9:00 A.M.
Location: WO 1311 Meeting ID: 18645
Topie: IND 62,151 Silkis (cakitriol) Ointment, 3ug/g

for the treatment of plaque type psoriasis
Subject: Pre-NDA Meeting
Spoasor:. Galderma Laboratones, L.P.
Meeting Chair:  Jill Lindstrom, M.D./Deputy Division Director (acting), DDDP
- Meeting Recorder: Margo Owens/Regulatory Project Manager, DDDP

Stanka Kukich, M.D./Division Director (acting), DDDP

Jill Lindstrom, M.D./Deputy Division Director (acting), DDDP, HFD-540
Shulin Ding, Ph.D./Pharmaceutical Assessment Lead, ONDQA

Maria Ysern, Ph.D./Chemistry Reviewer, ONDQA

Paul Brown, Ph.D./Supervisor, Pharmacology, DDDP, HFD-540

Norman See, Ph.D./Pharmacology Reviewer, DDDP, HFD-540

John Hunt, Pharm.D./Acting Director, Pharmacokinetics, DPEII, HFD-880
Brenda Carr, M.D./Clinical Reviewer, DDDP, HFD-540

- David Kettl, M.D./Clinical Reviewer, DDDP, HFD-540

Kenneth Katz, M.D./Clinical Reviewer, DDDP, HFD-540
Mohamed Al-Osh, Ph.D./Team Leader, Biostatistics, DBIII, HFD-725
Kathleen Fritsch, Ph.D./Biostatistian, DBIII, HFD-725

Margo Owens/Regulatory Project Manager, DDDDP, HFD-540

Michael Graeber, M.D/U.S,, Clinical

Zana Lsitz, M.D./.CPM

Yin Liu, Ph.D./Biostatistics

Phillippe Briantais, BSc/Biostatistics

Issbelle Previth, PharmD/Pharmaceutics

Guy Bouvier, Ph:-D./Nonclinical

Philippe Andres, M.D./Project Leader

Philippe Bouissou, Ph.D./ Research and Development
Ofliver Watts, Ph.D./Research and Development

Paul Clark, BSo/Regulatory Affairs
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IND 62,151 Silkis (calcitriol) Ointment, 3 ug/g
5/17006 Pre-NDA Meeting Minutes

Purpaose:

The pre-meeting briefing document (April 13, 2006) provides background and questions (pgs. 6-
10) for discussion. The sponsor requests concurrence from the Agency that the quality,
nonclinical, and clinical development of Silkis (calcmol) Ointment, 3ug/g to date are adequate
to support the filing of a New Drug Application.

Spouo’s .anoﬂon
Concurrence is sought that stability data from Galderma Industrial Development and Galderma
Canada Inc. is adequate to support the submission of a 505(b) (1) application.

Agency’s Comment:

Stability data is available on three clinical batches (36 months data at 25°C/60% RH and 9
month data at 40°C/75%RH) and on three validation betches (12 month data at 25°C/60% RH

and 6 month data at 40°C/75%RH). The validation batches are identical to the to-be-marketed
formulatior

The sponsor indicates that at the time of submission there will be 18 months at 25°C/60% RH for
the first two validation batches and 12 months for the third validation batch, in addition to 6
months at 40°C/75%RH. We consider this adequate to support the submission. The actual expiry
dating that will be granted is a review issue.

Sponsor’s Question: '
Conemeemwuﬂuthaﬂnhmmsafonmpurmeswhmmgmepmposedm«hodm
adequate to ensure the quality of the drug product throughout shelf life.

Agency’s Response:
Unlmtheulsasfayeomﬂamﬂwpmposedlumusetformpwmmwmble

Speelﬁcatwnshr moldand yeastshould be included.

bmcmMW Afe.wmsmmtﬁqabwlplanmmfewchm
regarding the vitamin £ in their product. The sponsor was advised that this would be reflected in

labeling.

WMWMWWMQ/M Jfor the concentration of —

. present in white petrolatum i3 in compliance with Eurgpean h(4}
However, the acceplance criterion Aas not been officially emdovsed in the US

bmd’dkfxmw - are known carcinogens, )wwla

Provide adequate justification to sugpory this bwit of —_—

We would like to bring your attention 1o 2/CFR 172880 A specification which uses a
spectrophotomeiric meshod &s described there for pesroloswm. e accept this CFR specification
ar g way lfo comtrol - — T in petrolatum. b(d’]

Ptgez.



