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EXCLUSIVITY SUMMARY

NDA # 22-087 SUPPL # n/a HFD # 540
Trade Name Vectical Ointment

Generic Name calcitriol

Applicant Name Galderma Laboratories, L.P.

Approval Date, If Known 23 January 2009

PARTI IS AN EXCLUSIVITY DETERMINATION NEEDED?

1. An exclusivity determination will be made for all original applications, and all efficacy

supplements. Complete PARTS Il and Il of this Exclusivity Summary only if you answer "yes" to
one or more of the following questions about the submission.

a) Is it a 505(b)(1), S05(b)2) or efficacy supplement?
- YES No[]

If yes, what type? Specify S05(b)(1), S05(b)(2), SE1, SE2, SE3,SE4, SES, SE6, SE7, SES
505(b)1) )

¢) Did it require the review of clinical data other thaa to support a safety claim or change in
labeling related to safety? (If it required review only of bioavailability or bioequivalence

data, answer "no.")
YES No[]

If your answer is "no" because you believe the study is a bioavailability study and, therefore,
not cligible for exchusivity, EXPLAIN why it is a bioavailability study, including your
reasons for disagreeing with any arguments made by the applicant that the study was not
simply a bioavailability study.

If it is a supplement requiring the review of clinical data but it is not an effectiveness
supplement, describe the change or claim that is supported by the clinical data:



d) Did the applicant request exclusivity?

YEsld nNo[]
\ If the answer to (d) is "yes," how many years of exclusivity did the applicant request?
3 years

¢) Has pediatric exclusivity been granted for this Active Moiety?
YES[] No[X

S, is this approval a result of the studies submitted in

mponse'w the Pedlatnc Wiitien Requesw |

IF YOU HAVE ANSWERED "NO" TO ALL OF THE ABOVE QUESTIONS, GO DIRECTLY TO
THE SIGNATURE BLOCKS AT THE END OF THIS DOCUMENT.

2. Is this drug product or indication a DES! upgrade?

YES[] nNoO
IF THE ANSWER TO QUESTION 2 IS "YES,"” GO DIRECTLY TO THE SIGNATURE BLOCKS
ON PAGE 8 (even if a study was required for the upgrade).

PARTH FIVE-YEAR EXCLUSIVITY FOR NEW CHEMICAL ENTITIES
(Answer cither #1 or #2 as appropriate)

Has FDA previously approved under section 505 of the Act any drug product containing the same
active moiety as the drug under consideration? Answer "yes" if the active moiety (including other
esterified forms, salts, complexes, chelates or clathrates) has been previously approved, but this
particular form of the active moiety, ¢.g., this particular ester or salt (including salts with hydrogen or
mMMg)moMmmﬂmdmvmw(mhaaemkx,MmcM}hs
not been approved. Answer "no” if the compound requires metabolic conversion (other than
deesterification of an esterified form of the drug) to produce an already approved active moiety.

YES® n~o[]

Mfy&cmvﬁhgm&c(s)emﬁcmwmny and, if known, the NDA
#(S)



NDA# 18-044 Rocaltrol (calcitriol) Capsules, 0.25 mcg, 0.50 mcg

NDA# 21-068 Rocaltrol (calcitriol) Solution, 1 mcg/mL
NDA# 18-874 Calcijex (calcitriol) Injection, .001 mg/mL, .002 mg/mL

If the product contains more than one active moiety(as defined in Part II, #1), has FDA previously
approved an application under section 505 containing agy ong of the active moieties in the drug
product? If, for example, the combination contains one never-before-approved active moiety and
one previously approved active moiety, answer "yes.” (An active moiety that is marketed under an
OTC monograph, but that was ncver approved under an NDA, is considered not previously
approved.)

. YES[] No[®

If"yes," identify the approved drug product(s) containing the active moiety, and, ifknown, the NDA
#(s).

NDA#

NDA#
NDA#

IF THE ANSWER TO QUESTION 1 OR 2 UNDER PART I IS "NO," GO DIRECTLY TO THE
SIGNATURE BLOCKS ON PAGE 8. (Caution: The questions in part II of the summary should
only be answered “NO” for original approvals of new molecular entitics.)

IF “YES,” GO TO PART IIL

PARTHI THREE-YEAR EXCLUSIVITY FOR NDAs AND SUPPLEMENTS

To qualify for three years of exclusivity, an application or supplement must contain "reports of new
clinical investigations (other than bioavailability studies) esseatial to the approval of the applicatior
and conducted or sponsored by the applicant.” This section should be completed only if the answer
to PART H, Question 1 or 2 was "yes.”

1. Does the application contain reports of clinical investigations? (The Agency interprets "clinical
investigations” to mean investigations conducted on humans other than bioavailability stadies.) If
the application contains clinical investigations only by virtue of a right of reference to clinical
investigations in another application, answer "yes," then skip to question 3(s). If the answer to 3(a)
is "yes" for amy investigation referred to in another application, do not complete remainder of
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summary for that investigation.
vEs [J wno

IF "NO,” GO DIRECTLY TO THE SIGNATURE BLOCKS ON PAGE 8.

2. A clinical investigation is "essential to the approval” if the Agency could not have approved the
application or supplement without relying on that investigation. Thus, the investigation is not
essential to the approval if 1) no clinical investigation is necessary to support the supplement or
application in light of previously approved applications (i.c., information other than clinical trials,
such as bioavailability data, would be sufficient to provide a basis for approval as an ANDA or
505(b)(2) application because of what is already known about a previously approved product), or 2)
there are published reports of studies (other than those conducted or sponsored by the applicant) or
other publicly available data that independeatly would have been sufficient to support approval of
the application, without reference to the clinical investigation submitted in the application.

(a) In light of previously approved applications, is a clinical investigation (either conducted
by the applicant or available from some other source, including the published literature)
necessary to suppert approval of the application or supplement?

YESid nNo[J

If "no," state the basis for your conclusion that a climical trial is not necessary for approval
AND GO DIRECTLY TO SIGNATURE BLOCK ON PAGE 8:

(b) Did the applicant submit a list of published studies relevant to the safety and effectivencss
of this drug product and a statement that the publicly availsble data would net independently
support approval of the application?

YES [ nNol®

(1) If the answer to 2(b) is "yes,"” do you personally know of any reason to disagree
with the applicant's conclusion? If not applicable, answer NO.

YES[] No[]
If yes, explain:

(2) i the answer to 2(b) is "no," are you aware of published studies not conducted or
sponsored by the applicant or other publicly available data that could independently
demonstrate the safety and effectiveness of this drug product? .

YEs(] nNold
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If yes, explain:

(c) If the answers to (b)(1) and (b)X(2) were both "no,"” identify the clinical investigations
submitted in the application that are essential to the approval:

Investigator #1 RD.06.SRE.18053
Investigator # 2 RD.06.SRE.18054

Studies comparing two products with the same ingredient(s) are considered to be bioavailability
studies for the purpose of this section.

3. In addition to being essential, investigations must be "new" to support exclusivity. The agency
interprets "new clinical investigation" to mean an investigation that 1) has not been relied on by the
agency to demonstrate the cffectiveness of a previously approved drug for any indication and 2) does
not duplicate the results of another investigation that was relied on by the agency to demonstrate the
effectiveness of a previously approved drug product, i.e., does not redemonstrate something the
agency considers to have been demonstrated in an already approved application.

a) For each investigation identified as "cssential to the approval,” has the investigation been
relied on by the agency to demonstrate the effectiveness of a previously approved drug
product? (If the investigation was relied on only to support the safety of a previously

approved drug, answer "no.")
Investigation #1 YEs[] NO
Investigation #2 YES [ No X

If you have answered "yes" for one or more investigations, identify each such investigation
and the NDA in which each was relied upon:

b) For each investigation identified as "essential to the approval”, does the investigation
duplicate the results of another investigation that was relied on by the agency to support the
effectiveness of a previously approved drug product?

Investigation #1 . ves(J nNo@
Investigation #2 YES[] No X
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If you have answered "yes" for one or more investigation, identify the NDA in which a
similar investigation was relied on:

¢) If the answers to 3(a) and 3(b) are no, identify each "new" investigation in the application
or supplement that is essential to the approval (i.e., the investigations listed in #2(c), less any
that are not "new"):

Investigator #1 RD.06.SRE.18053
Investigator # 2 RD.06.SRE. 18054

4. To be eligible for exclusivity, a new investigation that is essential to approval must also have
been conducted or sponsored by the applicant. An investigation was "conducted or sponsored by"
the applicant if, before or during the corduct of the investigation, 1) the applicant was the sponsor of
the IND named in the form FDA 1571 filed with the Agency, or 2) the applicant (or its predecessor
in interest) provided substantial support for the study. Ordinarily, substantial support will mean
providing 50 percent or more of the cost of the study.

a) For each investigation identified in response to question 3(c): if the investigation was
carried out under an IND, was the applicant identified on the FDA 1571 as the sponsor?

Investigation #1 !
: ]
IND # 62, 151 YES 1 No []
! Explain:
Investigation #2 !
!
IND # 62, 151 YES [X 'No [

(b) For cach investigation not carried owt under an IND or for which the applicant was not
identified as the sponsor, did the applicant certify that it or the applicant's predecesser in



Investigation #1 !

YES [] t No [J
Explam ! Explain:
Investigation #2 !

!
YES [] ' No [

(c) Notwithstanding an answer of "yes" to (a) or (b), are there other reasons to believe that
the applicant should not be credited with having "conducted or sponsored” the study?
(Purchased studies may not be used as the basis for exclusivity. However, if all rights to the
drug are purchased (not just studies on the drug), the applicant may be considered to have
sponsored or conducted the studies sponsored or conducted by its predecessor in interest.)

YES ] No 4

If yes, explain:

Name of person completing form: Emelia Annum

Title: Regulatory Project Manager
Date: 1-23-09

Name of Office/Division Director signing form: Susan J. Walker, M.D., FA.AD.
Title: Director

Division of Dermat

Office of Drug Evm m

Center for Drug Evaluation and Research
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Thbisanpmonm ancbctmdcncordﬂutmslgmdobmmcalyand
mmhmmmammnsmn

.....................

Susan Walker
1/23/2009 05:18:39 PM



PEDIATRIC PAGE
(Camplets for ail flled original applications and efficacy suppiements)
NDA/BLA#: 22-087 SupplomoMNuniborm NEASupplomontTypo (e.g. SES): na
ivi :Division PDUFA Goal Date: 1/27/09  Stamp Date: 12/27/2007

Pcdhﬁeusofareach pednhcsubpopuhﬁon mustbeaddnsudformm by curent
application under review. A Pediatric Page must be completed for each indication.

Number of indications for this pending application(s): 1
(Attach a completed Pediatric Page for ggch indication in current application.)

Qt: bMappanhmmmaPREAPMR? Yes ] Continue
' No [ Please proceed 10 Question 2.
If Yos, NDA/BLAN: ____ Supplement ¥:____ PMR#___
Does the division agree that this is a complete response to the PMR?
[ Yes. Please proceed to Section D.
I No. Please proceed to Question 2 and complete the Pediatric Page, as applicable.
Q2: Does this application provide for (if yes, please check all categories that apply and proceed to the next

Question):
(a) Newmécmwmms)(mmmmmylmmmsr ldmg.form ] dosing
routs of administration

(b) [J No. PREA does not apply. Skip to signature block.
* Note fov COER: SES, SE& and SE7 submissions may alse trigger PREA.
Q3: Does this indication have orphan designation?
[ Yes. PREA does not apply. Skip to signature biock.
(Xl No. Please proceed to the next question.
Q4: is there a full waiver for all pediatric age groups for this indication (check one)?
] Yes: (Compiete Section A.)
& No: Please check all thet apply:
(X Partial Waiver for selected pedistric subpopulstions (Complete Sections B)
[ Deferred for seme or all pedistric subpopulations (Complets Sections C)
] Completed for some or all pediatric subpopulations (Complete Sections D)
€] Appropristely Labeled for some or all pediatric subpopulstions (Complets Sections E)
& Extrapoistion in One or More Pediatric Age Groups (Complete Section F)

IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMIS VIA EMAL (cinsmba@tindhesey) OR AT 301-796-8700.



Rnson(s)forﬂ.lllwawer (check, and attach a brhﬁuaﬂﬂcaﬁon fotthc reason(s) soloctld)

[:]Nmsarysmdieswouldbelmposs:bborhigmylmpmmwbbmuu

(7] Disease/condition does not exist in children
[ Too few children with disease/condition to study
] Other (e.g., patients geographically dispersed):

O Product does not represent a meaningful therapeutic benefit over existing therapies for pediatric
patients AND is not likely to be used in a substantial number of pediatric patients.

[J Evidence strongly suggests that product would be unsafe in all pediatric subpopulations (Note: if
studies are fully waived on this ground, this information must be included in the labeling.)

[0 Evidence strongly suggests that product would be ineffective in all pediatric subpopulations (Note: if
studies are fully waived on this ground, this information must be included in the labeling.)

[J Evidence strongly suggests that product would be ineffactive and unsafe in all pediatric
subpopulations (Note: if studies are fully waived on this ground, this information must be included in
the labeling.)

[ Justification attached.

If studies are fully waived, then pediatric information is complete for this indication. If there is another

indication; please complete another Pediatric Page for each indication. Otherwise, this Pediatric Page is

wmpbbmdahouldbos:gmd v s

B: Partially Waived Studies (for selected pediatric subpopulations) ' ' ]
MMM;)MMMWMWMMWW(MMMW&W)

 Note: if Neonate includes premature infants, list minimum and maximum age in "gestationsl age” (Inmk:)

Reason (see below for further detail):
Not meaningful
ini Not . “M lmm« Formulation
[Neonate |_wicomo. | _wkemo. | =] 0
|omer | _yrgmo. 2y _mo. | % | W] ]
[omer | _yr_mo. | _w_mo | O3 ] s ]
Joter |y mo. | _y._mo. ] = ]
|Other | __yr.__mo. | wr._ mo. ﬁ ﬁ g @

mmmwmm(anevo)uuammm(m)? | lmlv«
Are the indicated age ranges (above) based an Tanner Stage? [ No; [] Yes.
Reason(s) for partial waiver (check resson corresponding to the categoly checked abave, and attach a brief

# Notfeasible: .
[T Necessary studies would be impossibie or highly impracticable because:
O]  Disesse/condiion does not exist in children
Tao few children with disease/condition 10 study
'O  Ower(e.g. patients geographicsily dispersed): ____
*  Not mesningful therspeutic benefit:
3 Product does not represent a meaningful therapeutic benefit over existing therapies for pedistric
patients in this/these pediatric subpopulation(s) AND is not iikely to be used in a substantial number of

1¥ THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS ViA EMAL (cianabe@iiahhasey) OR AT 301-796-0708

ot e mae B
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. podbticpaﬁon&mﬂﬁdﬁnsopodhﬁasubpopuhﬁon(s)
1 ineffective or unsafe:

| Emmmmmmmmmmmmwmmwwmwm if studies
are partially waived on this ground, this information must be included in the labeling.)

