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EXCLUSIVITY SUMMARY

NDA #22-117 SUPPL#oeo HFD # 130

Trade Namte Saphris Sublingual Tablets

Generic Name asenapine

Applicsat Name Organon USA Inc.
_ Approval Dats, If Knowa August 2009

PART1 IS AN EXCLUSIVITY DETERMINATION NEEDED?

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

supploments. CompMPARTSHdeHofMBmMmySmmyonlynfywmwa yes” to
one or more of the following questions about the submission.

a) Isita 505(b)(1), S505(bX2) or efficacy supplement? v
YES NO

If yes, what type? Speeify S05(b)(1), 505(bX2), SE1, SE2, SE3,SE4, SES, SE6, SE7, SES
sos@)(1)

¢) Did it roquire the review of clinical dats other than to support a safety claim or change in
Isbeling reiatod to safety? (If it required review omly of bioavailability or bicoquivalence

data, answer "no.")
ves@ wno(d

If your answer is "no" bocanse you believe the study is a bioavailsbility study and, therefore,
not cligible for exclusivity, EXPLAIN why it is a bioavailability study, including your
mmmmwwmwmmuumwum
simply a bioavailability study.

i it is & supploment requiring the review of cliaical dats but it is not an offectiveness
supploment, describe the change or claim thet is supported by the clinical data:

NA



d) Did the applicant roquest cxclusivity?

vyes@@ wo(d

If the answor to (d) is "yes,” how many years of exclusivity did the applicant request?
$ yoars |

e)mmmwmmt?orm.&euvcm%m ol

i8S, is this approval a result of the studies submitted in

N/A

EYOUHAVEANSWEREDWTOMOFTIEADGVEQUESTIONS GODIRECTLY TO
THE SIGNATURE BLOCKS AT THE END OF THIS DOCUMENT

2. Is this drug-product or indication a DESI upgrade? _

YES[] ~NO®
IF THE ANSWER TO QUESTION 218 "YES," G@D&ECFLYTOTIEEESIGNA’!‘UREBLOCKS
ONPAGES(wu:f&MwaEMﬁcW)

PART H FIVE-YEAR EXCLUSIVITY FOR NEW CHEMICAL ENTITIES
(Answer ecither #1 or #2 as appropriate)

Has FDA previously approved undet section 505 of the Act say drug product coataining the ssme
active moiety as the drug under considerstion? Aaswer "yes" if the active moiety (including other
estetifiod forms, salts, complexes, chelates or clathrates) has been previously approved, but this
perticular form of the active moiety, c.g., this particular ester or salt (including salts with hydrogen or
WWGMMMWMWGM“;MMW)M
not been approved. Answer "no” if the compound requires metabolic conversion (other than
dessterification of an esterified form of the deug) 1o produce an slready approved active moiety.

vEs[] wnof®

I "yes,” identify the appeoved drag produci(s) contsining the active moisty, and, if known, the NDA
Hs).
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If the product contains more than one active moicty(as defined in Part I, #1), has FDA previously
approved an application under section 505 containing any ong of the active moieties in the drug
product? If, for example, the combination containg 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 never approved uader an NDA, is considered mot previously
approved.)

YEs[]

ﬁnmn identify the approved drug product(s) containing the active moiety, and, ifknown, the NDA
3).

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

IF “YES,” GO TO PART HL

To qualify for three yoars of exclusivity, an application or supplement must contain "roperts of new
clinical investigations (other than bicavailability studies) essontial to the approval of the application
ﬂMuWwﬁem This section should be completed only if the answer
to PART H, Question 1 or 2 was "yes."

1 Does the application centsin reports of clinical investigations? m.ww “clinical
investigstions” 1o mesn investigations conducted on humans othor than bioavailsbility studies.) If
the application contains clinicsl investigations only by virtue of a right of referonce to clinical
investigations in another agplication; answer "yes," then skip to question 3(s). 1f the answor to 3(a)
is "yes" for amy investigation reforred to in another applicstion, do not complete remainder of
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summary for that investigation.
vEs [J w~od

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 witheut relying on that investigation. Thus, the investigation is not
essential to the approval if 1) no clinical investigation is mocessary to support the supplement or
application in light of previously approved applications (i.c., information other than clinical trials,
such as bioavailability dats, 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 publishoed reports of studies (other than those conducted or sponsored by the applicant) or
other publicly available data that independently wouid have been sufficient to support approval of

(a) In light of previously approved applications, is a clinical investigation (either conducted

by the applicant or availsble from some other source, including the published literature)

Wbmeﬂmvdofﬁemmwm 3

vyEs[J] o]

If "no," state the basis for your conclusion that a clinical 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 effectiveness
of this deug product and a statement that the publicly available data would not independently
suppert approval of the application? ,

ves ] nwNo[]