IND 62,151 Silkis (calcitriol) Ointment, 3 ug/g
5/17/06 Pre-NDA Mesting Minutes

4n case that the petrolatum used in your prodict fails fo meet the CFR specification, please
nform the Agency as soon as possible.

Spom’sNondinical Quesdon L
The sponsor is seeking concurrence that the...Nonclinical...development of Silkis (calcitriol
ointment 3 pg/g) to date are adequate to support the filing of a New Drug Application.

Agency’s Response:

’Ihcadequacyofthedatabmwnll be a review issue under the NDA. As the sponsor has
previously been cautioned, it is important to document that the systemic exposures achieved in
pivotal nonclinical studies were adequate to qualify the exposures observed clinically under
conditions of maximum exposure (as defined by the Biopharmaceutics reviewer). In the NDA,
phanmcmdcaucnonmwhlchﬂnsymmwexposmtothedmgsuhmmemdmemmes
thereof that were observed in each pivotal in vivo toxicology study is dxrectly compared to the
clinical level of exposure observed in patients under conditions of maximum exposure. In
instances where the AUC values are below the limit of quantitation, it may be acceptable to
discuss surrogate endpoints as evidence of systemic exposure (¢.g., altered levels of calcium in
the serum or urine). It may also be appropriate to discuss data from studies conducted with
radiolabeled materials. ,

Sponsor’s Nonelimical Question 2:
Concurrence is sought that the method used to calculate the safety margin is appropriate.

Agency’s Response:
Mpmpoadme&odofcmwmgaymmw(;muof&ugm
topically applied per unit of surface area in nonclinical and clinical studies) is less than ideal,
sm.zmmmmdmmmwmmmm)mm
intact skin (in nonclinical studies) would be the same. The sponsor apparently documented that
syMwmemmmmxnmmstclmmm
("calcitriol mean AUC and mean Cmax levels increased by approximately 40% from baseline to
Day 21 [in clinical study RD.03.SRE.40005]", but did not achieve measurably increased plasma
levels of the drug substance in topical nenclinical studies. While the limitations of chemical
analytical methods are understood, the sponsor was cautioned that it was important to achieve -
sufficient levels of systemic exposure in nonclinical studies to qualify the levels observed
clinically. For example, the Division's FAX dated May $, 2003, stated in part: "The division
nmv«ﬂnﬁwwmdm&mamdyammmlyqndify&esymkm
wmmmmmymmmmmmmm%of
maximum exposure. It may be necessary to administer the drug substance orally or parenterally
in nonclinical studies to achieve & level of systemic exposure adequately high to qualify the
clinical systemic exposure”. Possibly the toxicokinetic data from the pivotal nonclinical studies
_ can be supplemented with data from studies conducted with materials that contained radiolabeled
drug substance. These issues will be considered under the NDA (if the NDA is filed).

Page 3 | ,



IND 62,151 Silkis (calcitriol) Ointment, 3 pg/g
S/17006 Pro-NDA Meeting Minutes

The NDA should include data which adequately qualify the proposed exposures to all impurities,
including documentation that any specifications arc adequately supported by

* nonclinical and/or clinical data. Such documentation should include data which concem the
levels of impurities in all lots of materials that were used in the nonclinical and clinical studics
that the sponsor may cite in support of the proposed specifications. The NDA should include an
analysis of the exposure to each specified impurity that was achieved in those studies, with a
comparison to the exposure of a patient under worst-case conditions.

Agency:

The sponsor’s study (SRE.40005) in adult patients had been conducted under maximal usage
condition. The report will be reviewed during NDA submission. It is expected that the sponsor
will report plasma levels of calcium along with calcitriol levels in the final report. All the data
should be submitted in SAS transport format.

In terms of pediatric study (SPR.18102) design, the sponsor should sub-divide the age group (12
— 17 years) into two sub-groups (12-<15) and (15-17) and recruit equal number of patients in
each group.