O Evidence strongly suggests that product would be ineffective in all pediatric subpopulations (Note: if
studies are partially waived on this ground, this information must be included in the labeling.)

] Evidence strongly suggests that product would be ineffective and unsafe in all pediatric su
(Note: if studies are partially waived on this ground, misinmationnmsfbomcludodinmlabollng.)

A Formulation failed:

O Applicant can demonstrate that reasonable attempts to produce a pediatric formulation necessary for
this/these pediatric subpopulation(s) have failed. (Note: A partial waiver on this ground may anly cover
the pediatric subpopulation(s) requiring that formulation. An applicant seeking a partial waiver on this
ground must submit documentation detailing why a pediatric formulation cannot be developed. This
submission will be posted on FDA's website if waiver is granted.) ,

(0 Justification attached. |

For those pediatric subpopulations for which studies have not been waived, there must be (1) corresponding
study pians that have been deferred (if so, procsed to Sections C and complete the PeRC Pedialric Plan
Template); (2) submitted studies that have been compieted (if so, proceed to Section D and complete the
PeRC Pedistric Assessment form); (3) additional studies in other age groups that are not needed because the
drug is appropriately labeled in one or more pedistric subpopulations (if so, proceed to Section E); and/or (4)
additional studies in other age groups that are not needed because efficacy is being extrapolated (if so,
proceed to Section F). Note that more than one of these options may apply for this indication to cover gii of the

Appears This Way
Gn Criginal

IF THERE ARE QUESTIONS, FLEASE CONTACT THE CDER PMNS VIA EMAL (cderambadifladhasey) OR AT 361-796.0700.
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Cheekpedlaﬁcsubpopuhuon(s)ferwhlch podlaﬁcsmdmanboingdefomd(andﬂl in applicable reason

below):
~ Applicant
Deferrals (for each or all age groups): Reason for c.mﬂfm"
Other
Ready Need
for Additional Reason Received
Population minimum | maximum | Approval | Aduit Safety or specify
in Aduks | Efficacy Data ¢ o
'C] [Neonate | _wk._mo. [—wk_mo. | O O O 0
o Q”m Oerme 1By 11mo.| O 0 0 0
' Dabmdlumdm(mmdlyy)
Are the indicated age ranges (above) based on weight (kg)? (3 No; [ Yes.
Are the indicated age ranges (above) based on Tanner Stage? (X No; (] Yes.
* Other Reason: .
T Note: Studies may only be deferred if an aopik nds for deferring the studies,

aWWWW«mMMWWMwWW«WN
canducted with due diligence and at the earliest passible time, and a timeline for the completion of the studies.
if studies are deferred, on an annual basis applicant must submit information detailing the progress made in
canducting the studies or, if no progress has beern rmade, evidence and documentation thet such studies will be
and at the earliest possible time. This reguirement shouid be communicated to
the applicant in an appropriate menner (e.., in an approval letter that specifies a required study as a post-
maerketing commitment.)

if sk of the pedistric subpopulstions have been covered through partial waivers and deferrais, Pedistric Page is
complete and should be signed. If nol, complete the rest of the Pediatric Page as applicable.

conducted with due

¥ THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMALL (cdarsmbe@finihesey) OR AT 301-796-6700.
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Pediatric subpopulation(s) in which studies have been completed (check below):
Population minimum |  maximum PORC Podiiris Aaassament fom

] | Neonate _wk._ma. | _wk. _mo. Yes[] ~ Nell
| 0 | Other —y._mo. | __yr__mo. Yes[] No[]
O | other _y._mo. |_y.__mo. Yes [] No [
D Other _y._mo. |__yr.__mo. Yuﬂ NoD
O | other —_y._mo. |__y.__mo. Yes [] No[]
=] Al Pediatric Subpopulations | Oyr.Omo. | 16yr. 11 mo. Yal:] | No[J]

mm.imwag.mngu(am)maonw.m(kg)v [ No; [ Yes.
Are the indicated age ranges (above) based on Tanner Stage?  [] No; [] Yes.

Note: Iif there are no further pediatric subpopulations to cover based on partial waivers, deferrals and/or
completed studies, Pediatric Page is complete and should be signed. If not, complete the rest of the Pediatric
Page as applicable.

J

. memsmm“mmmawmmfammmmmmﬁms)mmn
appropristely labeled for the indication being reviewed
Population minimum maximum

EJ Neonate —wk.__mo — Wik __mo

lﬁ Other — Y. __mo _y._mo

ﬁ | Other :yr,____mo. ,_,yr__-mo

ﬁ Other _yr_:me. :yr._m.

ﬁ | Other _y._mo. :_yr.’nioQ
——fg ) Mpmmsubmpumm - 0yr. 0 me. 16 yr. 11 mo.

Are the indicated age ranges (sbove) based on weight (kg)? [ No: [J Yes.
Ase the indicated age ranges (above) based on Tanner Stage?  [[] No; ] Yes.

K sl pediatric subpopulations have been covered based on partisl waivers, deferrals, compieted studies, and/or
existing appropriate labeling, this Pedistric Page is complete and shouid be signed. If not, complete the rest of
the Pediatric Page as applicable.

o

mmmmummmmmmhmmw
mmwfwmmﬁ)mmdwmm(z)mmwm
prochict are suliiciently similar betweer the reference population and the pedistric subpopulation for which
information: wil be extrapoisted. Extrapolstion of efficacy from studies in adults and/or other children vsuelly
requires supplementation with other information obleined from the target pedistric subpopulstion, such as

IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL (cdunmin@iahheons) OR AT 361-796.670.
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' phmmkinoaemufolystudhs Undorthostawto safotymnotbooxhpelalud

Podmmanmtnmssarymmofolbmng podiaﬁcsubpopuhﬁon(s)bmmcoﬁwyeanbo

 extrapolated from adequate and well-controlled studies in adults and/or other pediatric subpopulations:

Extrapolated from:
Population minimum maximum |  Other Pediatric
| Aduilt Studies? Stlii.t?
Other 2yr. 0 mo. 17 yr. g mo. E @
O | other _y._mo. |__yr__me. [w] O
O mm Oyr.0mo. | 18yr. 11 meo. a m]

‘Are the indicated age ranges (above) based on weight (ka)? (] No: L] Yes.
Are the indicated age ranges (above) based on Tanner Stage? (X No; [] Yes.

Note: If extrapolating data from either aduit or pedietric studies, a description of the scieniific data supporting
the exirapolation must be included in any pertinent reviews for the application.

If there are additionsl indications, please complete the attachment for each one of those indications.
Otherwise, mmmaw&mmmwm.mmMSorWTSa
. appropriate after clearance by PeRC.

This page was completed by:

{See sppended electronic signature page}
Regulatory Project Manager

(Revised: 6/2008)

NOTE: If you have no other indications for this application, you may delete the attachments from this
docuyment.

Appears This Way
On Ciiginal

IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMALL (sdarnaha@ifiahhe.oen) OR AT 301-796-0708,
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Attachment A
(This attachment is to be completed for those applications with multiple indications only.)

. Indication#2: ____
Q1: Does this indication have orphan designation?
[ Yes. PREA does not apply. Skip to signature block.
] No. Please proceed to the next question.
Q2: Is there a full waiver for all pediatric age groups for this indication (check one)?
] Yes: (Complete Section A.)
E]Ne Please check all that apply:
[ Partial Waiver for selected pediatric subpopulations (Complete Sections B)
] Deferred for some or all pediatric subpoputations (Complete Sections C)
] Completed for some or all pediatric subpopulations (Complets Sections D)
] Appropriately Labeled for some or all pediatric subpopulations (Complete Sections E)
[ &xrapotation in One or More Pediatric Age Groups (Complete Section F)
(PbmmtohtSocﬁonFmaybousodalemorinaddﬁonhSecﬁemC D, and/or E.)

lsccaonmsuuywmswm,fom

Reasorn(s) for full waiver: (check, andahchabﬂdjusmm for the nason(s)ulochd)
] Necessary studies would be impossible or highly impracticable because:
[C] Disease/condition does not exist in children
[ Too few chiidren with disease/condition to study
] Other (e.g., patients geographically dispersed). __

O mmmwawmmmmmwmm
patients AND is not likely 1o be used in a substantial number of pediatric patients.

[J Evidence strongly suggests that product would be unsafe in all pediatric subpopulations (Nofe: if
studies are ully waived on this ground, this informetion must be inciuded in the labeling.)

[J Evidence strongly suggests that product would be ineffective in all pediatric subpopulations (Note: if
studies are fully waived on this ground, this information must be included in the labeling.)

[0 Evidence strongly suggests that product would be ineffective and unsafe in all pediatric
subpopulstions (Nole: if studies are fully waived on this ground, this information must be included in
the labeling.) :

[0 Justification attached.

if studies are fully waived, then pediatric informetion is complete for this indication. Ifﬂnnuanwm
indication, please campiete snother Pedisiric Page for each indication. Otherwise, this Pediatric Page is
complele and should be signed.

Appears This Way
On Crigindl

IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMMS VIA EMALL (cleramin@Mialhsany) OR AT 301-796-8708.
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Checksubpowhﬁen(s)and msonferwhiehsmdnesambqngpaniallywamd(ﬁninappﬁabhmnaW)
Note: if Neonate includes premature infants, list minimum and maximum age in ‘gestational age” (in weeks).

‘ Reason (see below for further detail):
Not meaningful ; : "
minimt - fe::lot:b' Y Stic -Inmeﬁvgor Fomw
T [Neonats _wk_mo.|_wk_mo.| [J O O [w]
] [Other | yr__mo. | _yr__mo. O @ ﬁ ﬁ
[ [omer |_w_mo. |_w_mo | [ O O O
munwmagemgos(am)bmdonmgm(kg)? ] No; [J Yes.

Are the indicated age ranges (above) based on Tanner Stage? [_] No; [] Yes.

Reason(s) for partial waiver (check reason corresponding to the category checked above, and attach a brief
justification):

# Not feasible:

[0 Necessary studies would be impossible or highly impracticable
O  Disease/condition does not exist in children
0  Too few children with disease/condition to study

0  Other(e.g., patients geographically dispersed):
* Not meaningful therapeutic benefit:

[T Product does not represent a meaningful therapeutic benefit over existing therapies for pediatric
patients in this/these pediatric subpopulation(s) AND isnotlmlytebemdinasubmuﬂalnumborof
pediatric patients in this/these pediatric subpopulation(s).

1 ineffective or unsafe:

O EM:WwMMpmdudmquouMinaﬂmemmﬁom(Nm if
studies are partislly waived on this ground, this information must be included in the labeling.)

O Evidence strongly suggests that product would be ineffactive in ali pediatric subpopulations (Note: if
studies are partislly waived on this ground, this informetion must be included in the labeling.)

[J Evidence strongly suggests that product would be ineffective and unsafe in ail pediatric
subpopulations (Nofe: if studies are partially waived on this ground, this inforrnation must be -
included in the labeling.)

A Formulation failed:

] Applicant can demonstrate that reasonable attempts to produce a pediatric formulation necessary for
this/these pediatric subpopuiation(s) have failed. (Nole: A pertial waiver on this ground may gnly cover
the pedietric subpopulstion{s) requiring that formulation. An applicant seeking a pertial weiver on this
graund must submit documentation detailing why a pediatric formulation cannot be developed. This

‘ subemission will be posted on FDA's website if waiver is granted.)
3 Justification attached.
For thoss pediatric subpopulstions for which studies have not been waived, there must be (1) correspanding
study plans that have been deferred (if 30, proceed to Section C and compiete the PeRC Padiatric Plan
Tempiate); (2) submitted studies that have been completed (¥ 30, proceed to Section D and complete the
PeRC Pudiatric Assessment form); (3) additional studies in other age groups that are not needed because the
drug is appropristely labeled in ane or more pedistriic subpopulations (if so, proceed to Section E); snd/or (4)
additional studies in other age groups that are not needed because efficacy is being exirapolated (i so,

IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER FMHS VIA EMALL (dlarambeRiiabhssm) OR AT 3017560700,
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- proceed to Socﬁon F).. Note that more than one of these options may apply for this indication to cover gl of the
pediatric subpopulations.

[Section C: Deferred Studies (for some oralleodlame r—

Check pediatric subpopulation(s) for which pediatric studies are bolng deferred (andﬁl in applieablc reason
below):

Applicant
Deferrals (for each or all age groups): Reason for Deferral Certification
Other
Ready Need :
for Additional | APPropriste e
Population minimum | maxmum | Approval | AdultSafetyor | Fieason Received
_ in Adults | Efficacy Data (I’P““'Vl).
CJ [Neonats |_wk _mo.|_wk _mo.| L[] =] O O
Cljotmer | _yw_mo | _y_m | O | O | O a
CljOther |_y_mo | _w_mo | [ 0 0 is
All Pediatric
B | Poouiat 0yr. 0 mo 16yr.11mo.. O O a O
-mmmbdagomngcs(amwaudmmgtn(kg)? CJNo; [ Yes.
Are the indicated age ranges (above) based on Tanner Stage? [] No; ] Yes.
* Other Reason: _____
iis.2 corlification of grounds for deferring the studies,

adcscripﬂanoﬂhoplmmdarmgangm cvidtmﬂmthostudnsmbommndw«dorwilm
conducted with due difigence and at the earliest possible time, and a timeline for the compietion of the studies.
it stuciies are deferred, on an annuel basis applicant must submit information detailing the progress made in
canducting the studies or, if no progress has been mede, evidence and documentation that such studies will be
canducted with due diligence and at the earliest possible time. This requirement should be communicated to
mehmmm(cg,mmmmmmomdswdyuam
marketing cormmitment.)

i all of the pediatric subpopulations
mwmuw if not, compiete the rest of the Pediatric Page as applicable.

have been covered through partial waivers and deferrals, Pediatric Page is

IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMNS VIA EMALL (cderamba@ifa Mis.zey) OR AT 301-796-0700,




Page

Pediatric subpopulation(s) in which studies have been compieted (check below):
" Population minimum imt PeRC PMMmentfonn

:-l;] Neonate _wk._mo. | _wk._ mo. Yes[J | No (J

[j Other —Y.__mo. |__y.__mo. YesD NoD

_g Other __yr.__mo. |__yr. _mo.  Yes[] NQD-

O] | other _y._mo. |__yn__ Yes [] No (J

E Other —_y.__mo. | __w.__mo. Y«D No [J

[:] AﬂPedsaﬁeSubpopulahom ] Oyr Omo. 16 yr. 11 mo. YesD Ne [J
mmomdieabdagorangu (abwo)baudonwoight(kg)? O No; [ Yes.