(1) i the answer to 2(b) is "yes," do you personally know of any reason to disagroe
with the applicant’s conclusion? 1f not applicable, answer NO.

vEs(] wmo(]
If yes, oxplain:

(2) If the answer to 2(b) is "no,” are you aware of published studics not conducted or

sponsored by the applicant or other publicly available dats thet could independently
demonsteate the safoty and offectivensss of this drug product?

vyes(] w~o(Q
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If yes, explain:

(¢ Hthe answers to (b)(1) and (b)(2) were both "no," identify the clinical investigations
' submitted in the application that are essential to the approval:

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

3. In addition to being essential, investigations must be "new" to suppert exclusivity. The agency
interprets "new clinical investigation” to mean an investigation that 1) has not been reliod on by the
ww@m&MvmofamymedmeMﬂZ)m

j r » 3 igation that was relied on by the agency to demonstrato the
e@ehwmof&mmﬁyweddmgm&m.:e does not redemonstrate something the
agency considers to have been demonstrated in an already approved application.

a) For each investigation identified as "essential to the approval,” has the investigation been
relied on by the agency to demonstrate the effectivoness of a previously approved drug
product? (If the investigation was relied on only to support the safety of a previously
approved drug, answer "no.")

Iavestigation #1 vEs(] nNo[J
Tnvestigation #2 ves[J w~o(Qd

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

b) For oach investigation identifiod as "essential to the approval®; does the investigation
duplicato the results of another investigatioa that was relied on by the agency to support the
effectivensss of a previcusly spproved drug product?

Investigation #1 ves[] wno(]

Investigation #2 Y;:G No ()



If you have saswered "yes” for one or more investigation, identify the NDA in which a
similar inveatigation was relied on:

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

4. To be cligible 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 conduct 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 prodecessor
providing 50 percent or mote 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 spoasor?

Investigation #1 !
!
IND # ves[d o []
! Explain:
Investigation #2 !
!
IND # yEs[0 1no(]
! Explain:

(b) For each investigation not carried out under sa IND or for which the applicant was not

identified as the sponsor, did the applicant certify thet it or the applicant's prodecessor in
intorest provided substantial support for the swdy?
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Tnvestigation #1 !
!
YES [] ' No [J
Investigation #2 !
! v
YES 1 No [
Explain: ! Explain:

(c) Notwithstanding an answer of "yes" to (a) or (b), are thore other ressons 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 predecesser in interest.)

veEs [} No[]
If yes, explain:

Name of person compieting form: Keith Kiedrow, PharmD, LCDR USPHS
Date: $/3/2009

Name of Office/Division Divector signing form: Mitcholl Mathis, MD
Title: Deputy Disector, Division of Psychistry Products

Form OGD-011347; Revisod 05/10/2004; formatted 2/15/05
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PEDIATRIC PAGE .
Wmmmmm«mmmw

i 10:Divisien of mpm:m

apmwmm AWWMMWMM dication.

Number of indications for this pending appiication(s):2
(MIWWMMMMMWW)

at: loﬁbmﬂa&nhmba?ﬂ&%‘? Yes ] Continue
No [E] Please proceed to Guestion 2.
If Yos, NDA/BLAN: _____  Supplement¥_____ PMR #____
. Does the division agres that this is a complete responss to the PMR?
[ Yes. Please procesd to Section D.
[ Ne. Please proceed to Question 2 and compiete the Pediatric Page, as spplicable.
Q2: Does this application provide for (If yes, plesse check all categories that apply and proceed 10 the next

question).
(@) NEW ingredieny(s) (includes new combinstion); (] indication(s); (3] dosage form; 5 dosing

regimen; or (X route of administration?”
(8) [ No. PREA does not apply. Skip to signsture bioek.
[] Yes. PREA dees not-apply. Skip to signature bieek.
(5] No. Ptesse proceed to the next question.
Q4: is there a full waiver for all pediatric age groups for this indicstion (check one)?
(3 Yes: (Complete Section A)
@ No: Plesss check o thet apply:
(& Portiai Waiver for selected pediatric subpopulstions (Compiete Sections B)
(& Defarved for some or all pediaivic subpopuistions (Complete Sections C)
] Compieted for some or all pediatric subpopuintions (Complets Sections )
] Avpropriately Labeled for same or all pedisiric subpopulstions (Complets Sections E)
] Extrapolaition in One or Mare Pediatric Age Groups (Compisie Section F)
IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAN. deramba@fde Mia.guy) OR AT 301-796-8708,




Ws)hrﬁﬂmr(mmmaawmmmmw)M)
[J Necessary studies would be impossible or highly impracticable becauss:
(] Disease/condition does not exist in children
] Too few children with disease/condition to study
[J Other (e.g., pstients geographically dispersed): ____

] Product does not represent a meaningful therapsutic benefit aver existing therapies for pediatric
patients AND is not likely to be used in a substantial number of pediatric patients.