7e sponsor gfirmed that they plan 1o start this study in Jine 2006

Clinical:
The briefing package did not include any specific questions; however, the following questions
were included in the mecting request:

Spomsor’s Question:

Concurrence is sought that the four clinical studies developed after consultation with the FDA
(Pivotal studies RD.06.SRE.18053 and RD.06.SRE.18054, the long term safety study
RD.06.SRE.2663, and the adult PK study RD.03.SRE.40005) arc appropriate to support the
submission of a 505(b)(1) application. The spensor considers the 41 additiona! studies included
in the NDA supportive.

Agency’s Respomse:

While the four studies cited would appear to support submission of a marketing application,
mmym(mhmmmmmmmomm)mmmmm
support the application. The sponsor was advised at the Pro-IND/End-of-Phase 2 meeting
(November 15, 1999), that such studies are “necessary” for filing of the NDA. From review of
Appendix 9.1, it appears that the sponsor has conducted dermal safety studies (combined contact
sensitization and cumulative irritancy, phototoxicity and photoallergic contact sensitization);
however, it is unclear whether the formulation used in those studies was the to-be-marketed
formulation. Also, the numbers of subjects in each study were not provided. ‘

Page 4



lND 62,151 Silkis (cakeitriol) Ointment, 3 ug/g
5/17/06 Pre-NDA Mesting Minutes

Sponsor’s Question:
Concurrence is sought that the application will be submitted on paper in CTD format.

Agency’s Respense:
This is acceptable.

Sponsor’s Question:

Conecurrence is sought thata —

Agency’s Rupom

The Division would agree—

-

L

7he sponsor indicated that they will submit a Proposed Pediatric Study Reguest,

i

el

0N

9.

. Please provide a comprehensive index which identifies the specific location (volume and
page numbers) for gach data listing. Also please provide an index for where items in the

Clinical Reviewer Template can be found in the NDA. It is requested that this index
identify the location of the template items by volume and page numbers and by sections
of the CTD.

Please include reference ranges for all laboratory values in the data listings where those
laboratory values are presented.

Please provide a table that indicates what formulation was used in each clinical trial.
Please include a copy of the proposed label in Microsoft WORD.

.Please include copies of all foreign labeling transiated into English.

Phusu&mtmupoﬂfoms(CRFs)forﬂlehemmludedﬁomtheper
Mwlmdymwhomloatofellew-up,orwhommlydmmmwm
Additional CRFs may be requested during the review process.

lecmmmcme&wymlymbmmmwmvm
Please include an index that would enable the reviewer to make the association between

investigator’s verbatim terminology used to describe an adverse event and the preferred

term used for coding the adverse cvent in the submission’s adverse event tables.
Please include a safety report from worldwide use of the product.

10. Please generate a table showing laboratory values for all subjects whose values for

perameters of calcium homeostasis are outside of the reference range (the table should -
also include baseline values).

Page 5
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IND 62,151 Silkis (calcitriol) Ointment, 3 ug/g
S/17/06 Pro-NDA Mesting Minutes

1. ln&emoﬁabomoqduphas“ﬂag”allhbmyvdwmdvmlﬂm
tlmtareoutsndeofmcreferencemges

The sponsor m//mbmtam”: the NDA, and they witl submit a Safesy Update during the
course of tse review.
- The sponsor stared that they plan to submit the NDA in September 2006

Biestatistics:

Sponsor’s Blostatistics Question 1:

Concurrence is sought that the analysis plan and format of statistical tables to be presented ISS
and ISE are appropriate to support the submission of the application.

Agency’s Response:
The brief description of the ISS and ISE plans and the sample tables appear to be generally

acceptable from a statistics perspective.

Sponsor’s Biostatistics Question 2: ’

It is planned to submit SAS data sets for the two well-controlled phase 3 studies
(RD.06.SRE.18053, RD.06.SRE.18054), the long-term safety study (RD.03.SRE.2663), as well
as the package insert in electronic format. Atthemne of NDA submission, will other data sets
be required?

Agency’s Response:

The dataset for the PK study (RD.03.SRE.40005) should be submitted along with the datasets for
the Phase 3 studies and the long-term safety study. The datasets should be submitted in SAS
transport format and the package insert should be submitted in WORD format. The database for
thePhasc?»mdicsshouldimludebothnwvariables(ﬁomtthRF,wiﬂm:timmion)and
derived variables (with imputation for missing data) suitable for conducting primary and
secondary efficacy analyses (such as success rate on the global severity score). The database
'should also include indicators for ITT and Per Protocol status. Each dataset should include the
treatment assignments. The submission should include adequate documentation for the datasets
including definitions, formulas for derived variables, and decodes for any classification '
variables, so that all categories are well-defined in the documentation.