Are the indicated age ranges (above) based on Tanner Stage?  [J No; [] Yes.

Note: If there are no further pediatric subpopulations to cover based on partial waivers, deferrals and/or
completed studies, Pediatric Page is complete and should be signed. If not, complete the rest of the Pediatric

Page as applicable.

g Appropriately Labeled (for some or all pediatric subpopulations):

| Additionai pediatric studies are not necessary in the following pediatric subpopulation(s) because product is
appropriately labeled for the indication being reviewed:
Population minimum meximum
O | Neonate | _wk.__meo. __whk.__mo
0 |oter _y.__mo. _yr.__mo
| O |otmer _yr.__mo. _y._mo
E] Other —_Yr.__mo. __yr_:mo
O | Other __yr._mo. _y._mo.
0 All Pediatric Subpopulations ) 0yr. Ome. 16yr. 11 mo
mwwmm(aow)wonmm(m? CJ Ne; [ Yes.

Are the indicated age ranges (above) based on Tanner Stage? [ No; [] Yes.

i all pediatric subpopulations have been covered based on partisl waivers, deferrals, completed studies, and/or
existing appropriste labeling, this Pediatric Page is complete and should be signed. If not, complete the rest of

the Pediatric Page as applicable.

IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMALL (gleramba@fia hlis.gey) OR AT 301-796-0790.




NDA/BLA# 2

Note: MM.MM“QMMMW&WWWW@:MMWWMw
pediatric subpopulations if (and only if) (1) the course of the disease/condition AND (2) the effects of the
product are sufficiently similar between the reference population and the pediatric subpepulation for which
information will be extrapolated. Extrapolation of efficacy from studies in adults and/or other children usually
requires supplementation with other information obtained from the target pediatric subpopulation, such as
phmaeokimacmsafoty studiies. Undormostaa:b safety cannot be oxtrapolatod

Pediatric sh;dlosmnotneecssary inthofollowing pediatric suhpmpulnﬂon(s)bmusoofﬂeacyun be
extrapolated from adequate and well-controlled studies in adults and/or other pediatric subpopulations:
" Extrapolated from:

P minimum maximum - »

opulaton | Adut Studies? | Other Pediatric
Q Neonate —wk._mo. |__wk.__mo. E l;]
_E] Other ' —y._mo. |_y._mo. g g
O gﬁmm ' Oyr 0 mo. 16yr 11mu l:] D

: Mthclndwagomngn(mwtsedonwn(kg)? E]No E]v..
Are the indicated age ranges (above) based on Tanner Stage?  [[] No; [] Yes.

Note: If extrapolating data from either adult or pediatric studies, a description of the scientific data supporting
the extrapolation must be included in any pertinent reviews for the application.

If there are additional indications, please copy the fields above and compiete pediatric information as
directed. If there are no other indications, this Pediatric Page is complete and should be entered into DFS
or DARRTS as appropriate after ciearance by PeRC.

This page was completed by:

FOR QUESTIONS ON mmmrmcmmmmmmum HEALTH
STAFF at 301-79-0700

(Rovised: 672008)

IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAL (sdstumba@ide hha.gey) OR AT 301-796.0708,



Thaisanpmonuuon‘ ofanoloctronleneovdmﬂmﬂgmdolommeallyand
thunpagolstholnanﬂhsunkumaﬂthocﬂoebonkaskpuﬂumn

Susan Walker
1/23/2009 05:45:31 PM

Appears This Way
Gn CGiiginal



i, '1.3.3 DEBARMENT CERTIFICATION

In accordance with the requirements of the Federal Food, Drug and Cosmetic Act section
__ 306(k)(1), the Applicant makes the following statement in connection with this New
Drug Ahcahon for Silkis (calcitriol) Ointment, 3 ug/g.!

Galderma Laboratories, L.P. hereby certifies that it did not and will not use inany
capacxty the services of any person debarred under secnon 306 of the Federal Food, Drug,
and Cosmetic Act in connection with this application.

0 e 07 | @iﬁm@

(Date) ' (Signature)

Paul M. Clark
Director, Regulatory Affairs
Galderma Laboratories, L.P.

Appears This Way
Cn Original

! Guidance for Industry: Submitting Debarment Certification Statements Drift Guidance — September 1998




ACTION PACKAGE CHECKLIST

NDA# 22-087 NDA Supplement #
BLA# BLA STN #

If NDA, Efficacy Supplement Type:

Proprietary Name: Vectical
Established/Proper Name: calcitriol,
Dosage Form:  Ointment, 3 mcg/g

Applicant: Galderma Laboratories, L.P.
Agent for Applicant (if applicable):

RPM: Emelia Annum

Dlvmon Dermatology and Denul Products

NOAr . - ) NDA supsiements
NDA Application Type: X 505(b)1) 505(b)(2) Llsted dmg(s) refened to in 505(b)(2) appllcatlon (mcludc
Efficacy Supplement: 505(b)(1) 505(b)(2) NDA/ANDA #(s) and drug name(s)):

(A supplement can be cither a (b)(1) or a (b)(2) regardless
of whether the original NDA was a (b)(1) or a (b}(2).
Consult page 1 of the NDA Regulatory Filing Review for
this application or Appendix A to this Action Package
Checklist.)

Provide a brief explanation of how this product is different from the
listed drug.

[ 1fno listed drug, check here and explain:

Prior to approval, review and confirm the information previously
provided in Appendix B to the Regulatory Filing Review by re-
checking the Orange Book for any new patents and pediatrie
exclusivity. If there are any changes in patents or exclusivity,
nolify the OND ADRA immediately and compicte 2 new Appendix

B of the Regulatery Filing Review.
[ No changes 2 Updated
Date of check:

If pediatrie exclusivity has been granted or the pediatric
hlarmﬂouinthehbelluoﬂhlheddngebng«l,dc&mﬂn
whether pediatric infermation needs to be added to or deleted

from the labeling of this drug.
On the day of approval, check the Orange Book again for any new
e exclusivity.

; L oF
@ User Fee Goal Date January 27, 2009
~ Action Goal Date (if different)
€ Actions ' RS
. P 1 acti ai TA [JAE
. hmnm(mcﬁrt)wauddﬂcformhmtaku) Rcfm;@?lano;éOOfim
% PMeadeds(mclemud ouw
Note: lfmmqm(ﬂCFR3l431W6014l).pmamdmlswbom [ Recsived NA
m:mmmwmmmmmef«mmmm. .

'mwmmmmody)amm The Contents of Action Package soction (beginning on page 5) lists the

documents to be included in the Action Package.

Version: 92308



NDA #22-087
Page 2

& Application’ Characteristics

Review priority: X Standard L] Priority
Chemical classification (new NDAs only): 3 (New Doseage Form)

Fast Track Rx-to-OTC full switch
Rolling Review -t0-OTC partial switch
Orphan drug designation Direct-to-OTC
NDAs: Subpart H BLAs: Subpart E :
Accelerated approval (21 CFR 314.510) Accelerated approval (21 CFR 601.41)
Restricted distribution (21 CFR 314.520) Restricted distribution (21 CFR 601.42)
Subpart 1 : Subpart H
Approvnl based on animal studies E i Approval based on animal studies
Submitted in response to a PMR
Submitted in response to a PMC
Comments: _____
@ Date reviewed by PeRC (reguired for approvals only) ‘ o 909, 10/
If PeRC review not necessary, explain: ____ » ' 1 ,}0/22/08
% BLAs only:i RMS-BLA Product lnﬁnnarionk Sheet for TBP has been compléféd and [ Yes, date NA
forwarded to OBPS/DRM (approvals only) » a
© BLAsonly: is the product subject to official FDA lot release per 21 CFR 610.2 '
| (opprovaisonly) , O Yes l'_'_l’ r{o .m
© Public communications (approvals only) R S
®  Office of Exccutive Programs (OEP) liaison has been notified of action Q Yes g No
e  Press Office notified of action (by OEP) O Yes B No

¢ Indicate what types (if any) of information dissemination are anticipated ] FDA Talk Paper

zA}lqunﬁmhd!Mmminhmm»pﬁaﬁmi.q, if the pending application is an NDA or BLA supplement, then
the questions should be answered in relation to that supplement, not in relation to the original NDA or BLA. For example, if the
application is a pending BLA supplement, then a new RMS-BLA Product Information Sheet for TBP must be compioted. ’

Version: 9/5/08




NDA #22-087

approval).

Page 3
% Exclusivity TR EL
¢ Is approval of this application blocked by any type of exclusivity? E No O Yes
* NDAs and BLAs: Is there existing orphan drug exclusivity for the “same”
drug or biologic for the proposed indication(s)? Refer to 21 CFR E No 0 Yes
316.3(b)(13) for the definition of “same drug” for an orphan drug (i.c., If, yes, NDA/BLA # and
active moiety). This definition is NOT the same as that used for NDA date exclusivity expires:
chemical classification. )
¢ (bX2) NDAs only: Is there remaining 5-year exclusivity that would bar D N 0 vy
effective approval of a 505(b)(2) application)? (Note that, even if exclusivity If G;JD A # es and d
remains, the application may be tentatively approved if it is otherwise ready y}es, " . ate
Jor approval.) exclusivity expires:
¢ (bX2) NDAs only: Is there remaining 3-year exclusivity that would bar D N 0 v
effective approval of 8 SOS(b)(2) application? (Note that, even if exciusivity | = ‘;‘D A# es nd date
remains, the application may be tentatively approved if it is otherwise ready yr". . s
for approval,) exclusivity expires:
e (b)X2) NDAs only: Is there remaining 6-month pediatric exclusivity that J No 3 Yes
would bar effective approval of a 505(b)(2) application? (Note that, even if If NDA # and date
exclusivity remains, the application may be tentatively approved if it is atil.:’s ivity expires:
otherwise ready for approval,) Vity expires:
¢ NDAs only: Is this a single enantiomer that falls under the 10-year approval No OJ Yes
limitation of 505(u)? (Note that, even if the 10-year approval limitation l NDA # and date 10-
period has not expired, the application may be tentatively approved if it is ey.:; itation expires:
‘ otherwise ready for approval.) v y xpires:
¥ Patent Information (NDAs only)
© et Information: e L o Verified
-Verify that form FDA-3542a was submitted for patents that claim the drug for Not applicable because drug i
which approval is sought. If the drug is an old antibiotic, skip the Patent om.:e?' avle bec g s an
Certification questions. "
' 21 CFR 314.50()(1 Xi)NA)
¢ Patent Centification [505(b)(2) applications]: Verified N/A
Verify that a certification was submitted for each patent for the listed drug(s) in
the Orange Book and identify the type of certification submitted for each patent. ZEIJCFR 31&50(0(1)
| @ O Gi) A
o [505(b)2) applications] If the application includes a paragraph IIf certification, |
it cannot be approved until the date that the patent to which the certification CJ No paragraph 111 certification
pextains expires (but may be tentatively approved if it is otherwise ready for Date patent will expire NA

[505(b)X2) applications] For each paragraph IV certification, verify that the
applicant notified the NDA holder and patent owner(s) of its certification that the
patent(s) is invalid, unenforcesble, or will not be infringed (roview
documesitation of aotification by applicant and documentation of receipt of
notice by patent owner and NDA holder). (If the application does not include
any paragraph IV certifications, mark “N/A"” and skip to the next section below

(Sunwnary Reviews)).

2 N/A (no paragraph IV certification)
] Verified

Version: 9/5/08




NDA #22-087

_ Page 4

e [505(b)2) applications] For each paragraph IV certification, based on the

questions below, determine whether a 30-month stay of approval is in effect due
to patent infringement litigation.

Answer the following questions for each paragraph [V certification:

(1) Have 45 days passed since the pateat owner's receipt of the applicant’s
notice of certification?

(Note: The date that the patent owner received the applicant’s notice of
certification can be determined by checking the application. The applicant
is required to amend its 505(b)(2) application to include documentation of
this date (e.g., copy of return receipt or letter from recipient
acknowledging its receipt of the notice) (see 21 CFR 314.52(e))).

If “Yes,” skip to question (4) below. If “Ne,"” continue with question (2).

(2) Has the patent owner (or NDA holder, if it is an exclusive patent licensee)
submitted a written waiver of its right to file a legal action for patent
infringement after receiving the applicant’s notice of certification, as
provided for by 21 CFR 314.107()(3)?

If “Yes,” there is no stay of approval based on this certification. Analyze the next
paragraph 1V certification in the application, if any. If there are no other
paragraph IV certifications, skip the rest of the patent questions.

If “Ne, " continue with question (3).

(3) Has the patent owner, its representative, or the exclusive patent licensee
filed a lawsuit for patent infringement against the applicant?

(Note: This can be determined by confirming whether the Division has
received a written notice from the (b)(2) applicant (or the patent owner or
its representative) stating that a legal action was filed within 45 days of
receipt of its notice of certification. The applicant is required to notify the
Division in writing whenever an action has been filed within this 45-day
period (see 21 CFR 314.107(1)(2))).

If “Ne,” the patent owner (or NDA holder, if it is an exclusive patent licensee)
has until the expiration of the 45-day period described in question (1) to waive
its right to bring a patent infringement action or to bring such an action. After
the 45-day period expires, continue with question (4) below.

(4) Did the patent owner (or NDA holder, if it is an exclusive patent licensee)
submit & written waiver of its right to file a legal action for patent
infringement within the 45-day period described in question (1), as
provided for by 21 CFR 314.107()3)?

If “Yeas,” there is no stay of approval based on this certification. Analyze the next
paragraph IV certification in the application, if any. If there are no other
paragraph IV cersifications, skip to the next section below (Summary Reviews).

If “No,” continue with guestion (5).

O Yes O Ne
NA
D Yes I:]No
NA
DY« DNo
NA
OYes [ONe
NA

Version: 9/5/08




NDA #22-087
Page 5

(5) Did the patent owner, its representative, or the exclusive patent licensee | [J Yes [ No
bring suit against the (b)(2) applicant for patent infringement within 45
days of the patent owner’s receipt of the applicant’s notice of NA
certification?

(Note: This can be determined by confirming whether the Division has
received a written notice from the (b)(2) applicant (or the patent owner or
its representative) stating that a legal action was filed within 45 days of
receipt of its notice of certification. The applicant is required to notify the
Division in writing whencver an action has been filed within this 45-day
period (see 21 CFR 314.107()(2)). If no written notice appears in the
NDA file, confirm with the applicant whether 2 lawsuit was commenced
within the 45-day period).