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

] Evidence strongly suggests that product would be ineffective in all pedistric subpopulations (Note: if
studies are fully waived on this ground, this informetion must be inciuded in the labeling.)

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

GJuﬁﬂcaﬁonMod

I!wdhamtwlymd mmmmﬂ:smpmmmmm ”Muanwm

Mwhmms)mmwmmmmmmemwmm.m)
Note: #mmmammmmmmmmm“mm‘ (in‘mka) o

"Are the indicated age ranges (sbove) based on weight (k9)? BNeClves.
Are the indicated age renges (above) besed on Tanner Stage? (8] No; (3 Yes.
Reason(s) for partial waiver (check resson corresponding to the categaly checked above, and sitach a hrief
juedfieation): .

# Mot feasible:
& Necessary studies would be impossible or highty impracticable because:
&  Oisesse/conditon does not exist in children
Too few children with disesse/candilion 1o study
[0 Other(e.g., patients geagraphically diepersed):
*  Not meaningliul therapeutic beneiit:
] Product doss not represent a meaninghul therapeutic benefit over exising therapies for pedietric
patients in this/these pedistiic subpopulstion(s) AND is not likely 1o be used in a substantisl number of

IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAK. (aluamin@ifadie.ge) OR AT 301-796-0700,
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pediatric patients in this/these pediatric subpopulation(s).
1 Ineffective or unsafe:

[J Evidence strongly suggests that product would be unsafe in all pediatiic subpopulations (Note: i siudies
are partially waived on this ground, this information must be included in the iabeling.)

CJ Evidence strongly suggests that product would be ineffective in all pediatric subpopulations (Note: i
studies are partisily 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 subpepulations
(Note: if studies are partislly walved on this ground, this information must be included in the Iabeling.)

A Formmulation failed:

O3 Appiicant 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 aply 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 webaite if waiver is granted.)

B2 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 30, proceed o Sections C and compiete the PeRC Pediatric Plan
Tempiate); (2) submiited studies that have been completsd (if so, proceed to Section D and complete the
POR@MQMAWMM),(&WWMWWM-M“MMMW&'
drug is appropriately Iabeled in one or more pedietric subpopulstions (if so, proceed to Section E); and/or (4)
additional studies in other age groups that are not needed because efficacy is being exirapolated (if so,
proceed to Section F). Note that more than one of these options may apply for this indication to cover gif of the
: pom.wbpopulobm&

wfor m« Ressen Roceived
inAduks | EfosoyDeta | (P00l

g g g 1 g

oo o T
o| o g 0

Are the indicated age ranges (abave) based on weight (kg)?- &8 wo; ] Yes.
Are the indicated age ranges (abave) based on Tanner Stage? [ No; ] Yes.
I7 THERL ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL (odwnmbe@ilindhegny) OR AT 301.7960700,



mammmmdmmmm w:mm—mmwmm
if studies are deferred, on an annual basis applicant must submit information detailing the progress made in
conducting the studies or, if no progress has been made, evidence and documentation thet such studies will be
conducied with due diligence and at the earfiest possibie time. This requirement should be communicated to
the applicant in an appropriate manner (e.¢., in an approval letter thet specifies a reguired study as a post-
marketing commitment.)

If ol of the pediatric subpopulations have been covered through partisl waivers and deferrals, Pedistric Page is
_mwmmmmd wm.mmmnxdmwmmuw_

O [ Nec Yesld Nod
O | other Yes(J Ne O]
T | ower _ _ YeoO | No ]
1 | other "y YesJ No(J
T | otver Y. _mo. Yes O N
L] | Al Pediatric Subpopulations | 0 yr. 0 mo. _ Yo N

mmmwmmmu(mmbawmmm(ke)? ” l:lm-{:lvu )
Are the indicated age ranges (above) based on Tanner Stage?  [] Ne; ] Yes.

Note: if there are no further pediatric subpopulations to cover based on partial waivers, deferrsis and/or
W%WP@H&W“MMW If not, complete the rest of the Pedialric
Page as applic

IF THERE ARL QUESTIONS, PLEASKE CONTACT THE CBER PMHS VIA EMAN (gluauie@Sialiagmn) OR AT 301-796-0700.
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mmdmhmmmmtnmmmmmmmmmms)mmh
appmpﬁa“ylabobdferﬂnmmm

Q. Noonm | _wk. __me, ' wlt - o
[0 jother — Y. _mo. W .,.m
_ O Joter fy_mo. —yr.__mo. |
=0 , Oermo o 18y 11 mo.

mmmawmmm'(abofvo)wmmm«g)? T DN O es.
Are the indicated age ranges (above) based on Tanner Stage?  [[] No; (] Yes.