In addition, the NDA submission should include the following items:
a. study protocols, protocol amendments, and statistical analysis plans
b. the randomization lists and the actual treatment allocations (with date of randomization)
from the trials
¢. subgroup analyses by race, age, gender, and baseline severity

1. For applications submitted after February 2, 1999, the applicant is required either to certify to
&cm&emfmmmlmmdelmﬂmmmnwdmm&wﬁmu
interests. For additional information, please refer to 21CFR 54 and 21CFR 314.50(k).

Page 6



IND 62,151 Silkis (ealcitriol) Oimtment, 3 ug/g
S/17/06 Pro-NDA Mecting Minutes

2. The sponsor is reminded of the Pediatric Research Equity Act of 2003 wlneh requires all
applications for new active ingredients, new dosage forms, new indications, new routes of
admxmstntnon,mdncwdosmgmg:menstoconhmanassesmcntofﬂie safoty and
effectiveness of the product in pediatric patients unless this requlrement is waived or
deferred.

3. Comments shared today with the sponsor are based upon the contents of the briefing
docmmnt,wh:chxseonsndemdtobean informational aid to facilitate today’s discussion.
Review of the in n submitted to the IND and/or NDA might identify additional
comments or infomution requests.

4. The sponsor is reminded that all new NDAS/BLASs and efficacy supplements submitted
on or after June 30, 2006 must include content and format of prescribing information based
on the new Physnexans Labelmg Rule at the time of submnssnon (see attached website
D/ wwy v/cder/regulatory/physLabel/default htm for additional details).

The sponsor ackmowlediged their labeling will comply with the new labeling rule. They
propased early dialogue in the labeling discussions. The Agency agreed fo work with the
Spovesor loward ikis end.

Minutes Preparer:
Margo Owens/Regulatory Project Mamget DDDP

Jill Lindstrom, M.D./L.ead Medical Officer, DDDP

Appears This Way
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Executive CAC

Date of Meeting: April 8, 2003

Committee:
Jim Farrelly, Ph.D., HFD-530, Acting Chair
Joseph Contrera, Ph.D., HFD-901, Alternate Member
Tim McGovern, Ph.D., HFD-170, Alternate Member
Abby Jacebs, Ph.D., HFD-540, Team Leader
Norman See, Ph.D., HFD-540, Presenting Reviewer

_Author of Draft: Norman See, Ph.D.

The following information reflects a brief summary of the Committee discussion and its
recommendations. Detailed study information can be found in the individual review.

The committee did not address the sponsor’s proposed statistical evaluation, as this does not
affect the sponsor’s ability to initiate the assay. The sponsor may seek guidance on the statistical
evaluation of assay results from agency staff separately. Data files should be submitted
electronically following section E of the '‘Guidance for Industry, Providing Regulatory
Submission in Electronic Format, New Drug Application.'

If the sponsor plans histological evaluation of tissues from only control and high dose treatment

groups, they will also need to conduct histopathologic examination of other dose groups under

any of the following circumstances:

(@) for any macroscopic findings in the low and mid dese groups for a given tissue, they will
need to look at that tissue for all of the dose groups

(h)fummmemmmﬁmeofm(mmm)mﬂnbiﬁ&doumfen
MM,wmkfmmﬁbsmﬁemmqwﬁldseneedwlookathene)a]owcrm
group

(c) formlmremmmmrsmmmforanmtypetlm:hmﬂdheMdemossmsue
sites as well as by tissue site (e.g., hemangiosarcoma, lymphoma etc.; see MeConnell et al,
JNCI 76:283, 1986) they should look at all relevant tissues for that dose level and the next
lower dose level,

(d) for an excessive decrease in body weight or survival in the examined dose group, they should
examine lower dose groups.