If “Ne,” there is no stay of approval based on this certification. Analyze the
next paragraph 1V certification in the application, if any. If there are no other
paragraph IV certifications, skip to the next section below (Summary
Reviews). i

If “Yes,” a stay of approval may be in effect. To determine if a 30-month stay
is in effect, consult with the OND ADRA and attach a summary of the
response.

CONTENTS OF AC'HON PACKAGE

° Copy ofthu Action Packags Checklm’ ' X .

Ofﬁurllnployu Lut

> Lmofofﬂun/mwloymwhopuﬂerpﬂedmthedmamtowﬂm apphatmnand ' Ineluded ‘
consented to be identified on this hst (approvals only) -

Documentation of consent/non-consent by oﬂicers/empleym ' ' E Included
] Coplel of al]aemnletm(mcludmgapproval lettcrwnh ﬁml labeliny m:)mddato(s) Approval

L4 Packaje Insert (wrik meﬂmwéadm date at upper right of first page of PI)

®  Most recent division-proposed labeling (only if generated after latest applicant 1-1&;5005

submission of labeling)

e Most recent submitted by applicant labeling (only if subsequent division labeling 1-14-2009
does not show applicant version)

¢  Original applicant-propossd labeling 12-21-2007

Caleijex Injection 7-01 -2001

¢ Other relevant labeling (¢.g., most recent 3 in class, class labeling), if applicabie

submission/communication dote at upper right of first page of each piece) L.} Patient Packega Insers -~ - -

3 Fill in blsnks with dates of reviews, letters, ctc.
Version: %508




NDA #22-087

Page 6
Eﬂmmm: forUsc o
X Noms '~ .. =
¢ Most-recent division-proposed labeling (only if generated after latest applicant
submission of labeling)
®  Most recent submitted by applicant labeling (only if subsequent division labeling
does not show applicant version)
¢  Original applicant-proposed labeling
‘ ®  Other relevant labeling (c.g., most recent 3 in class, class labeling), if apphcablc
- Labels (fnll color carton and immediate-container labels) (write
submission/communication date at upper right of first page of each submission) .,.
e  Most-recent division proposal for (only if generated after latest applicant 1-16-2009
submission)
¢  Most recent applicant-praposed labeling » ’ 1-14-2009
- § RPM 3-19-2008
} DMEPA 10-16-2008
DRISK

© Labeling reviews (indicate dates of reviews and meetings) DDMAC 16-02-2008

CLINICAL 1-16-2009

] CHEMISTRY 1-16-2009
Accentable
Vectical 10/16/08
% Proprictary Name Non-
e  Review(s) (indicate date(s)) —— {Included in DMEPA
¢  Acceptability/non-acceptability letter(s) (indicate date(s)) Labeling Review 10-16-2008)
Silkis Review 4-04-2008
Silkis Letter 6-23-2008
IRECIER Admnistrativelkegulatorynoenents B T S
L4 Adxmnmuvc Rev:ews (e.g RPM Filing Review'/Memo of Filing Meeting) (indicate | A ,
date of each review) | pdeek-hu Filing 1/23/09
& NDAs only: Exclusivity Summary (signed by Division Director) ’ , Included 1/23/09
° Applnm:mwrolwy(m)mmnehunoemu ' oo e
pv/ora/cop ; i L
. AppliminonthcAIP 0 Yes & Ne
*  This application is on the AIP C] Yes B8 Ne

© If yes, Center Director’s Exception for Review memo (indicate date)
o [f yes, OC clearance for approval (indicate date of clearance

_ cmuuicadon) ‘
° rmpm(wmm mbemviewdbyl’é‘ké‘bcﬁ:nﬁmh‘zd) ) &0 included
] Mwﬁﬁe&n(m#phmonly) vmﬁodﬂmquhfymg“upwa 'av ifled is
not used in certification and that certifications from foreign applicants are cosigned by e witlo/w' e
U.S. agent (include certification)
@ Postmarketing Roquirement (PMR) Studies ] None
Included in Action Letter 01-23-

& Owgeing communications (if located elsewhere in package, state where located) 2009

* Filing reviews for other disciplines should be filed behind the discipline tab.
Version: 9/5/08



NDA #22-087
Page 7

® Incoming submissions/communications

01-07-2009

<

Postmarketing Commitment (PMC) Studies

@ None

e Outgoing Agency request for postmarketing commitments (if located elsewhere
in package. state where located)

¢ Incoming submission documenting commitment

Outgoing communications (letters (except previous action letters), emails, faxes, telecons)

1/22/09 (2), 1716/09, 1714709 (5),
12/15/08, 11/4/08, 10/27/08,
10/23/08, 10/20/08, 10/15/08,
6/25/08, 6/23/08, 3/10/08, 2/8/08,
1/22/07,11/22/06, 10/24/06,

10/23/06, 10/14/06
® lnternal 12, telecons, cic, 1(2),/;,3(;86 11/29/06, 11/22/06,
© Minutes of Mectings ‘ B h L
e  PeRC (indicate date; approvals only) [J Not applicable PENDING
o  Pre-Approval Safety Conference (indicate date; approvals only) Not applicable
o  Regulatory Briefing (indicate date) B Nomtg
e  Pre-NDA/BLA meeting (indicate date) O Nomtg 6/14/06
e  EOP2 mesting (indicate date) 0 Nomeg 11/15/99
»_ Other (0., EOP2a, CMC pilas programs) No mtg
@ Advisory Committes Moeting(s) No AC meeting

¢ Date(s) of Meeting(s)

. 48-bour alat or mmuees, xf avadable
. ' Decisional and Summiiry Memos:

Office Director Declmml Memo (indicate date for each review)

B3 None

Division Director Summary Review (indicate date for each review)

] None 1/23/09

Cross-D:sclphm Team Leader Review ('ndicate date for each review)

] Nome 1-12-2009

L | ~ Clinical Information> _
¢ Clinical Reviews Co L
e Clinical Team Leader Review(s) (indicate date for ¢aéll review) See CDTL Review
o Clinical review(s) (indicate date for each review) e a0y 22208, 372008,

®  Social scientist review(s) (if OTC drug) (indkmdauﬁrmhmim) -

< Safety update review(s) (ndimnloemn/dnte;fmoomorﬂdwbmtharnvim)

5 Financisl mulmcmms(s)alw&uxfmwumm

If no financial disclosure infmﬁoa was required, review/memo explaining why not

& Clinical reviews from other clinical arees/divisions/Centers (indicate date of each review) | (%] None
¢ Controlled Substance Staff review(s) and Scheduling Recommendation (indicate date of B Not needed

each review)

5 Filing reviews should be filed with the discipline reviews.
Version: 9508




NDA #22-087
Page 8

& Risk Management
®  Review(s) and recommendations (including those by OSE and CSS) (indicate
date of each review and indicate location/date if incorporated into another
review)
] RBMS Memo (indicate date)
L ]

Bd None

9 DSI Clinical Inspection Review Summary(ies) (include copies of DSI letters to

LJ Nome
Review Summary 9-10-2008

Statlstwnl Revxcw(s) (t‘ndicate date for each review)

investigators) DSI Letters
9-26-2008, 7-10-2008
R "-Clinical Microbiology E Nome - . . -
@ Clinical Mncrobtology 'I‘amLcaduRevxew(s) (indicate date for cach rmew) B4 Nome
Cliical Mmbmlogy Revxcw(s) (indicate date for each rewew) &9 None
ERERTRENEE " Biostatisties ' Nome .« . .
L g Stansneal Dmsxon Director Rcwew(s) (indtcate date for each review) E None
Statistical Tcam Leader Review(s) (indicate date for each review) None
L) None

.-Chinieal l’hanueology

9:19-2008, 11:14:2006 _

! None "~ ..

® Chmcal Phumacology Dlvmon Director Review(s) (indicate date fbr each review)

gNm

Chmcd Pharmacology review(s) (indicate date for each review)

Clinical Pharmacology Team Leader Review(s) (indicate date for each review) None
LJ None

8-29-2008, 2-15-2008

review)

L DSl Chmcal lemology lmpeetwn Rmew Summry (mcludc copie: of DSI lenm) (4 Nome

L 4 Plnrmology/l‘oxleotogy Dlsclphm Rcvxews R
e  ADP/T Review(s) (indicate date for each review) None
e Supervisory Review(s) (indicate date for each review) {3 None
e Pharm/tox review(s), including referenced IND reviews (indicate date for each LJ None

7:2-2008, 2-12-2008, 11-13-2006

L Rmcw(s) by other dxmplmu/dwmeaslcauﬂs requested by P/T reviewer (indicate date
jbr each review)

£ None

& Statistical r"‘"“"(l) of clmmgllmfy studies (indxcate date for each revkw) E g“ care
Noane
¢ ECAC/EAC report/memo of mesting Included in P/T review, page 59

Momeo of mtg: 5-29-2008, 4-11-

4_-' nsx Noaclinical mpm Review Summary (include copies afDSI Im"s)

cmuq-my DNane

L 4 CMC/Quthty Dnmphm Rmnm

e ONDQA/OBP Division Dirsctor Review(s) (indicate date for each nﬁm)

¢  Branch Chief/Team Leader Review(s) (indicate date for each review)

«  CMC/product quality review(s) (indicate date for each review)

u
10-09-2008, 1-28-2008, 11.21-

Version: 9/5/08
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- Page9
2006
o BLAs only: Facility information review(s) (indicate dates) [J Nove N/A
4 Microbiology Reviews ,
® NDAs: Microbiology reviews (sterility & pyrogenicity) (indicate date of each
review) BJ Not needed
e BLAs: Sterility assurance, product quality microbiology (indicate date of each
L Revxews by other disciplines/divisions/Centers requated by CMC/quahty reviewer 51 None
(indicate date of eack review) -
L 4 anxmmenul Auessment (check one) (original and supplemental applications) A R R
L] Categorical Exclusion (indicate review date)(all original applications and Included in 10-09-2008 CMC
all efficacy supplements that could increase the patient population) Review Page 96
[0 Review & FONS! (indicate date of review) N/A

[0 Review & Environmental Impact Statement (indicate date of each review)

¢ NDAs: Methods Validation

® Facilities Review/Inspection

® NDAs: Facilities inspections (include EER printout) (date completed must be Daqumd' 10-20-2008
cceptable
within 2 years of action date) Withhold fati
e BLAs: NA
o TBP-EER Date completed:
Acceptable
Withheld recommendation
© Compliance Status Check (approvals only, both eriginal and all Date completed:
supplemental applications except CBEs) (date completed must be within Requested
60.days prier to AP) v . Accepted l =!

Vorsioa: 9/5/08
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Appendix A to Action Package Checklist

An NDA or NDA supplemental application is likely to be a S05(b)(2) application if:

(1) It relies on published literature to meet any of the approval requirements, and the applicant does not have a written
right of reference to the underlying data. If published literature is cited in the NDA but is not necessary for
approval, the inclusion of such literature will not, in itself, make the application a 505(b)(2) application.

(2) Or it relies for approval on the Agency's previous findings of safety and efficacy for a listed drug product and the
applicant does not own or have right to reference the data supporting that approval.

(3) Or itrelies on what is "generally known" or "scientifically accepted” about a class of products to support the
safety or effectiveness of the particular drug for which the applicant is secking approval. (Note, however, that this
does not mean any reference to general information or knowledge (e.g., about disease etiology, support for
particular endpoints, methods of analysis) causes the application to be a 505(b)(2) application.)

Types of products for which 505(b)(2) applications are likely to be submitted include: fixed-dose combination drug
products (e.g., heart drug and diuretic (hydrochlorothiazide) combinations); OTC monograph deviations(see 21 CFR
330.11); new dosage forms; new indications; and, new salts.

An efficacy supplement can be cither a (b)(1) or a (bX(2) regardless of whether the original NDA was a (b)(1) or a (b)(2).

AneﬁcaeysupplemanisaSOS(b)(I)wplementifﬂwsupplementcontaimaﬂofﬂwinfmmﬁonneedadtosnppoﬁthe
approval of the change proposed in the supplement. For example, if the supplemental application is for a new indication,
the supplement is a 505(b)(1) if:

(O Theapplicanthasitsownsmdiatosupponthcnewindieaﬁon(orothawiuowuorhasﬁ@tof
reference to the data/studies).

(2) And no additional information beyond what is included in the supplement or was embodied in the finding of
safety and effectiveness for the original application or previously approved supplements is needed to support the
change. For example, this would likely be the case with respect to safety considerations if the dose(s) was/were
the same as (or lower than) the original application.

(3) And all other “criteria” are met (e.g., the applicant owns or has right of reference to the data relied upon for
approval of the supplement, the application does not rely for approval on published literature based on data to
which the applicaat does not have a right of reference).

An efficacy supplement is a 505(b)(2) supplement if:

(1) Approval of the change proposed in the supplemental application would require data beyond that needed to
support our previous finding of safety and efficacy in the approval of the original application (or carlier
supplement), and the applicant has not conducted all of its own studies for approval of the change, or obtained a
right to reference studies it does not own. For example, if the change were for a new indication AND a higher
dose, we would likely require clinical efficacy data and preclinical safety dats to approve the higher dose. If the
applicmtpmvi&dﬂnwﬁ‘eeﬁmmdah,bmhﬁwnlymamwau&oumawohpnﬁmly
cited listed drug, to support the safety of the new dose, the supplement would be a 505(b)(2).

(2) Or the applicant relies for approval of the supplement on published literature that is based on data that the
applicant does not own or have a right to reference. If published literature is cited in the supplement but is not
necessary for approval, the inclusion of such literature will not, in itself, make the supplement a 505(b)2)

supplement.
(3) Or the applicant is relying upon any data they do not own or te which they do not have right of referencs.

If you have questions about whether an application is a 505(b)(1) or 505(b)(2) application, consult with your ODE’s
ADRA.

Version: 9/5/08
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NDA Regulatory Filing Review
Page |

NDA REGULATORY FILING REVIEW
(Including Memo of Filing Mesting)

NDA# 22-807 Supplement# n/a Efficacy Supplement Type SE- n/a

Proprietary Name: Silkis
Established Name: calcitriol
Strengths: 3 meg/g

Applicant: Galderma Laboratories, L.P.
Agent for Applicant (if applicable): n/a

Date of Application: December 21, 2008

Date of Receipt: December 27, 2008

Date clock started after UN: n/a

Date of Filing Meeting: February 8, 2008

Filing Date: February 25, 2008

Action Goal Date (optional): User Fee Goal Date:  October 27, 2008

Indication(s) requested: plaque-type psoriasis |
' Type of Original NDA: o B o2 0

AND (if appticable)
Type of Supplement: oxn O ®2 O

NOTE:

)] Ifyou have questions about whether the application is a 505(b)(1) or S05(B)(2) application, see
Appendix A. A supplement can be either a (b)(1) or a (b)(2) regardless of whether the original NDA
was a (b)(1) or a (b)(2). If the application or efficacy supplement is a ()(2), complete Appendix B.