If all pediatric subpopulations have been covered based on partisl waivers, deferrals, completed studies, and/or
existing appropriate labeling, WsPoMPoyomwmlobandshouldboW If not, compiete the rest of
thoﬁodhﬁcPagcasmm

m! Extrapolatic ﬁam@fnr it and/or Pedl ~Studhs ford w/or completed studies)
Note: Mmaochycmmomwmmw andmll-eonmlmlswmcmmworww
pediatiic subpopuiations if (and only i) (1) the course of the disease/condition AND (2) the effects of the
product are sufficiently similar between the reference population and the pediatiic subpopulation for which
information will be exirapolsted. Exirapolation of effcacy from studies in adults and/or other children ususlly
requires supplementation with other information oblained from the target pediatric subpopulation, such as
phmmldmwmduh!ymwn wmrmomm sdolycannotbooxmalm

Pmmmdmmnotmawmhhmm moths)bceamMmbo. ~
WMWMMWhW&m&mWMM |
m..m? Studies? ]
a a |
8] =
] ]
: a a

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

Note: If extrapolating dute Font either adult or pediatric studies, a description of the scientific dats supporting
the exirapoiation must be included in any pertinent reviews for the applicetion.

IF TMERE ARE GUESTIONS, PLEASE CONTACT THE CDER PMNS VIA EMAH. (sdwamindfiabhesan) OR AT 3017960700,



#MmWMMMWWWdeMW&

Otherwise, this Pediatric Page is complete and shouid be signed and entered into DFS or DARRTS as
appropriate after clearance by PeRC.

This page was completsd by:

-R'l'gtlifl,ian'rEMN” . o

(Revised: 6/2008) ‘

N@T! if you have no other indications for this application, you may delete the sttachments from this

IF THERL ARE QUESTIONS, PLEASE CONTACT THE CDER FMMS VIA EMALL (sdersmba@Minliismny) OR AT 301-796-0700.
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Qt: wmmmmm?
] Yes. PREA does not apply. Skip to signature block.
%) No. Piease proceed to the next question.
Q2: Is there a full waiver for all pediatric age groups for this indication (check one)?
1 Yes: (Compiets Section A.)
(2 No: Please check all thet apply:
] Partial Waiver for selected pediatric subpopulations (Complete Sections B)
X Deferred for some or all pediatric subpopulations (Compiete Sections C)
[ Compisted for some or ail pediatric subpopulations (Compiete Sections D)
] Appropriately Labeled for some or ail pediatric subpopulations (Compiste Sections E)
[ Extrapolation in One or More Pediatric Age Groups (Compiets Section F)
(mvmmmsmmmmmermmmwmc QM@#E)

R.mms)mmm(mm:m;wmmmmmmm)mew)
[ Necessary studies would be impossibie or highly impracticable because:

] Disease/condition does not exist in children

[ Too few children with diseaseioondition to study

[ Other (0.9., patents geagraphically dispersed): ____

0 wmmw-WWMmmmmmsmm
patisnts AND is not likely to be used in a substantial number of pediatric patients.

] Evidence strangly suggests that product would be unsafe in all pediatric subpopulations (Note: f
studies are filly weived on this ground, this information must be inciuded in the labeling.)

[ Evidence strongly suggests that product would be ineffective in all pediatric subpopulations (Note: ¥
W”WWMMMMMMMMMMMMWIW)
[ Evidence strongly suggests that product would be ineffective and unsafe in ail pediatric
M(M@b Emawmmmmmmmummﬁ
[ Justification attached. :
If studies are fully waived, then pediatric information is compiete for this indication. If theve is snother
indication, plesse compiete anciher Pedialkric Page for each indication. Otherwise, this Pedigiric Page is
complete and should be signed.

g1 OR AT 361-796-0708.
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Check Ws)m"m‘m’mmmmmwm mmm bolaw)
Note: If Neonate inciudes premat.r infents, st minimum and maximum age in ‘gestationsl age” (in weeks).

Mn(m mwmdma)

| i | et | st | Forato

i = | S
| J 8

= 0 Y O D O =

| | (=i -~ Ll
g ] O ]

mmmw@mmu(mW)mem(mn .No,EYn”
Are the indicated age ranges (above) based on Tanner Stage?  [X] No; ] Yes.

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

# HNotfeasible:

B2 Neceasary studies would be impossible or hghly impracticable because:
Disease/condition does not exist in children
Too few children with disease/condition to study
[0  Other(e.g., patients geographically dispersed). ____

*  Not meaningful therapsutic benefit:

[ Product does not represent a meaningful therapeutic benefit over existing therapies for pediatric
patients in this/these pediatiic subpopulation(s) AND is not ikely 1o be used in a substantial number of
pediatric patients in this/these pediatric subpopulstion(s).