IND # 62,151
Drug Name: Calcitriol ointment
Sponsor: Galderma Laboratories

104 week oral rat and topical mouse Carcinogenicity Study Protocols and Dose Selection

Background: The sponsor has proposed to conduct two 104-week bioassays to partially support
marketing of a topical psoriasis product that contains calcitriol. One proposed study would
involve oral (gavage) administration of calcitriol to the rat at exposure levels of 0 (water control),
0 (vehicle control), 0.005, 0.025, and 0.1 ug/kg/day. Neobee oil MS would be used as a vehicle.
Neobee M5 is a medium chain triglyceride, primarily with 8 and 10 carbon side chains (caprylic
and capric acid) in proportions of approximately 68% and 32%, respectively. The study would
net include toxicokinetic analysis, since plasma levels of calcitriol were below the limit of
W(MW)&:NMM even at three times the maximum exposure proposed
for use in the bioassay.



The second proposed study would involve topical application of several concentrations of
calcitriol in ointment base to the skin of mice; the sponsor has proposed exposure levels of 0
(vehicle contrel), 0.3 ppm, 0.6 ppm, and 1 ppm. Treatment would involve application of 25
uL/day; these exposures equate to approximately 0.3, 0.6, and 1 pg/kg/day if a body weight of 25
g is assumed.

Executive CAC R
bioassay in rats:

dations and Conclusions corcerning the propesed 104 week oral

1. The committee recommended that the number of animals of each gender in each treatment or
control group be increased to 60.

2. The committee recommended exposure levels of 0.005, 0.03, and 0.1 ng/kg/day for both
males and females in the low, mid, and high-dose groups, respectively.

3. The committee commented that the passage in the protocol (under section 3.5) that pertains to
early termination of the study is unclear. It is recommended that the sponsor contact the
division for guidance prior to conducting an early termination.

4. The protocol calls for obtaining blood and urine samples from 20 animals per gender per
group during week 52 for assessing blood chemistry and urinalysis. The committee .
reeomnendsﬂlﬁﬁcpmtoeolbemdnﬁedmlmlu*hmﬂnemmdaperuxpetmw
(including the control groups), that blood and urine samples be obtained from the satellite
animals during week 52 for assessment of blood and urine chemistry (to obtain information
about calcium metabolism, as these data may be a useful means of assessing effective
systemic exposure to calcitriol), and that samples not be obtained from main-study animals.

. The committee expressed concern about the fact that toxicokinetic data will not be obtained
in the study due to the absence of an assay of sufficient sensitivity. The committee
momndsﬂmﬂlespmorcomdercmdwmgaupmmdy run concurrently with the
bioassay under conditions identical to those of the bioassay, in which it may be possible to
assess systemic exposure through use of radiolabeled calcitriol. For example, a study might
be initiated at the same time as the bioassay, using animals of the same strain and age, with
treatment of the animals in exactly the same manner and with the same materials as in the
bioassay. Following an appropriate period of treatment (e.g., 52 weeks) blood and urine
samples could be obtained to permit correlation of pharmacodynamic values, particularly
calcium data, with exposure data. Treatment could continue for an appropriate period (e.g.,
one week) to permit recovery from the bloed collection procedure. The final treatment of
cach animal would involve use of test material that had been spiked with radiolabeled
calcitriol. Blood samples could be obtained at appropriate time points during the 24 hours
following the final treatment for assessment of activity, and the data used to calculate
standard pharmacokinetic parameters (including AUC values). The data would be most
useful if the fractional activity associated with different metabolites at each time point was
known. While conduct of such a study is not a requirement, the committee noted that the
sponsor will ultimately be responsible for analysis of data from the bioassay, including
correlation of exposure with tumor frequency, and, if possible, comparison of systemic
exposure values achieved in the bioessay with exposure values observed clinically.




Executive CAC Recommendations and Conclusions concerning the proposed 104 week topical
bioassay in mice:

_ 6. The committee recommended that the number of animals of each gender in each treatment or
control group be increased to 60.

7. The committee reccommended exposure levels of 0.3, 0.6, and 1 ppm (equating to
approximately 0.3, 0.6, and 1 ug/kg/day) for both males and females.

8. The committec commented that the passage in the protocol (under section 3.5) that pertains to
carly termination of the study is unclear. It is recommended that the sponsor contact the
division for guidance prior to conducting an early termination.