Review Classification: s K P 0O '

Resubmission after withdrawal? ] Resubmission after refuse to file? [X]

Chemical Classification: (1,2,3 etc.) 3

Other (orphan, OTC, etc.) .

Form 3397 (User Fee Cover Sheet) submitted: YES No [
User Foe Status: Paid [X Exempt (orphan, government) [

Waived (.., small business, public health) [

NOIZE: If the NDA is a 505(b)(2) application, and the applicant did not pay a fee in reliance on the S05(8)(2)
exemption (see bax 7 on the User Fee Cover Sheet), confirm that a user fee is not required by contacting the
User Fee staff in the Office of Regulatory Policy. The applicant is required to pay a user fee if: (1) the
product described in the 505(b)(2) application is a new molecular entity or (2) the applicant claims a new
indication for a use that that has not been approved under section 505(b). Examples of a new indication for a
use include a new indication, a new dosing regime, a new patient population, and an Rx-10-OTC switch. The
best way to determine if the applicant is claiming a new indication for a use is to compare the applicant’s
mmmwmmmmmwfwumdmwawm

if the applicant is claiming a new indication for e use, please contact the User Fee staff.

Version 6142006



NDA Regulatory Filing Review

Page 2
e Is there any S-year or 3-year exclusivity on this active moiety in any approved (b)X1) or (b)(2)

application? YES [ NO
" If yes, explain: :

Note: If the drug under review is a 505(b)(2), this issue will be addressed in detail in appendix B.

° Douarmherdmglnveorphmdmgexclusmtyfortlwsmemdwanon? YES O NO

. If yes, is the drug considered to be the same drug according to the orphan drug definition of sameness
[21 CFR 3163(bX13)]?
YES [ No [

If yes, consult the Director, Division of Regulatory Policy II, Office of Regulatory Policy (HFD-007).
] Is the application affected by the Application Integrity Policy (AIP)? YES (] NO

If yes, explain:
° If yes, has OC/DMPQ been notified of the submission? YES [ No (O
° Does the submission contain an accurate comprehensive index? YES X No [
If no, explain:
° Was form 356h included with an authorized signature? YES & No [
umwmmmwmu&mmm
) Submission complete as required under 21 CFR 314.50? YES & No O
If no, explain:
e Answerl2,or3beiow(donotmhldeehcmucomentoﬂabchmammdehem
submission).
1. This application is a paper NDA YES [
2. This application is an eNDA ormbmdpaper+eNDA '
This application is: A electronic +eNDA
This application is in: NDA format CTDfermrE
Combined NDA and CTD formats []
Does the eNDA, follow the guidance?
(http://www.fda.gov/cder/guidance/23 53 fnl. pdf) YES . No O

H an «NDA, all forms and certifiestions must be in paper and require a signature.

If combined paper + eNDA, which pasts of the application were submitted in clectronic format?
* Draf package insert
o Statistical deta from the Phase 3 clinical studies

Additional comments: n/a

3. This application is an ¢CTD NDA. YES
numm&ammm-«muhma«muu
electronieally signed.

Version 6/14/2006



NDA Regulatory Filing Review

Page 3

Additional comments: All forms and certifications are paper and signed.
. Patent information submitted on form FDA 3542a? - : YES [X No [J]
° Exclusivity requested? YES, 3 Years NO [
NVOTE: An applicant can receive exclusivity without requesting it; therefore, requesting exclusivity is

not required.

° Correctly worded Debarment Certification included with authorized signature? YES [ No [J
If foreign applicant, both the applicant and the U.S. Agent must sign the certification.

NOTE: Debarment Certification should use wording in FD&C Act section 306(kX(]) i.e.,

“[Name of applicant] hereby certifies that it did not and will not use in any capacity the services of
any person debarred under section 306 of the Federal Food, Drug, and Cosmetic Act in connection
with this application.” Applicant may not use wording such as “To the best of my knowledge . . . ."”

[ Are the required pediatric assessment studies and/or deferral/partial waiver/full waiver of pediatric
studies (or request for deferral/partial waiver/full waiver of pediatric studies) included?
YES & NO (O

L) If the submission contains a request for deferral, partial waiver, or full waiver of studies, does the -
application contain the certification required under FD&C Act sections S05B(a)(3XB) and (4XA) and
YES

B)? No (O _
. Is this submission a partial or complete response to a pediatric Written Request? YES [J] NO [®
If yes, centact PMHT in the OND-10
o Financial Disclosure forms included with authorized signature? YES No O
%mwormmuwmwumwmmucm,naa

NOTE: Financial disclasure is reguired for bioequivalence studies that are the basis for approval.
e Field Copy Certification (that it is a true copy of the CMC technical section) YES No [

° PDUFA and Action Goal dates correct in tracking system? YES [ NOo
If not, have the document room staff correct them immediately. These are the dates EES uses for
calculating inspection dates.

° Drug name and applicant name correct in COMIS? If not, have the Document Room make the
corrections. Ask the Doc Rm to add the established name to COMIS for the supporting IND if it is net
already entered.

] List referenced IND numbers: 62,151

) Are the trade, established/proper, and applicant names correct in COMIS? YES (B No O
If no, have the Document Room make the coerections. :

¢  Endof-Phase2Mesting(s)?  Date(s) 11/15/1999 No [
If yes, distribute minutes before filing meeting, ‘ '
e PreNDA Meeting(s)? Deto(s) _5/17/2006 No []

Version 6/14/2006



NDA Regulstory Filing Review
Page 4

If yes, distribute minutes before filing meeting.

Any SPA agreements? Date(s) _ NO [X
If yes, distribute letter and/or relevant minutes before filing meeting.

Project Management

If Rx, was electronic Content of Labeling submitted in SPL format? = YES X NO [J
If no, request in 74-day letter.

If Rx, for all new NDAs/efficacy supplements submitted on or after 6/30/06:
Was the Pl submitted in PLR format? YES @ - ~No O

If no, explain. Was a waiver or deferral requested before the application was received or in the
submission? If before, what is the status of the request:

If Rx, all isbeling (P, PPI, MedGuide, carton and immediate container labels) has been consulted to

DDMAC? YES No [
If Rx, trade name (and all labeling) consuited to OSE/DMETS? YES NO [

If Rx, MedGuide and/or PP1 (plus PI) consulted to ODE/DSRCS?
N/A YEs [J No [

Risk Management Plan consuited to OSE/IO? N/A YES [ No O

Ifadmgmﬂubmepotema! was an Abuse Liability Assessment, lmludmgapmposal for
scheduling submitted? NA YES O No [

Proprietary name, all OTC labeling/packaging, and current approved PI consulted to
OSE/DMETS? YES

a

If the application was received by a clinical review division, has YES [
DNPCE besn notified of the OTC switch application? Or, if received by
DNPCE, has the clinical review division been notified?

Clinical

lfammammammnmmmmmsmm
YES [ No [

Chemistry

e Did applicant request categorical exclusion for environmental assessment? YES [X NO [
i ne, did applicant submit a complete environmental assessment? YES | ] NO [ ]
If EA submitted, consulted to EA officer, OPS? YES L NO 0g

. Establishment Evaluation Request (EER) submitted to DMPQ? YES [J No [

Version 6/14/2006



NDA Regulatory Filing Review

Page §
° If a parenteral product, consulted to Microbiology Team? YES O No [
ATTACHMENT |
MEMO OF FILING MEETING
DATE: 2/8/08
NDA #: 22-087

DRUG NAMES: calcitriol ointment, 3 mcg/g
APPLICANT: Galderma Laboratories, L.P.

BACKGROUND: Calcitiol Ointment, 3 mcg/g is a 505(b)(1) NDA for the treatment of plaque-type psoriasis.
This is a resubmission after refusal to file issued on 11/22/06.

ATTENDEES: Susan Walker, M.D., Jill Lindstrom, M.D., Patricia Brown, M.D., Paul Brown, Ph.D., Normal
See, Ph.D., Shulin Ding, Ph.D., JmeC}mg,Ph.D Mat Soukup, Ph.D., Mohamed Alosh, Ph.D., Lydia

Velazquez, Ph.D., Tapash Ghosh, Ph.D.
ASSIGNED REVIEWERS (including those not present at filing meeting) :

Roigast
Patricia Brown, M.D.
Jill Lindstrom, M.D.
Matthew Soukup, Ph.D.
Norman See, Ph.D.
Steven Thomson, Ph.D.
Jane Chang, Ph.D.
n/a
Blophmmeal Tapash Ghosh, Ph.D.
Microbiology, sterility: n'a
Micrebiology, clinical (for antimicrobial products only) na
DSI Roy Blay, Ph.D.
Regumory Pm;eet Management: Margo Owens
Per reviewers, are all parts in English or English translation? YES NO (O
If no, explain: :
CLINICAL FILE REFUSETOFILE (J
e  Clinical site audit(s) needed? vyes B w~No (O
H no, explain:

e Advisory Committee Mesting needed?  YES, date if known No @

. Ifﬁnqﬂmuaﬂ‘wtedbymﬂx!? has the division made a recommendation regarding
whether or not an exception to the AIP should be granted to permit review besed on medical

necessity or public health significance?
Version 6/14/2006



CLINICAL MICROBIOLOGY N/A

NDA Regulatory Filing m

No O

NA R vyves O

FLE [J REFUSETOFILE [J
STATISTICS NA O FLE X REFUSETOFILE [J
BIOPHARMACEUTICS FILE |X REFUSETOFILE [J]
e Biopharm. study site audits(s) nceded? O NO
YES
PHARMACOLOGY/TOX NA O FILE [X REFUSETOFILE []
* GLP audit needed? YES O NO
CHEMISTRY FLE [X REFUSETOFILE [
e Establishment(s) ready for inspection? YES X NO
® Sterile product? ves [ No
KHyes, mmnmbwlogymuhedforvdndmonofstmhmw
YES [ NO
ELECTRONIC SUBMISSION:
Any comments:
REGULATORY CONCLUSIONS/DEFICIENCIES:
(Refer to 21 CFR 314.101(d) for filing requirements.)
»h The application is unsuitable for filing. Explain why:
(1 The application, on its face, appears to be well-organized and indexed. The application
appears to be suitable for filing.
No filing issues have been identified.
2] Filing issues to be communicated by Day 74. List (optional):

ACTION ITEMS:

1.0  Easure that the review and chemical classification codes, as well as any other pertinent

classification codes (e.g., orphan, OTC) are correctly entered into COMIS.
2.0 I RTF, notify everybody whe already received a consult request of RTF action. Cancel the EER.

30] uﬁumumummAmm;mmm(f«amwm

Director) or denying (for signature by ODE Director) an exception for review.
4.[J 1 filed, complete the Pediatric Page at this time. (If paper version, enter into DFS.)
SH§ Convey decument filing issues/no filing issues to applicant by Day 74.

Version 6/14/2006
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Margo Owens
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Margo Owens
1/23/2009 11:38:58 AM
Cso
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Annum, Emelia K '

“ - AR ——nm
From: ~ CLARK Paul [paul.clark@galderma.com]
T Tuesday, January 13, 2009 2:45 PM
” - Annum, Emelia K
Subject: RE: Teleconference for NDA 22-087
Attachments: emfinfo.txt

emfinfo.bd (582 B)
Hi Emelia:
Please call me at my office 817 961 5336 at 4 pm EST.
Thanks, - . '
Paul

Paul Clark -
Director, Regulatory Affair
Galderma Laboratoris, L.P.

817 961 5336

--=--~0Original Message-~--~
From: Annum, Emelia K [mailto:Emelia.Annum@fda.hhs.gov]
Sent: Tuesday, January 13, 2009 12:25 PM
To: CLARK Paul
bject: Teleconference for NDA 22-087

«li Paul ’ )

I left a voice mail message indicating that we have scheduled a
teleconference with you to discuss your NDA application at 4pm, eastern
time. Please call if you will not be participate in the telecon. I
apologize for the short notice. Thanks. :

Emelia Annum, MSc. )

Division of Dermatology and Dental Products
Center for Drug Evaluation and Research
Food and Drug Administration

10903 New Bampshire Avenue

Silver Spring, MD 20993-0002

Telephone # 301-796-2223 '



itaMy DocumentsNDAN22087_cCalcitriolFormsNDA 22-087 vectical (calcitriol) Ointment Labeling .txt
From: Annum, Emelia K A
Sent: Thursday, January 15, 2009 1:35 PM
To: 'CLARK Paui' :
Cc: Lindstrem, Ji11; Brown, Patricia C (ODEIII); Chang, Jane; Haffer,
Andrew; Gould, Barbara ,
Subject: NDA 22-087 vectical (calcitriol) ointment Labeling

Attachments: NDA 22-087_FDA 1_14_1 3 DRAFT LABELING TEXT 15 Jan 2008.doc
Hi Paul,

We_have reviewed the PI, and the carton and container labels and we have the
following comments:

1 s

e — - | bia

2. A hyphen should be used for "d1-7-tocopherol” in the package insert (Section 11
Descri?t1on), container and carton labels. This is to be consistent with_the
nomenclature used in IUPAC (http://www.chem.?pul.gc.uk/1upac/m1sc/toc.htn1). The
Greek symbols are a]wa¥s Breferred when the font is available for use because
otherwise the name would be too long. :
Attached is a revised draft copy of the label. Please contact me if you have
questions. Thanks.

Emelia Annum, MSc.

Division of Dermatclogy and Dental Products
Center for Drug Evaluation and Research
Food and Drug Administration

10903 New Hampshire Avenue

Silver Spring. MD 20993-0002

Telephone # 301-796-2223

Appears This Way
Cn Giiginal
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This is a representation of an oloctronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Emelia Annum
1/22/2009 03:06:10 PM
Cso
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CDataMy DocumentsNDAN22087_cCalcitriolFormsNDA 22-087 braft Agency Propesed Labeling.txt
From: Annum, Emelia K
Sent: Tuesday, January 13, 2009 5:15 PM
To: "CLARK Paul’ .
Cc: Lindstrom, 3ill; Brown, Patricia C (ODEIII); Gould, Barbara
Subject: NDA 22-087 praft Agency Proposed Labeling

Attachments: NDA 22-087_FDA 1_14_1_3 DRAFT LABELING TEXT 1- 06 09
Revised_ JC P8 Jp.doc

Hi Paul, .
Attached is the draft proposed labeling. Please have the labeling back to us no
Tater than COB 1/14/09. Thanks.