T Ineffective or unsafe:

[0 Evidence strongly suggests that product would be unsale in all pediatiic subpopulstions (Note: i
studies are partially waived on this ground, this information must be included in the labeling.)

[J Evidence strongly suggests that product would be ineffective in ail pediatric subpopulstions (Note: i

 studies are partisly waived an this ground, this information must be inckided in the labeling.)

(3 Evidence srongly suggests that product woukd be ineffective and unsafe in all pedistric
subpopulations (Nole: if studies are partislly weived on this ground, this information must be
inaluded in the labeling.)

A Fommulation failed:

(2 Applicant can demonstrate that reasonable attempis to produce a pediatic formuistion necessary for
this/these pedistric subpopulation(s) have falled. (Nate: A partial waiver on this ground mey anly cover
the pediakic subpopulstion(s) requiring thel formuiation. An applicant seeking a partial weiver on this
ground must submit documentation delaiing why a pediatric forrmulation cannot be developed. This
submvisgion wil be posted on FDA's webaile ¥ waiver is granted.)

{2 Jusification atached.
For those pedisiric subpopulations for which studies have not been waived, there must be (1) corresponding
study plans thet have been deferred (if s0, proceed ta Section C and compiete the PeRC Pedisiric Plen
?M), (2) subwnitted studies that have been compieted (if-90, proceed ta Section D and camplete the
PeRC Pediatric Assessment form); (3) additional sikudies in alher age groups thel are not needed because the

drug /s appropristely lsbeled in one or mare pedialric subpopuiations (if so, procesd 10 Seation E); and/or (4)
additional studies in other age groups that are nat needed because eMoacy is deing extrapoiated (i %0,

I THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMMS ViA EMAKL. (plarnsinddiindin.sn OR AT 301-796:0708



podmtm aubpayums

pmeoodtosmnF) N&Mﬂnmmmmdmumsmamwmmm»mwgdw

ChﬂMMs}&MMWmeM(ﬂMmWM

below):

Deferrals (for each or all age groups):

Ready
for

Need
Additiensl
Aduit Safety or

§

in Adults

3

i
1 a
1 0

a

O |Ol0{0|0i0y g

| o |ojojojoio)

Are the indicated age ranges (above) based on Tanner Stage?
- * Other Reason:

TN“O mwwmm#m Rt ' i A ';'i"/
a description of the planned or ongoing studies, e thet the . '
WWMMW&MWMM,MQMMWM&MW
H studies are deferred, on an annual basis sppiicent: must subwit information detalling the progress mede in
conducting the studies or, if no progress has been made, evidence and documentation thet such studies will be
conducted with due diligence and at the earfiest poasidie time. This requirement shouid be communicated to
the applicant in an appropriate menner (8.g., in an approval lefter thet specifies a required study as a post-

marketing commitment.)
i all of the pediairic

RINo: ] Yes.

No; [] Yes.

subpopuiations
complete and shouid be signed. If not, compiete the rest of the Pediatric Page as apgiicable.

have been covered tivough partial weivers and deferrals, Pedistric Page is

IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL (abuamba@ifadisn) OR AT 301-796-4700,
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- ]
[Pwmwus)mmmm«mmmm(mm; |
e mpmwm
_yr_mo. | Yes(] No ]
'gyr.gmo. Yulg: N@:D:-
~=Y._mo. | Yes[] Ne[]
Y. _to. Yug ) ‘ Nog
18 yr. 11 mo. Yes[] No []

Mmolndiemaagomw(abwc)baodmwm(kg)" {J Ne; ] Yes.
Are the indicated age ranges (above) based on Tanner Stage?  [[] No; [[] Yes.

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

o

mm.imummu(mm)mmm(m? " CINo: (3 Yes,
Are the indicated age ranges (sbove) based on Tanner Stage? [ No; [] Yes.

ydmmwwmmmwwmmmmmmm
cﬂmmm this Pedisiric Page is complete and should be signed. f nat, compiete the rest of
the Pediatric Page as appiicable.

IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMUS VIA EMALL (adaramibeiiindinsen OR AT 30171960700,



Nato kd:mmmmummmmmmmmaWhmmm
pediatric subpopulations if (and only if) (1) the course of the disease/condition AND (2) the effects of the
product are sulficiently similar between the reference population and the pediatiic subpopulation for which
information will be extrapoisted. Extrapolation of efficacy from siudies in aduits and/or other children usually
requires supplementation with other informetion obtained from the target pedieiric subpopulation, such as
phmmkinoﬁcmdahfym Undorfhom uhlymnotbooxbwdabd :

PwmcMh:ManmmmmWﬁm(s)mMmm '
#mpmmmmmmwdmm mmm«wommrm :
EWWMM o
Population minimum maximum ' WPM
| o _ s Studies?
EI vk _mo | _wk_me | O 0
I v _mo | _w_me. g 0
‘‘‘‘‘ oth‘r _— .!—- :yr' — mo. | s yf. 2”‘ ‘ \ | ‘ g |
; - — e e i e o
— » -
| Suspopusions onome |towttm | O | O

Are the indicated age mgcs(abovc)bmod onwdght(kg)? ] No; (] Yes.
Are the indicated age ranges (above) based on Tanner Stage? [ No; (] Yes.
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MEMORANDUM OF MEETING MINUTES

MEETING DATE: August 7, 2009
TIME: 1:00 — 2:00 PM

LOCATION: WO 22 RM 4270

APPLICATION: NDA 22-117

DRUG NAME: Saphris (asenapine) Sublingual Tablets (Organon Inc.)

TYPE OF MEETING: Pre Approval Safety Conference (PSC)
MEETING CHAIR: Mitchel Mathis, DPP, Deputy Division Director
" MEETING RECORDER: Keith Kiedrow, DPP, Project Manager

FDA ATTENDEES:

Ellis Unger, ODE! Deputy Director

Mitchell Mathis, DPP, Division Director
Robert Levin, DPP, Clinical Team Leader

Ida-Lina Diak, OSE, DPV, Senior Regulatory Reviewer
Felecia Duffy, OSE, Reviewer

Abolade Adelou, OSE, DMEPA, Project Manager
Adora Ndu, OSE, Reviewer

Barry Rosloof, DPP, Supervisory Pharmacologist
George Kordzakhia, Office of Biostatistics, Reviewer
Keith Kiedrow, DPP, Project Manager

BACKGROUNBD:

Saphris (asenapine) is an atypical antipsychotic (SHT2 and D2 receptor antagenist). It is an
immediate releass sublingus] formulation for twice daily administration. The NDA secks a claim
for the acute treatment of schizophrenia in adults and the acute treatment of manic or mixed
episodes associated with Bipolar I Disorder in adults. The recommended dosages at this time are
5 mg twice daily for schizophronia and 10 mg twice daily for Bipolar I Disorder. Asenapine was
developed under IND 51,641. This NDA was first submitted August 31, 2007. We issued a
Complete Response letter January 13, 2009. Organon submitted a complete response to our
January 13, 2009 action letter on February 12, 2009. The Division of Psychiatry Products has
reviewed the complete response and is now prepared to approve this NDA.

MEETING OBECTIVES:

1. Ensure that OSE is aware of potential postmarketing safety problems related to the use of
asenapine.

2. Address the neod for any special postmarketing anslyses or postmarketing safety evaluations
to be implemented by the sponsor.

3. Determine if there is any special information or feedback that the review division would like
from OSE during the immeodiate post-launch of asenapine.

Page |



DISCUSSION POINTS:
1. Safety Database:

The Division of Psychiatry Products discussed the safety signals that emerged in the clinical trial
database. Such safety concems included pmlenged QT, weight gain, hyperslyccmu,
hyperprolactenemis, lipid changes and anemia.

The prolonged QT effect with asenapine is smaller than other drugs in the class wiﬂa an
identifiable QT signal (2-5 msec), and as such, i3 not expected to be a major safety issue in

DPP explained that the metabolic effects of asenapine appear to be lower thaa those found with
some other drugs in its class. Asenapine appears to fall in the middle among the atypical
antipsychotics with regard to weight gain, It had less impact on triglycerides, chelesterol, and
glucose levels in the short-tenn trials, compared to other drugs in the class.

2. Postapproval safety surveillance strategy.

The evaluation of the safety data did not reveal any pasticular safety issues that are unexpected
for this class of drugs. DPP and OSE agreed that monitoring would be similar to of the other
atypical antipsychotics (risperidone, olanzapine, quetiapine, ziprasidone, and aripiprazole,
iloperidone).

3. Labeling:
It was noted that DMEPA peﬁomed two labeling reviews for this NDA and their
recommendations concerning labeling as well as the carton/container labeling were incorporated

during the review process. DMEPA worked closely with the Sponser to ensure that the
carton/container labeling was concise and clear.

* DECISIONS (AGREEMENTS) REACHED:

OSE will monitor asenapine and watch for issues similar to the others in the atypical class of
drugs.

UNRESOLVED ISSUES OR ISSUES REQUIRING FURTHER DISCUSSION:

All clinical reviews, clinical team leader memos, and divisioa director memos were distributed to
mesting participants prior to the meeting.