9. The committee recommended that blood collections scheduled for week 52 not be conducted
in main study animals (to avoid unnecessarily stressing the animals). It is recommended that
memwdumdiﬁedmimhdeswhuanimdspﬂgendﬂpﬂym(im}udingm
control group) and that bleod and urine samples be collected from these animals during week
52 of treatment. The samples should be analyzed in a standard battery of clinical pathology
assessments (particularly those that pertain to calcium metabolism). The sponsor may
attempt to measure the concentration of calcitriol in blood samples obtained at the anticipated
time of maximum concentration of calcitriol if it so chooses. The committes commented that
data from these animals that describe calcium metabolism may be a useful means of
comparing relative (effective) systemic exposures to calcitriol if useful toxicokinetic data are
not available.

10. The committee reccommends that the sponsor consider obtaining detailed systemic exposure
data in a separate study that involves use of radiolabeled material, as discussed under point 5,
above. That study, :fcmud,shouldmlmmthodolegyumlaﬁothem«hedom
employed in the bioassay as possible.

11. The committee commented that the exact formulations of the test materials used should be
clearly indicated when the final report of the study is submitted (not necessarily in the study
report, if the formulation is regarded as a trade secret, but in the same submission to the
agency).

Jim Farrelly, Ph.D.
Actin; Chair, Executive CAC

ce:\
/Division File, HFD-540
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MEMORANDUM OF MEETING
Mesting Dats: November 15, 1999 Time: 1:00 PM
 Moeting ID: 4995 Location: N20OA

Purposs of Mesting: mmu«mzhwmmsmw&w
trostinent of peoviasis. -

Mosting Chair: MLWM.D.,M mamum
Drug Products -

Mesting Recoder: Victoria Lutwak, Prejoct Manager, m«muwwm
DDDDP, HFD-540

FDA Atiendess:

Robert Delap, Director, ODE § :

Jonathen K. Wilkia, M.D., Directer, DDDDP, HFD-540-
mmmmmm HFD-540 .

Steve Hathawsy, Ph.D..Aeﬁa:ChnhtyTnm APFD-540

memm , HFD-540
Galderma Attendoes:

Maurizio Marismi, M.D. Ph.D., DABT, Directer of Development
Eleas Rizova, M.D. Ph.D., Madicel Adviser

‘Michasl Tosy, PA.D., Project Leader

Ofiver Watts, Ph.D., Direcior of Pharmacestical Development

Mazyse Corroller, Ph.D., Toxicology

Sebastien Gensve, Pharm.D)., Mansger Dossier & Regulatery Issues US
Ana-Belen Frigaray, Phaem.D., Cerporate Regulatory Affaics Managar

cmmwmmmnm-umw«m Twe
Mmam“um

. Mﬂm“Mnmﬂﬂwmbhwmmn
support an NDA?
This is & review iveue, MsWWMlMMNMa&
time. Howewer, it should be noted thet sieny DMPF holders do not teutinely submit stability updetes to
their dreg substanse DIMFs; the report submitied with he mesting paskage dates flom 1995. Therefore,
we sosomihond thet sech infermation be requested Sum the DIMF helder. An alterastive approach
would be t oldnin the pertinent drag substanes stablity dete direetly Sok the DIF belder, and then to

" sulnit tiesd in the IND. This sppressh would ebviste the nesd 1o reguest & letier of atherization or an

update 10 the DMF. (It would still be névessary to provide sssurance that ne changes would be made to
unmwmuummmmua.u) _




« - Simes the active ingrodiont Is present ot & low dessge, i has not been possibie to Menslfy o monlior
axidasive degrodeton prodact. } FVIL i e acceptable to moniter only the active ingredient in the

Sinished product stabitigy studies?

Again, this is a review issue. However, usually it is expeetod that the stability studies will be sbie to
. detect degradation products, If the analytical methods are capeble of detecting the degradation
products, the presence of asy such degradants below the limit of quantitation should be no problem.
Porced degradation studies should be performed or beth drug substance and drug product under the
recommendad conditions (i.e., heat, acid, bese, oxidstion, and light). We expect that sny degradants
seen in the drug substance forced-degradation stady would be looked for during the analyses of drug
produsct which has been subjected to the same conditions. Where such impurities in drug product
cannot be detected or are below the limit of quantitation, you might proposs omission of regulatery
specifications for thoss impurities. mmmuwmammm
then be reviewed in the IND submission.