Emelia Annum, MSc. .

pivision of Dermatology and Dental Products
Center for Drug Evaluation and Research
Food and Drug Administration

10903 New Hampshire Avenue

Silver Spr1n§. MD 20993-0002

Telephone # 301-796-2223

Appears This Way
On Crigingi

Page 1
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cnataﬁr DocumentsNDAN22087_calcitriolFormsCalcitriol Labeling.txt
From: CLARK Paul [paul.clark@galderma.com]

sent: Friday, January 09, 2009 11:05 AM

To: Annum, Emelia K

Subject: RE: Calcitriol Labeling

Attachments: emfinfo.txt

Emelia-

Thanks so much. This will help us respond.
Thanks,

paul

Paul Clark

Director, Regulatory Affairs

Galderma Laboratoris, L.P.

817 961 5336

----- original Message-----

From: Annum, Emelia K [mdilto:Emelia.Annum@fda.hhs.gov]
sSent: Friday, January 09, 2009 9:25 AM
-To: CLARK Paul o

Subject: Calcitriol Labeling.

Hi Paul,

Please see the attached document. Thanks.

Emelia Annum, MSc. :
Division of Dermatology and Dental Products
Center for Drug Evaluation and Research
Food and Drug Administration

10903 New Hampshire Avenue -

Silver S¢r1ng Mp 20993-0002

Telephone # 301-796-2223

Page 1
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Py,

Food and Drug Administration

_ 5%% DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service
| | Rockville, MD 20857

NDA 22-087 _ INFORMATION REQUEST LETTER

Galderma Laboratories, LP
Attention: Paul Clark
Director, Regulatory Affair
14501 N. Freeway

Fort Worth, TX 761177

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 calcitrol ointment, 3 meg/g.

. On October 27, 2008 the Agency communicated to you that the PDUFA goal date for your NDA
had been extended to January 17, 2009. Upon further review, we have determined that the
PDUFA date provided is incorrect. The correct PDUFA goal date is January 27, 2009.

If'yoﬁ have any questions, call Emelia Annum, Project Manager, at 301-796-2223.
Sincerely,
ISee appended electronic signature page)}
Susan J. Walker, M.D., F.A.AP.
Director '
- Division of Dermatology and Dental Produc

Office of Drug Evaluation ITI
Center for Drug Evaluation and Research

Appears This Way
Cn Giiginal
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Emelia Annum
1/16/2009 03:50:14 BPM
Cso

Stanka Kukich

1/16/2009 03:53:38 PM

MEDICAL OFFICER

Signing for Dr. Susan Walker, Division Director

. ro Thoio VAfmgy r
Appaars This Woy

- On Giiginal




CDataMy DocumentsNDAN22087_calcitriolpediatric Plan 22-087 (calcitriol) Ointment.txt
From: Greeley, George

sent: Thursday, January 08, 2009 3:25 PM

To: Annum, Emelia K ,

Cc: Lindstrom, }i11; Brown, Patricia C (ODEIII)

Subject: RE: Pediatric Plan 22-087 (caleitriol) oOintment

Great! That just about does it for this application. I will follow-up with you
once the review is compliete. Should be a few days or it could be tomorrow.

Thanks,
George

----- original Message-----

From: Annum, Emelia K .

sent: Thursday, January 08, 2009 3:22 PM

To: Greeley, Geor

Cc: Lindstrom, Jill; Brown, Patricia C_(ODEIII)

Subject: RE: Pediatric Plan 22-087 (calcitriol) ointment

Hi George,
we have modified the pediatric plan to incorporate the dates that the sponsor will
submit the studies. Please see the attached document. Thanks.

Emelia Annum

--<--0riginal message-----

From: Greeley, George

sSent: Thursday, January 08, 2009 12:20 pM

To: Annum, Emeiia K

Cc: Lindstrom, 3i11; srown, Patricia C (ODEIII)

Subject: RE: Pediatric Plan 22-087 (calcitriol) Ointmant

#Hi Emelia!l

Thanks for the information. I note the study dates have been added to the
deferral/plan template but the only date I _do not see is the date the sponsor will
submit the protocol. If this is included Jet me know as that is one the dates
needed as well. Don't mean to be picky but I am fairly certain that the request
will come back to me if I forward this on for review. "Again, I may have missed it.

Thanks,
George

~---=-0riginal Message-----

From: Antum, Emelia K

sent: Thursday, January 08, 2009 12:09 PM

To: Greeley, Geor

Cc: Lindstrom, -3il11; mrown, Patricia ¢ (ODEIII)
Subject: pediatric Plan 22-087 (calcitriol) Ointment

Hi George,

we are g.ublitting the PREA waiver,PREA deferral and plan, and a Peds page for NDA
22-087 (calcitriol). It is our understanding during the PeRC meeting that occurred
on 10/22/08, that the comwittee did net request another presentation in person, but
requested the timelines for the proposed studies and reports. we recall that the
committee said that they could review the above information via email. Let us know
if you have questions with this submission. Thanks.

Emelia Annum, MSC. :

Division of Dermatology and Dental Products

Center for Drug Evaluation and Research

Food and Drug Adaimistration

10903 New Mampshire Avenue L



CDatamy Decunntsmuuﬂs? CalcitriolpPediatric Plan 22-087 (calcitriol) ointment.txt
Silver spri ngo MD 20993-0002
Telephone # 301- 796-2223
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CDataMy DocumentsNDAN22087_calcitriolRequest for Pediatric Plan Timelines NDA 22-087.txt
From: CLARK Paul [paul.clark@galderma.com]
Sent: Thursday, 3January 08, 2009 10:07 AM
To: Aanum, emeiia K
Cc: Lindstrom, 3i11
Subject: RE: Request for Pediatric Plan Timelines NDA 22-087

Attachments: emfinfo.txt
"Hi Emelia:

I spoke with Ji11 yesterday and she needed another date: when the ongoing
pk study would be completed.

PK in adloscents Report submission: March 2010
Let me know if you need anything else.
Paul

Paul Clark

Director, Regulatory Affairs

Galderma Laboratoris, L.P.

817 961 5336

----- original Message-----

From: Annum, Emelia X [mailto:Emelia.Annum@fda.hhs.gov]
Sent: Tuesday, January 06, 2009 12:16 PM

To: CLARK Pau]

Subject: Request for pediatric Plan Timelines NDA 22-087

Hi Paul,

This is a follow up from a veice mail message in which I requested that
"you send us timelines on when you would be able to complete your Pk,
safety efficacy and long term safety study of your pediatric plan.

we
need to provide Perc with this information for approval of the Tabeling.
Please send us dates ASAr. anks.

Emelia Annum, MSc.

Division of Dermatology and Dental Products
Center for Drug Evaluation and Research
Food and Drug Adwinistration

10903 New Hampshire Avenue

silver Spring. MD 20993-0002

Telephone # 301-796-2223

Appears This Way
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/s/ _
Emelia Annum
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CDataMy DocumentsSNDAN22087_calcitriolInformation Request for NOA 22-087.txt
From: CLARK Paul [paul.clark@galderma.com]
Sent: Wednesday, October 15, 2008 9:33 AM
To: Annum, Emelia K
Subject: RE: Information Request for NDA 22-087

Attachments: emfinfo.txt
Dear Ms. Annum:
;ggzk you for emailing this request. An alternmate fax number is 682 831

' Best regards,
Paul

----- original Message-----

From: Annum, Emelia K [mailto:Emelia.Annum@fda.hhs.gov]
Sent: wednesday, oOctober 15, 2008 8:27 AM

To: CLARK Paul

Subject: Re: Information Request for NDA 22-087
Importance: Wigh .

Hi Mr. Clark,

I have tried to fax you a request for information for NDA 22-087
Calcitriol eintment, but I have been unsuccessful.

FOr NDA 22-087, the Agency requests thawwr pediatric Deferral include
subjects ages 6 to 17 years. Please submit your plan for a pediatric
deferral for patients 0 to 17 years. we request that this information
be_submitted no later than 12 noon on Thursday, october 16, 2008. I
will follow up with a fax request. Thanks.

Emelia Annum, MSc.

pDivision of Dermatology and Dental Products
Center for Drug Evaluation and Research
Food and brug Administration

10803 New Hampshire Avenue

silver spri ng. MD 20993-0002

Telephone # 301-796-2223
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CDataMy DocumentsSNDAN22087_calcitriolInformation rRequest for NDA 22-087_1.txt
From: CLARK Paul [pau1.c1arkcgaIderna;con] :
sent: wgdnesda¥ October 15, 2008 2:52 pMm
To: Annum, Emelia K
Subject: RE: Information Request for NDA 22-087

Attachments: 22087 Pediatric Amendment 8 Feb 2008.pdf; emfinfo.txt
Dear Ms. Annum:
I don't fully understand this reguest. Galderma submitted pediatric waiver

waiver/deferral information in.the initial 85p11cation and also in a
glarifﬁcation amendment dated February 8. 2008 (ndf attached). s mamu--2ed

we asked for —

— bia)
Is this reauest a denial of our reguest —
——————— Thanks for any clarification that can be provided. :

Sincerely,
Paul

----- original Message-----

From: Annum, Emelia K [mailto:Emelia.Annum@fda.hhs.gov]
sent: wWednesday, October 15, 2008 §:27 aM

To: CLARK Pau

Subject: Re: Information Request for NOA 22-087
Importance: High

Hi Mr. Clark, i

I have tried to fax you a request for information for NDA 22-087
Calcitriol ointment, but I have been unsuccessful.

FOr NDA 22-087, the Agency requests that your pediatric Deferral include
subjects ages 0 to 17 xears. Please sub-gt your plan for a pediatric
deferral for patients 0 to 17 years. we request that this information
be submitted no later than 12 noon on Thursday, october 16, 2008. I
will follow up with a fax request. Thanks.

Emelia Annum, MSC.

Division of Dermatology and Dental Products
Center for brug Evaluation and Research
Food and Drug Administration

10903 New Hampshire Avenue

silver spring, MDD 20993-0002

Telephone # 301-796-2223
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804804.txt
From: CLARK Paul [g:u'l.c'lark alderma.com]
Sent: Friday, October 17, 2008 11:17 am

To: Annum, Emelia X '

Subject: RE: Information Request for NDA 22-087

Attachments: emfinfo.txt
Dear Ms ‘Annum: '

FDA has recognized IMS NDTI as an estimation of prevalence. 1In fact, in the
December 2, 1998 Final rule 63 FR 66632, the ncy specifically mentions
the use of IMS NDTI data as a method of establishing "a rough approximation”
of the number of patients with the disease.

Please forward this to the appropriate personnel for their consideration.
B8est regards, -

Paul

http://www.fda.gov/ohrms/dockets/98Fr/120298c . pdf

FDA has also revised the proposed definition of °‘a substantial
number of pediatric patients.'' Many comments ar that the number
chosen by FDA in the propesal (100, prescriptions per year or
100,000 pediatric patients with the disease) was arbitrary. Physician
mention data from the IMS National Disease and Therapeutic Index (Ref.
38), which tracks the use of drugs by measuring the number. of times
physicians mention drugs during outpatient visits, shows that pediatric
use of dr is generally grouped in two distinct ranges. Physician
mentions drugs for mutric use generally fall either below 15,000
per year or above 100, per year. Few drugs fall within the tweo
ranges. Thus, selecting a cut-off

[{rPage 66636]]

for ““substantial number of pediatric patients'' in the middle of the
two ranges will provide a reasonable discrimination between products
that are widely used and those that are less commonly used, and the
specific number chosen will not arbitrarily include or exclude a
significant number of drugs. FOA has therefore chosen 50,000 as the
cut-off for a substantial number of pediatric patients. Because the
number of pediatric patients with the disease or condition is easier to
determine than the number of prescriptions per year, a substantial
number of pediatric patients will be defined as 50,000 pediatric - '
patients with the disease or condition for which the drug or biological
product is indicated. Altheugh physician mentiens per year does not
correspond exactly to the number of patients with the disease or
condition, they provide a rough approximation and the IMS data show
that the number of products included or excluded is relatively
insensitive to changes in the cut-off chosen. As proposed, a partial
waiver for a partfcular pediatric age grovp would be available under
this method i# 13,000 patfents in that age were affected by the
disease or condition. This definition of "2 substantial number of
pediatric patients'’' has not been codified, however, and FOA may wodify
it, after consulting with a el of pediatric experts. Any
:ﬂﬁﬁen#:n will be issued in a guidance document with an opportunity
or comment.

Page 1
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http://www.fda.gov/ohras/dockets/98Fr/120298c . pdf
Best regards,

Paul

----- original Message-----

From: Annum, Emelia K [mailto:Emelia.Annum@fda.hhs.gov]
Sent: Thursday, October 16, 2008 4:43 pPM

To: CLARK Pau

Subject: RE: Information Request for NDA 22-087

Hi Mr. Clark,
The projected data on patient visits to office based physicians does not
reflect disease prevalence.

Emelia Annum

----- original Message-----

From: CLARK Paul [mailto:paul.clark@galderma.com]
sent: wodmsda‘« october 15, 2008 6:33 PM

To: Annum, Emelia K '

Subject: RE: Information Request for NDA 22-087

Dear Ms. Annum:

I am again seeking clarification regarding this request. oDuring our
telephone comversation I understood that the reviewer did not receive
adeguate infermation relative to disease prevalence to evaluate the waiver.

on_February §, 2008 I received a telephone request from Margo Owens seeking
"clarification of our pediatric waiver deferral request.” A response was

prepared and submitted on February 12.

In our waiver/deferral request of February 12, we cited two national surveys h(4)
(IMS NDTI and verispan PODA)-of physician-reported activities. The data

submitted covered a period of 5 years. These surveys collect patient

demographics, d’h?nosis and treatment information from patient visits to

office-based physicians nationwide. Data from both surveys showed thar the

prevalence of psoriasis in the pediatric population 0-12 is below ——

nationwide. T A this number has not been codified, it is the cut-off

chg;g by FbA for "a substantial number of pediatric patients” (See 63 FR

These surveys are nmationally recognized instruments that are used by
industry and government entities to estimate prevalence data.

could share with me the additional information the reviewer would need
to evaluate this waiver request? we will respond as quickly as pessible.

sest regards,
Paul

----- original Message-----
From: Annum, Emelia K [mailto:Emelia.Annum@fda.hhs.gov)
sSent: wednesday, October 15, 2008 3:25 mM
To: CLARK Paul '
subject: RE: Information Request for NOA zz-gw

Page



804804. txt

Hi Paul, :
The team reached the conclusion that the waiver rational (i.e. supporting
data per prevalence) was inadequate. :

Emelia Annum
Regulatory Project Manager

----- original Message-----

From: CLARK Paul [mailto:paul.clark@galderma.com]
Sent: wednesday, October 15, 2008 2:52 pM

To: Annum, Emelia K

Subject: RE: Information Request for NDA 22-087

Dear Ms. Annum:

I don't fully understand this request. Galderma submitted pe&iatric waiver
waiver/deferral information in the initial application and also in a

&ﬁﬁcatim ‘amendment dated February 8. 2008 (odf attached). wa ranvae«ed

we asked For— -

—

Is this request a denial of our reguest —
Thanks for any clarification that can be provided.