Page 2
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Kiodm Keith
From: Paporelio, Todd [todd.paporelio@spcarp.com]
§ :  Wadnesday, August 12, 2009 1:39 PM
Tea: Kiedrow, Keith
Ce: Carey, T. (Tracie)
Subject: NDA 22117 PMC Study 8 (Schizophrenia Dose Finding Study)
 Keit
As discussed, in order to determine the lowest effactive dose of asenapine in schizophrenia, Schering-Plough
commits to conduct an adequate well controlled 4-arm dese finding study in aduits (e.g. 25m9§l|3amapm
5.0 mg BiD asenapine, active contrel and placebo).
We also commit to the following timing:
Protocel Submission Date:  February 2010
Study Start Date: Septernber 2010
Trial Completion Date: October 2013
Final Repoert Submission: October 2014

Please confirm receipt/agresment.

Todd

= R TFRern.D.,
MIWMCNB
Giobel Afloirs
T: +1 908 740 4282
F: +1 908 740 6500
Location: K@ 1-1138

8/14/2009
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July 18, 2000

Electronic Document Room

Center for Drug Evaluation and Research
Food and Drug Administration

5901-8 Ammendasle Road

Beitaville, MD 20705-1208

NOA No. 22-117
Asenapine Sublingusl Tablets

Sesial No. 0046
mmmmumma
COMMITMENTS :

Deer Sir or Madam:

MRMbMMMMM&AVfWWWTM
mewwa 2007. mnmmnmmmmmm

Enciosed, piease find an updated copy of the responses o the Division's proposed post
marketing requirements and conwhitments. The updets includes changes 10 the dates for
Studies 1, 2, 3 and 4 and are indicsted &3 sirikeout and undertine.

mmmmmammmuwawmw
mnwmwmmmummuw
U.8.C. and Titte 21 ¢f the Code of Federel Regulations.

any questions or comments regarding this submission, please contact Dr.
MM&M?&#‘H#WM«& Tmmdm
or D .

Resetand; M) 07068 11973354000
usa FLI733254900 WILATINN.00M
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. 1. A deferred pediatric study under PREA for the treatment of schizophrenia in
pediatric patients ages 13 to 17. A study to obtsin pharmacokinetic data and provide
information pertinent to dosing of asenapine sublingual tablets in the relevant

Jiatric populstion.

Protocol Submission Date: by May 2010
Study Start Date: bchbmuyZOll

pietion M w = 91‘4&”@*3 il
Final Report Submission: by D L

posed dates above for this study. We will likely propese a single

phmwohmmmmued 10 to 17 with schizophrenia or bipolar
disorder in order to fulfill required pediatric assessments 1 and 3.

2. A deferred pediatric study under PREA for the treatment of schizophrenia in
pediatric patients ages 13 to 17. A study of the efficacy and safety of asenapine
sublingual tablets in the relevant podiatric population.

Protocol Submission Date: by May 2010
Study Start Date: by November 2010

Final Report Submission: by — h(4)

We have proposed dates above for this study. Tmmwwmw\rm&y
~ submitted May 15, 2009 (Serial No. 0042).

3 A&MMMMP&EAM&CW&MW«M
episodes associsted with Bipoler I Disorder ages 10 to 17. A study to obtain
pharmacokinetic dats and provide information pertinent to desing of asenspine
sublingual tablets in the relevant pediatric population.

Protocol Submission Date: by May 2010
Study Staet Date: by Fobruary 2011
Trial Completion Date: by — |

Final Report Submission: b _ — December 201 0(4)



Asenapine sublingual tablets NDA 22:117

We have proposed dates above for this study. We will likely propose a single
pharmacokinetic study in adolescent paticnts aged 10 to 17 with schizophrenis or bipolar
disorder in order to fulfill required pediatric assessments 1 and 3.

4. A deferred pediatric study under PREA for the treatment of acute manic or mixed
episodes associated with Bipolar I Disorder ages 10 to 17. A study of the efficacy
and safety of asenapine sublingual tablets in the relevant pediatric population.

PmtoeolSubmsstm' by —

Tﬁdc 3! 4 b)' i
by —_—

We have proposed dates above for this study. These dates cosrespond to those previously
submitted May 15, 2009 (Serial No. 0042).

s. Dmgsubmhmy lmheonpmmtmﬂwm
submmmdmwmfﬁtymmuwom However, yoyu_propos

'MWWM&MWW%WWMMWA
non-GLP pilot segment 11 study in rabbits was performed with this impurity; however,
this study is considered inadoguate for several reasons, including the following: (1) only a
sinaledeuef[ —  |was cmployed which did not result in any mstemal toxicity; (2)
&cmbnofmmdspu:whummememmwnmwﬁhmly
34 fetuses examined in the __——  |group; (3) relatively high post-implantation loss was
observed in the control group; (4) no information on drug analysis was provided; (5) no
toxicokinetic data were obtained; (6) —— was administered orally, although
asenapine is being administered by the sublingual route; and (7) unclear terminology was
used to describe fetnl findings. Morcover, a 9-fold increase in the incidence of
mmumamwmuszmwm
implantation loss, were observed in fetusss of female rabbits dosed with, ——— (at 30
mg/kg/day during the period of organogenesis in this noa-GLP pilot study. The NOAEL
has not been identified for thess cffosts. Therefore, you should perform an embeyofetal
development study with 1&&%«&%&:%%&%’
or reduce the specification of  {CH Q3A(R) qualification limitof ~—