‘The following additionsl comments.are offered:
1. For reference, UV-visibls spectre ————-—MHNW&&WM:R

2. We recommend that you consider parforming forced studies on the drug product,
3. Your stebility studies report paciage sizes of 10— md 100 gms. Please clarify which size or sizes
mnuauwm—aw appropriste .‘elulnduwipﬁm.

Pharm Guestion 1: Comenrrance Is soughi thet addislonal studies of duration lomger than & months by erel or
pavenieral routes i a non-rodent species may be waived.

Phasm Question 2: mumuhmmmwhapﬂamw
MM&”]WWM&MWMG]&W&MW

Mm 3 ,am»hmunmwhmm:nmmmm
of calcltriol.

Pharm Queation 4: Concurrence Is songht that carcinogenicily siudies with calcitriol ointment in lsbersiory
aniinals may be waived.

Pharm Question §: mumu-wmmmmm
be waived.

These matters can only be decided duriing review of an IND for the product. It seems plausible that
the 28-duy topical dermal rat and rabbit toxicology studies mey adequetely support sight-week clinical studies
M&b%ﬂhﬂ%“ﬂh“n“bmm
properly designed and exesuted, and provided that adequete date concerning semsitization poteatial are
submitted. wmmmmqumumumsmwum
and rabbit studies were deficient (0.8, uss of iaproper test materials, fiiluve te menitor critionl fasters, failare to
mh-ﬁhﬁuﬁﬂnhw&.mu“mmm}

Mumumu-mmdwmnmmummuw
Mnnyhhh:

1.Amwummh-mmm(muucwm
goneraily preferred for topical dermal stadies). It is resommended thet the study include txicekinetic evaluation
and complets clinical puhology snd histopethelogy. These dets sheuld be submitted prior to initistion of ay
mm«wnumm




2. Apparently caleitriol has besn assessed in an Ames test and in & micronucleus assey. 1t is recommendod i
thet & mouss lymphoma TK locus 2sssy in L5178Y cells be-performed to further dovelep the genctic toxicology:
of the drug substance. B

3. A photococarcinogenieity study.
4.%;my¢mﬁeﬂd«nﬂmﬁo¢nﬁgﬂyhﬁmywa?ﬁ€ a8y,

5. Additionsl phototoxicity ssd photoallergeaicity data may be nesded, depending on the quility
of the existing dsts. _ . -

Howsver, it should be emphasized that the perceived data requirements may change during review of the IND.
ARMMWNMM&WW&ML&MMWGI
CPFR 58). The spensor is invited to submit draft protocols for pivotsl toxicology studies to the division for
comment prior to initistion of those studies. :

Blophsrmaceutics:
To submit the applicaticn under 505(bX1)

Our comments for the sxisting PK studies (1.141.605 & H.141.6002) are as follows: i
Tﬂmdeh,MMMWthhM.

In both studies, 1 gram of ointment was applied to Jower back of eacif subject (300 a¢. cm). This surface area is
far less than the proposed use of up to 35% of BSA. )

The study with multiple applications was conducted for 4-5 weeks. Siace the skin conditions change with time,
timing for ssmple collection can imipact on systesnic sbsorption. The sponser did not demonstrats that 4-5 weeks
represent the tite 1o reach maximal exposurs. :
Wﬁmdhﬂﬂkwdﬂhhuﬁdmhm%ﬂ“:mﬂyh
m,mmmmm-»mahcmu Timing of ssmple collections should be
such that maximal exposurs can be captured. .

To submit application uader 505(0)(2)
mmamhm-muunmum.mmmumu-w
product. upmmnmhmummw-m(mhmmm
amu)hmﬂmwmuhMMdehﬂuMWw
or inferior to the currently spproved product. This demonstration would the poteatially allow the spensor to

Sines 5 compariscn with another product will be mads, the varisbility should be takes into account in sample
size calenlations.