Sincerely,
Paul

-----original message-----

From: Annum, Emelia K [mailto:Emelia.Annum@fda.hhs.gov]
sent: wednesday, October 15, 2008 8:27 AM

To: CLARK Paul

Subject: Re: Information Request for NDA 22-087
Importance: High

Wi Mr. Clark,

I have tried to fax you a request for information for NOA 22-087
Calcitriol ointment, but I have been unsuccessful.

For NDA 22-087, the Agency requests that your Pediatric Deferral include
subjects ages 0 to 17 years. Please submit your plan for a pediatric
deferral for patients 0 to 17 years. we rcauest that this information
be_submitted no later than 12 noon on Thursday, October 16, 2008. I
will follow up with a fax request. Thanks.

Emelia Annum, MSc.

pivision of Dermitology and Denta) Products
Center for Drug Evaluation and Research
Food and Drug Adeinistration

10903 New Hampshire Avenue

Silver Spring, MD 20993-

Telephone # 301-796-2223

Page 3
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CDataMy DocumentsSNDAN22087_cCalcitriolrRequest for Pediatric Plan Timelines NDA 22- 087 %t
From: CLARK Paul [paul.clark@galderma.com]
sent: Thursday, January 08, 2 10:07 aM
To: Annum, Emelia K
Ce: Lindstrom, 3111
Subject: RE: Request for Pediatric Plan Timelines NDA 22-087

Attachments: emfinfo.txt
Hi Emelia:

I spoke with 3111 yesterday and she needed another date: — b(4)

——

Report submission: March 2010

Let me know if you need anything else.
Paul

Paul Clark

Director, Regulatory Affairs

Galderma Laboratoris, L.P.

817 961 5336

----- original Message-----

From: Annum, Emelia K [mailto: m‘lia Annuu‘fda hhs . gov]
sent: Tuesday, January 06, 2009 12:1

To: CLARK Paul
subject: Request for pPediatric Plan Timelines NDA 22-087

Hi Paul,
This is a follow up from a voice mail message in which I regqracrad rhag b(A)
yog send us tinﬁms on when you would be ab‘le to complete \_f
afety efficacy and long term safety study of your pediatric plan
need to provide Perc with this information for mrovﬂ of the ‘labﬂing.
Please send us dates ASAP. Thanks.

Emelia Ann:n

pivision o Bemto’logy and Dental Products
Center for Drug Evaluation and Research
Food and Drug Administration

10903 New Hampshire Avenue

silver Sprm MD 20993-0002

Telephone # : p1-796-2223
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Annum, Emelia K

From: CLARK Paul [paul.clark@galderma.com]
Sent: Thursday, January 08, 2009 12:47 PM
To: Annum, Emelia K

Subject: 22087 CALCITRIOL OINTMENT - PROTOCOL SUBMISSION DATES
Attachments: emfinfo.txt
Hi Emelia:
We can submit the protocols for all three studies by April 1, 2009. If study start is dependent on FDA review of
the protocols, we would like to have an agreement that they would be reviewed under the Special Protocol
Assessment Guidance.
Thanks,
Paul
Paul Clark
Galderma Laboratoris, L.P.
817 961 5336

Appears This Wen,
Cn Criging:
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Annum, Em! ia K

“rom: CLARK Paul [paul.clark@galderma.com]

ant: Thursday, January 08, 2009 10:07 AM
To: Annum, Emelia K
Ce: Lindstrom, Jill
Subject: RE: Request for Pediatric Plan Timelines NDA 22-087
Attachments: emfinfo.txt
emfinfo.txt (582 B)

Hi Emelia:

I spoke with Jill yesterday and she needed another date: when the ———-. b(4)

—study would be completed.

—_— Report submission: March 2010
Let me know if you need anything else.
Paul

Paul Clark
Director, Regulatory Affairs
Galderma Laboratoris, L.P.
817 961 5336
————— Original Message-----
com: Annum, Emelia K [mailto:Emelia.Annum@fda.hhs.gov]
Sent: Tuesday, January 06, 2009 12:16 PM
To: CLARK Paul
Subject: Regquest for Pediatric Plan Timelines NDA 22-087

Hi Paul,

This is a follow up from a voice mail message in which I requested that h(4)
you send us timelines on when you would be able to complete —

safety efficacy and long term safety study of your pediatric plan. We

need to provide Perc with this information for approval of the labeling.

Please send us dates ASAP. Thanks.

Emelia Annum, MSc.

Division of Dermatology and Dental Products
Center for Drug Evaluation and Research
Food and Drug Administration

10903 New Hampshire Avenue

Silver Spring, MD 20993-0002

Telephone # 301-796-2223



gy’

X ~ DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service :
. Rockville, MD 20857
NDA 22-087 INFORMATION REQUEST LETTER
Galerma Laboratories, L.P.
Attention: Paul Clark
Director, Regulatory Affairs
14501 North Freeway
Fort Worth TX 76177
Dear Mr. Clark:

Please refer to your September 27, 2006 New Drug Application (NDA) submitted under section
505(b) of the Federal Food, Drug, and Cosmetic Act for calcitriol ointment, 3 meg/g.

We also refer to your submission dated August 26, 2008 containing two propesed proprictary b(4}
names ~— and Vectical.

Proprietary Name

The Proprictary Name Risk Asscssment findings indicate that the proposed name, Vectical, is
acceptable. :

Retall Container Labels and Carton Labeling

The statement ‘For external use only’ should be more prominently displayed and relocated to the
principle display panel.

Please note that the Federal Food Drug and Cosmetic Act provides that labeling or advertising
can misbrand a product if misleading representations are made, whether through a trade name or
otherwise; this includes suggestions that a drug is better, more effective, useful in a broader
range of conditions or patients, safer, has fewer, or lower incidence of, or less serious side effects
or contraindications than has been demonstrated by substantial

evidence or substantial clinical experience. [21 U.S.C 321(n); sec also 21 U.S.C. 352(a) & (n);
21 CFR 202.1(e)(5Xi);(eX6)(D)].

If you have any questions, call Emelia Annum, Project Manager, at 301-796-2223,
Sincerely,

Susan J. Walker, M.D, FAAD

Director

Division of Dermatology and Dental Products
Office of Drug Evaluation Il ‘

Center for Drug Evalustion and Research



This is a representation dandhé&onlcneerdﬂm}mdgmdmmm
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Susan Walker
12/15/2008 05:08:17 PM
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DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Sarvice
~ Food and Orug Administration
Rockville, MD 20857

NDA 22-087 INFORMATION REQUEST LETTER
Galderma Laboratorics, LP
Attention: Paul Clark
Director, Regulatory Affair
14501 N. Fresway
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 TRADENAME (calcitrol) Ointment, 3 meg/g.

We are reviewing the Clinical section of your submission and have the following comments and information
requests. 4

1. vaidtthoedcimphosphuemd!mfordlﬂhjectsinstudiuferwhichitmbomvided,oridmﬁfy
the location of this information in the NDA.

2. Identify a threshold for concern, justification for the threshold, line listings and shift tables. Identify the
date by which the information will be provided.

3. Identify all studies in which calcitriol was assessed, or provide your rationale for act obtaining this
information if it was not assessed (or identify the location in the NDA).

We request a prompt written response in order to contirue our evaluation of your NDA.
If you have aay questions, call Emelia Annum, Project Manager, at 301-796-2223.
* Sincerely,

Office of Drug Evaluation It
Center for Drug Evalustion and Research
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DEPARTMENT OF HEALTH & HUMAN SERVICES Public Heaith Service

Food and Drug Administration
Rockville, MD 20857

NDA 22-087

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

Fort Worth, TX 76177

Dear Mr. Clark:

Please refer to your December 27, 2006 new drug application (NDA) submitted under section 505(b) of the Federal
Food, Drug, and Cosmetic Act for TRADENAME (calcitriol) Ointment, 3 meg/g for the treatment of plaque type
On October 20, 2008, we received your October 17, 2008 major amendment to this application. The receipt date is
within 3 months of the user fee goal date. Therefore, we are extending the goal date by three months to provide time
for a fll review of the submission. The extended user fec goal date is January 17, 2009.

If you have any questions, call Emelia Annum, Project Manager, at 301-796-2223.
Sincesely,

Susan J, Walker, M.D.,FAAD.

Director

Division of Dermatology and Dental Products
Office of Drug Evaluation III

Center for Drug Evaluation and Research
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Food and Drug Administration A
Center for Drug Evaluation and Research
Office of Drug Evaluation ODEIII

FACSIMILE TRANSMITTAL SHEET

DATE: 10/23/08

Tor M. r*‘anf"é‘uk. Director, negnma:y TFrom: Emelia Anmum
: ~

Comy Galdeml.aboruoriu

Fax number: (m

ﬁme t Duniber: (§17) 961-5336

Snbjcct: FDAPmpondlabdmgfaNDAﬂ' Calcitriof Ointment

Toulno. o!muhchdingcour 11

Comments: mhmmmwmymmn«7 mmwu
(Caléltriol Ointment). Please review and provide your agreement with this proposal
or your revisions/comments by COB October 24, 2008.

Document to be mailed: YRS Eno

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 FROM DISCLOSURE UNDER APPLICABLE LAW.

i you are not the addresese, or & person authorized to deliver this document 10 the

addresses, you are hersby notified that any review, disclosure, dissemination, copying, or

other sction hased on the content of this communication is not authorized. If you have

MW“MHW,MMMMUMdGM)M
Thenk you.



2o Page(s) Withheld

Trade Secret / Confidential (b4)
o _ Draft Labeling (b4)
Dratt Labeling (b5)

Deliberative Process (b5)
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this page is the manifestation of the electronic signature.
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Emelia Annum
10/23/2008 02:34:20 PM
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Food and Drug Administration
Center for Drug Evaluation and Research
Office of Drug Evaluation ODEII

R

FACSIMILE TRANSMITTAL SHEET

DATE: October 17, 2008
To:'Mr.iiﬂ(ﬂ'&k' ' —

~ Company: Galderma Laboratories LP Division of Dermatology and Dental Products

Fax number: ( 317) 961-0020 Ser: (301) 796.9894

Phone number: (317) 5615000 | Fhone number: 301.796.2223
Subject: = ‘ ’

Toid Bo. of. pages inchdhg éever: 2

Commients:

AT ' o -

Document to be mailed: ~ YES Q NO

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 FROM
DISCLOSURE UNDER APPLICABLE LAW.
nmmmwmuammamwmnmwmm
are heveby nofified that any review, disclosurs, dissemination, copying, or other action based on the
content of this communication is not authorized. If you have received this document in error, please
notify us immediately by telephone at (301) 827-2020. Thank you.

Appecrs This Wy
Cn Criginal



ForNDA22-087,thcAgmywmﬂdlikctomviuwms&fetPedhﬂicPhntoeovcragaZto 17 years.
WcrequutﬂmthisinfmmgﬁenbeﬁbuﬁMnolﬁlanmMaﬂay, October 20, 2008.
Thank you.




Thhlhlatnpmnoonunkui cﬂnchw»ﬂerneamdthatunu:skpuulcknﬂmunkun and
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---------------------

Emelia Annum
10/20/2008 10:46:35 AM
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Food and Drug Administration
Center for Drug Evaluation and Research
Office of Drug Evaluation ODEITI

FACSIMILE TRANSMITTAL SHEET

DATE: 10/15/2008 .

To: m:;ﬂ Clark, Directory, Regulatory  |From: Emelis Anmum

er: (817) 961-0200 ¥: ( 301) 7969854

er: (817) 0615336

€F- (301) 796.2330

Total no. of pages including cover: 2

Comments: Please send the response to the information request no later than 12 noon
October 16, 2008.

Documnent to be mailed: QYES BNOo

R

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
FROM DISCLOSURE UNDER APPLICABLE LAW.

If you are not the addresses, or 3 person suthorized to deliver this document to the addressee,
you are hereby nelified that any review, disclesurs, dissemination, copying, or other action based
on the content of this communication is not autherized. if you have received this document in
errer, piesse notify us immediately by telephone st (301) 796-2110. Thank you.



For NDA 22-087, the Agency Nquoiu that your Pediatric Deferral include subject’s ages 0 to 17
years. Please submit your plan for a pediatric deferral for patients 0 to 17 years. We request that
this information be submitted no later than 12 noon on Thursday, October 16, 2008.

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

CLINICAL INSPECTION SUMMARY
DATE: September 9, 2008
TO: Bronwyn Collier, Regulatory Project Manager

Patricia Brown, M.D., Medical Officer
Division of Dermatologic and Dental Drug Products

FROM: Roy Blay, Ph.D.
Good Clinical Practice Branch 1
Division of Scientific Investigations
THROUGH: Constance Lewin, M.D., MP.H.
Good Clinical Practice Branch 1
Division of Scientific Investigations
SUBJECT: Evaluation of Clinical Inspections.
NDA: 22-087

APPLICANT: Galderma Laberstories, Inc.

DRUG: Silkis (calcitriol) Ointment, 3ug/g
NME: No
THERAPEUTIC

CLASSIFICATION: Standard Review
INDICATION:  Trestment of chronic psoriasis

CONSULTATION
REQUEST DATE: April 17, 2008

' GOALDATE:  September 27, 2008

PDUFA DATE: October 19, 2008



Page 2-NDA 22-087, Clinical Inspection Summary

L. BACKGROUND:

The conduct of protocol RD.06.SRE.18053, entitled “Evaluation of the Efficacy and Safety
of Twice Daily Application of Calcitriol 3ug/g Ointment and its Vehicle, in the Treatment of
Chronic Psoriasis” was inspected at two clinical sites. Subjects with chronic psoriasis were
treated with the test article and evaluated for the severity of their psoriasis for eight weeks.
Success in treatment was defined as a Global Severity Score of 0 (clear) or 1 (minimal) at the
Week 8 Endpoint.

Dr. Arthur’s site (#2123) was selected for inspection because of its relatively large sample
size and high treatment effect (zero response for the vehicle and nearly 50% response for the
active). Dr. Breneman’s site (#1170) was selected for inspection because it enrolled 20
subjects of which 0/10 of subjects treated with active responded, whereas 3/10 treated with
vehicle responded resulting in a treatment effect favoring vehicle.

I RESULTS (by Site):
—
Locatien # of Subjects
RD.06.SRE.18053: | 5-7 May, 2008 Pending
20 (Preliminary classification

Cincinnati, OH 45219

Elizsbeth A. Afthur, M.D. | RD.06.SKE.18053: | 29-30 May, 2008 | NAI
and Cosmwtic Center, LLP 15

1338 Eamt i

Key 10 Classification

NAI = No devistion from regulations.

VAI = Deviation(s) from regulations.

OALl = Significant devistions from regulations. Data unreliable.

Pending = Preliminary classification based on information in 483 or preliminary communication with the field;
EIR has not been received from the field and complete review of EIR is pending.

1. Debra Breneman, M.D.
Cincinnati, OH 45219

a. What was inspected: The records for all 20 enrolled subjects were reviewed
including, but not limited to, source documents, CRFs, informed consent
forms, and reports of protocol devistions and adverse events.

b. Genersi observations/commentary: Review of the records noted above



Page 3-NDA 22-087, Clinical Inspection Summary

¢. Assessment of data integrity: Dataappwacceptablemmpportofﬂnrapecnvc
application.

Observations noted above are based on communications with the FDA field investigator.
An inspection summary addendum will be generated if conclusions change upon receipt
and review of the EIR.

2. Elizabeth A. Arthur, M.D.
Dermatology and Cosmetic Center, LLP
1338 East Ridge Road
Rochester, NY 14621

a. What was inspected: Records reviewed for all 17 randomized subjects included, but
were not limited to, consent forms, adverse event reports, test article accountability
forms, and a comparison of CRFs to source documents.

b. General observations/commentary: Review of the records noted above
revealed no significant discrepancies/regulatory violations.

¢. Assessment of data integrity: Data appear acceptable in support of the respective

III. OVERALL ASSESSMENT OF FINDINGS AND RECOMMENDATIONS

Review of the establishment inspection report (EIR) for Dr. Breneman is pending. An
addendum to this clinical inspection summary will be forwarded to the review division
should there be a change in the final classification or additional observations of clinical
and regulatory significance are discovered after reviewing the EIR. Otherwise, the data
generated by the clinical sites of Drs. Breneman and Arthur appear acceptable in support
of the respective application.

{See appended electronic signature page}

Rey Blay, Ph.D. '
Good Clinical Practice Branch |
Division of Scientific Investigations

{See appended electronic signature page)}

Coastance Lewin, M.D., M.P.H.
Branch Chief !

Good Clinical Practice Branch |
Division of Scientific Investizati
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Roy Blay
9/10/2008 02:00:25 PM
CSO

Constance Lewin
9/10/2008 02:09:49 PM
MEDICAL OFFICER
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REGULATORY PROJECT MANAGER LABELING REVIEW
(PHYSICIAN LABELING RULE)

Division of Dermatology and Dental Products
Application Number: 22-087
Name of Drug: Silkis (calcitriol) Ointment, 3mcg/g

Applicant: Galderma Laboratories, LLC

Submission Date: December 21, 2007
‘Receipt Date: December 27, 2007
Submission Date of Structure Product Labeling (SPL): December 21, 2007

Type of Labeling Reviewed: WORD

New Drug Application 22-087 Silkis (calcitriol) Ointment, 3mcg/g for the treatment of Plague-
Type Psoriasis was originally submitted September 25, 2006. The Agency issued a Refusal-to-
File letter on November 22, 2006 due to Chemistry, Manufacturing and Controls deficiencies.
The current application, submitted on December 21, 2007, is the resubmission after refusal to
file. '

Review

The applicant’s proposed PLR. formatted labeling was reviewed for formatting
issues/deficiencies. The deficiencies identified are listed below.

Highlights of Prescribing Information:

1. The Highlights must be limited in length to one-half page, in 8 point type, two-
column format. [See 21 CFR 201-57(d)8)].

2. 21 CFR 201.57(a)(6) requires that if a product is a member of an established
pharmacolegic class, the following statement must appear under the Indications and
Usage heading in the Highlights: .



“(Drug/Biologic Product) is a (name of class) indicated for (indication(s)).”

The sponsor should propose an established pharmacologic class that is scientifically
valid AND clinically meaningful to practitioners or rationale why pharmacologic
class should be omitted from the Highlights.

3. A Horizontal line must separate the Highlights, Contents, and FPI [See 21 CFR
201.57(d)(2)].

Full Prescribing Information: Contents - Table of Contents:

4. The Agency recommends use of a two-column format for the Table of Contents, and
if possible, that it be limited in length to one-half page.

5. The section and subsection headings and numbering used in the Table of Contents
must match the section and subsection headings and numbering used in the FPL [See
21 CFR 201.57(b).

6. The Table of Contents section headings must be in bold type. The Contents
subsection headings must be indented and not bolded. [See 21 CFR 201.57(d)(10)].

Full Prescﬁbing Information:
ation of cross-references in the FPI is the section (not

subsection) follow by the numerical identifier. For example, [See Use in Specific
Populations (8.4)].

The identified deficiencies/issues will be conveyed tothe applwant in the 74 day letter. The
applicant will be asked to re-submit labeling addressing the identified deficiencies by April 30,
2008. This updated version of labeling will be used for further labeling discussions.

Margo Owens
Lead Regulatory Health Project Manager

Supervisory Comment/Concurrence:

Maria Walsh
Project Management Officer
Office of Drug Evaluation HI



Drafted: mlo/3/6/08

Revised/Initialed:

Finalized:

Filename: CSO Labeling Review Template (updated 1-16-07).doc
CSO LABELING REVIEW OF PLR FORMAT
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this page is the manifestation of the electronic signature.
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- i ¢ " DEPARTMENT OF HEALTH & HUMAN SERVICES

Public Hesith Service
Rockville, MD 20857
‘ FILING COMMUNICATION

NDA 22-087 : '

Galderma Laboratories, LI.C

Attention: Paul Clark

Director, Regulatory Affairs

14501 N. Freeway

Fort Worth, TX 76177

Dear Mr. Clark:

Please refer to your new drug application (NDA) dated December 21, 2007, received December
27, 2007, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act, for Silkis
(calcitriol) Ointment, 3 meg/g.

We also refer to your submissions dated February 12 and 14, 2008,

Wehvccmphﬂmﬁﬁmmﬁwaadhvcmwywappﬁaﬁonhm&m
complete to permit a substantive review. Therefore, in accordance with 21 CFR 314.101(a), this
application is considered filed 60 days after the date we received your application. The review
classification for this application is Standard. Therefore, the user fee goal date is October 27,
2008.

Dmhfwﬁlhgnﬁwofywappﬁeaﬁemweidmﬁﬁed&cfoﬂowhgmmﬁdreﬁewm
The effect of the product on cardiac repolarization has not been adequately addressed.
Data from a thorough QT/QT. study or a rationale for why such a study is not needed is
not included your application.
Wcmmﬁﬁnﬁ&cmwwﬁwmmm&wmm
Our filing review is only a preliminary evalustion of the application and is not indicative of
upon, or modified as we review the application.
We also request that you submit the following information:
A.  Informstion to address the potential of the product to affect candiac repolarization.

B. A rationals for assuming the applicability of foreign dats in the submission to the
U.S. population (or its location in the submission). '



NDA 22-087

Page 2

D.

A rationale for pediatric waiver wherein the prevalence of psoriasis in the
pediatric population is not based on projected data (¢.g., from pharmacy sales).

Details of disclosable financial arrangements and interests for 5 investigators;

b(6)

- . or location in the submission).

Astatemen;dfGoodClinicaleﬁceforauoftheelinicalsmdies.

An English translation for foreign labeling 1.14.5.3 (Columbaa) and 1.14.54
(China),

Phueruwndmmcaboveremmfouddiﬁomlmfomﬁm%ﬂeweanﬁcipawthamy
response submitted in a timely manner will be reviewed during this review cycle, such review
decisions will be made on a case-by-case basis at the time of receipt of the submission.

We are also reviewing the draft labeling, submitted in Physician’s Labeling Rule (PLR) format,
and have identified the following formatting issues:

Highlights of Prescribing Information:

L

The Highlights must be limited in length to one-balf page, in 8 point type, two-
column format. [Sec 21 CFR 201-57¢dX(8)]. :

21 CFR 201.57(a)(6) requires that if a product is a member of an established
pharmacologic class, the following statement must appear under the Indications and

. Usage heading in the Highlights:

“(Drug/Biologic Product) is 2 (name of class) indicated for (indication(s)).”

The sponser should propose an established pharmacologic class that is scientifically .
valid AND clinically meaningful to practitioners or rationale why pharmacologic
class should be omitted from the Highlights.

Aﬂmmﬂhcmmﬁelhghhﬂm,m&m [See 21 CFR
201.57(d%2))-

Full Prescribing Information: Contents - Table of Contents:

4.

s.

The Agency recommends use of a two-column format for the Table of Contents, and
if possible, that it be limited in length to one-half page. _

The section and subsection headings and numbering used in the Table of Contents
must msich the soction and subsection hesdings and numbering used in the FP1. [See



NDA 22-087
Page 3

21 CFR 201.57(b).

6. The Table of Contents section headings must be in bold type. The Contents
subsection headings must be indented and not bolded. [See 21 CFR 201.57(d)(10)).

Full Prescribing Information:

7. The preferred presentation of cross-references in the FPI is the section (not
subsection) followed by the numerical identifier. For example, [See Use in Specific
Populations (8.4)].

Submit revised draft labeling addressing the above issues no later than April 30, 2008.

All applications for new active ingredients, 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 for the claimed indication in pediatric patients unless this
requirement is waived, deferred, or inapplicable. We note that you have not fulfilled the
requirements. We acknowledge receipt of your request for a partial waiver of pediatric studies
for this application for the age group of 0 to less than 12 and your request for a partial deferral of
pediatric studies for the age group of 12 to 17 for this application. Once review of your waiver
and deferral requests is complete, we will notify you whether the requested waiver and deferral
have been granted.

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

Sincerely,

{See appended electronic signature page)}
Susan J. Walker, M.D., FA.AD.
Director

Division of Dermatology and Dental
Products

Office of Drug Evahustion III
Center for Drug Evaluation and Research

Appears This Woy -
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Sent: Friday, February 08, 2008 10:41 AM

Te: CLARK P’

Ce: Owens, Margo

Subjest: Information Request for NDA 22-087 calcitriol cintment, 3meg/g
Paul,

where the tumor name (TUMORNAM) indicates that the tumar is probably fatal but the cause of
death indicates it is incidental. This is a case of adenora of pars distalis in the pituitary.

Please submit this information officially 10 your NDA by Feburary 22, 2008.

Marge Owens

Regulatory Project Manager '

Division of Dermatology and Dental Products
Office of Drug Evaluation III

Office of New Drugs

Margo.Owens®fda.hhs.gov

Phone: 301-796-2110 Room 5165

Fax: 301-796-989%4

Mail: FDA COER

. Division of Dermatology and Dental Products
$901-B Ammendale R4
Beltsville, MD 20705-1266
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i % DEPARTMENT OF HEALTH & HUMAN SERVICES Pubtic Health Service
‘ .

Food and Drug Administration
" Rockvilie, MD 20857

NDA 22-087

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

- 14501 North Freeway
Forth Worth, TX 76177

We received your December 14, 2006 correspondence, requesting a meeting to discuss Calcitriol
Ointment. We are granting this meeting to provide guidance on a pathway forward should you
choose to pursue a future NDA submission. We will not be discussing a reconsideration of our
decision neot to file NDA 22-087.

Based on our guidance for industry titled Formal Meetings with Sponsors and Applicants for
PDUFA Products (February, 2000), we consider this a Type A meeting. The meeting is

Meeting Date: Friday, February 23, 2007

Time: 10:00-11:00 AM, EST

Location: 10903 New Hampshire Avenue
Silver Spring, MD 20993-0002

Provide the background information for this meeting at least two weeks prior to the meeting.
Submit the original copy to your IND, and 15 bound copies, each marked "DESK COPY",
directly to Tisha Washington at the above address, Room 5164. If we do not receive it by
February 9, 2007, we may need to reschedule the meeting. '

If you have any questions, call Tisha Washington, Technical Information Spem.hst, at 301-796-
2110. '

" Sincerely,
{See appended electronic signature page)

Margaret Kober, R.Ph., M.P.A.

Division of Dermatology & Dental Products
Office of Drug Evaluation HI

Center for Drug Evaluation and Research



DEPARTMENT OF HEALTH & HUMAN SERVICES Public Hezith Service

Rackville, MO 20857

NDA 22087

Galderma Laboratories, L.P.
ATTENTION: Paul Clark
Director, Regulatory Affairs
14501 North Freeway

Fort Worth, Texas 76177

Dear Mr. Clark:

| Please refer to your New Drug Application (NDA 22-087) submitted under section 505(b) of the Federal
Food, Drug, and Cosmetic Act for calcitriol ointment. To permit ongoing review of the clinical and
staﬂshcalmfmuhmmdwapphe&wn,plmmmdtothfdlowmgmw

: mmm&uwmﬁlﬂnfaﬁymmdnmmaymwkmﬁr&e
variable RESULT. Hmmﬁmhd&ml&%ﬁm&mm&am«kﬂwﬁntm%&?
are included.

Clinigal:
Please provide population data (N, Mean, SD) and reference range for 24 hour urine calcium at screening
and at Week 8/final for both pivotal studies (SRE.18053 and SRE.18054), similar to the information
provided for total calcium, adjusted calcium, phosphorous, PTH, and calcitriol. Please see Text Table 26,
section 5.3.5.1.1.01, p. 92 in Study Report RD.SRE. 18053 and section 5.3.5.1.1.02, p. 93 in Study Report
RD.SRE.18054. If this information is located in the NDA submission, please provide the location.

Pwoulstndy mssmmmmummm 18054. Please provide the following
Mwﬁnmmm

1. R is unclear from the electronic database whether multiple batches of drug were used in the studies.
KWWWMWNMMmhmem&G
current naming conrvention.

PATNO - subject mumber
BATCH - betch sumber
TREAT - trestment arm



NDA 22087
Page 3

2. Provide the following information for each placebo ointment batch used in the pivotal Phase 3 clinical

studies:

a. Batch number and clinical study number

b. Formmlation composition

¢. - Manufacturing process if it is different from that for the calcitriol ointment (other than absence of
calcitriol) ‘

d. Manufacturing site

e. Any significant differences in raw materials such as quality or supplier when compared with other
placebo or active batches

If you have any questions, contact Bronwyn Collier, Acting Chief, Project Management Staff, at (301)
796-2110.
| Sincercly,

{See appended electronic signature page}
Susan J, Walker, M.D., F.AAD,
Director
Division of Dermatology and Dental Products
Office of Drug Evalustion Il
Center for Drug Evaluation and Research
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Bronwyn Collier
6/25/2008 04:35:27 PM
Signed for Susan J. Walker, M.D., F.A.A.D.
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