CLINICAL:

Question 1:
mmwmmmnuwuumu«mmmw
mmuwuum&uﬁ-m 1 and Phase 2 studies are appropriste to
st Phase 3 programs and %o support an NDA. -
Response:

The submitied deta did not include smy full reports or pretecols. However, from the submitted summaries, it
m_ﬁuhwwhuﬂyhl&n!*

The detailed protecel and results of the doss ranging stedy, H.141.5012/M may nesd further review. it appears
that this study invoived severe pecrissis which is net included in the indication sougit. 1is applicabilicy for the

3




indication is doubtful. Also, it is not clear why the data of the primary parserreter show betiar results for the
3ug/g ointment compered to the lower concentrations (differance betwesn monns, table 3 page US-226), whereas
the data of the secondary pacameter do not support this result (mean percent reduction, tble 4 page US-227). It
umuumumhhmmmhmm”mmm
severity in the 3ug/g ointment population (table 4).

mwmmmummmmmwm
Question 2:

ka*“hMMScmmmﬂhdnﬂnmwmbmdmdm
liWmm»mhMMnmAhhm

Resporise:
Protocols numbers: 183053 & 18054 (Identical except that the former has safety 1sbe not inclnded in the latter).

1. mmummmammum-mhmm nnyuﬂmhlnlhg. The use

of bland marketed emollients may be praferable.

2. mummmmmwg mmmmuum
the pregaancy rating C.

3. mwummwmmwﬁnhmmmmhw

to a maximum of 30 gm ointment. This will be reflected in lsbeling. The sponser should describe any safety

margins with the 30 gram/day dose.

4, Mmumhmﬁmmhmhnh /

5. The primary sfficacy parameters: The investigator’s global asssssment dichotomized to success/fuilure is

MMiMbwmehuum ‘The risk benefit ratio is

thﬁQthMdmththhwmﬁumm All .

lesions should be trested and evaluated regarding erythema, scaling and plague thickness. Scalp lesions may be

excluded. At lesst more than one target lesion should be assessed in such patient. Information about efficasy in

knoo/slbow lesions as compared to trunk lesions will be needed. )

6. mmmms)mmmmmmmuaw

wmyaﬁtymaw&mﬂydy Becmse of coneern sbout calcium .
wmumuwnwmmmm
in both studies.

mwmmmummuumm

1. mmmmmuummdmmmmmu&umm
convincing rationals for myy exclusion.

2. The Topical safety studiss (subunitted) should be with the final to bs marketed formulation. Informstion on
the relapss rate will be important in the risk benefit assessment.

Biestatistics: ' ..

L uwhpﬁmm NWMNWWMMUQ
MM“&&MSM

2. Muhpﬁy&wvﬂhmum“uuﬁhwm
m&u&msm

3. The divisien recommends ITT population to be used for superierity trisls, and ITT is defined as all subjects
rendoenized and dispensed study medication, active Gr vehicl. m”kmudlw
mmuuwuumm '




4, hM3M¢oMMMMhM&m“Me&xm
mmummmoxmam

5. For Phase 3 trinls, the Division recommends that in each centar, at least 10 subjects be randomizad to each
treatment arm. Further, to ensure mors homogencous resulis across the centers, the Division recommends -
having a fewer mumber of centars, with each center having iarger enroilments.

G.EMSMMMMWM.hWh&MhMH

1. All comments are based upon the Pre-IND packst, which is an unofficial briefing document submitted as
information. The final protocels should be submitted to the IND (21 CFR Part 312, Subpert B) for review.

2. The Food and Drug Administration Modsmization Act [FDAMA] of 1997, Section m,msmef
Drugs, offective December 1998, requirss the following:

Per 21 CFR 314.55(), sach NDA application for a new ingredient, new indication, new desage form, new
dosing , or new rowis of adwinistration shall contain data that are adegquate to assess the safety and
effectivensss of the product for the claimed indications in all'relevant pediairic subpopulations, and to
support dosing and administration for each pediatric subpopulation for which the drug is safe and effective.
Under 21 CFR 314.55(d) this section does not apply to any drug for an indication or indications for which
orphan designation has been granted wnder part 316, subpars C, of this chapter. A waiver can be requested
in accordance with 21 CFR 314:55(c).

3. mmmmmmhmmmnmmz,lmf&m
submitted after Fébruary 2, 1999. The applicant is required either to certify to the absencs of certain
finsmcial interests and arrangesents of clinical itvvestigators or to discloss those financial interests using
Form 3454,

4. The Sponsor is encoursged to roquest an end-of-phase 2 meeting (21 CFR 312.47(b)) for each indication to
be obtained for regulatory commitments for phass 3 trisls. Commaents on phase 1 and phass 2 trials do net
~ necessarily comstitate commitmments that can be extrapolated to phass 3 trials.