Protocol Submissien Date: by
Study Start Dute: by

h(4)

b(4)

b(g)
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Trial Completion Date: by
Final Report Submission: by

We have already fulfilled this requirement as an cmbryofetal development study has been
conducted with —— in the rabbit. The nonclinical study report was submitted to
IND 51,641 onJuiy 10, 2009 (Serial No. 385).

In sumuy, intravenous administeation of 0, 0.1, 0.3 or 1.0 mgkg — |from day 6

of gestation up to and including day 18 of gestation resulted in very slight maternal
toxicity at all dose levels as confirmed by a dose related increase in incidence of clinical
signs and a slight decrease in body weight gain and food intake during the dosing period.
No signs of embryotoxicity or teratogenicity wers observed and therefore the no observed
adverse effect level is 1.0 mg/kg for embryotoxicity and < 0.1 mg/kg for maternal
toxicity.

6. To address the longer-term efficacy and safety of asenapine in the treatment of adults
wi&wmphmmwemmmuywcmgmmvd,awltemdweﬂ

Protocol Submission Date: by
Study Start Date: by
Trial Completion Date by
Final Report Submission by

Protocol A7501012 entitled “A randomized, placebo-controlied, double-blind trial of
asenapine in the preveation of relapse after long-term trestment of sekizophrenia™ was
submitted to IND 51,641 on Apeil 4, 2005 (Serial No. 179). The core clinical trial report
was submitted to the IND on May 6, 2009 (Serial No. 382).

The objectives of this trial were as follows:

The primary objective of this trial was to determine the efficacy of asenapine

compared with placebo with respect 1o the time 1o relapse or an impending relapse
in schizophrenis subjects who received treatment with asenaping for 26 weeks.
Secondary objectives included cvaluating the effects of treatmont with asenapine
compared with placebo for up to 26 weeks in schizophronia subjects previously
troatod with asenaping for 26 weeks with respect to the § dimensions of
schizophrenia (positive symploms, negstive symptoms, disorganized thought,
hostility/excitement, anxioty/depression); overall clinical impression of severity
and improvemont; dopressive symploms; suicidel thinking; cognitive function, as
assessed with 3 computerized cognitive batery; and safety and tolerability.

b(4)
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Additionally, the overall trial conclusions are as follows:

Asenapine was statistically sigmificantly morc effective than placcbo in
prolonging the time to relapse or impending relapse, which was the primary
endpoint of this trial. Asenapine was also shown to be more effective than placebo
in prolonging the time to carly termination for any reason and the time to rolapse
or impending relapse based on the IERB opinion. Furthermore, statistically
significant differences in favor of asenapine were observed in the change from
baseline of the double-blind period to endpoint of the double-blind period for
PANSS total score, PANSS Marder Factor scores, CGI-S, CDS total score,
CogFu global assessment of cognitive functioning, and the CNS Vital Signs
Attention/Vigilance domaia. No statistically significant differences were observed
ISST Modified total score or any other domains on the CNS Vital Sigas cogaitive

The safety profile from both the open-label and double-blind periods of this study
indicated that asenapine at doses of 5 and 10 mg BID was generally safe and wetl
tolorated in these subjects with schizophrenia. It was not possible to distinguish
between AEs or symptomatology rduedtolwkofmmmﬁofﬂaemw
study and potential withdrawal effects within 42 days post-randomizatic

msmmmmmwmbemmdmwm.

7. To address the longer-term officacy and safety of asenapine in the treatment of adults
with acute manic or mixed episodes associated with bipolar I disorder, we roquest
that you conduct, post-approvsl, an adequate and well controlled long-term
maintenance study. For bipolar disorder, the maintenance study should be
appropriately designed to assess the efficacy of asonapine in preventing all types of
mood episodes associated with bipolar disorder (depression, mania, and mixed
episodes).

Protocol Submission Date: by February 2010
Study Start Date: _ by September 2010
Trial Completion Dato: by October 2013
Final Roport Submission: by October 2014

Wehﬁcmuémm:fac%w.
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8. It is not apparent from the studies you have conducted in schizophrenia that the
lowest effective dose of asenapine has been identified. We request that you further
characterize the utilization of asenapine in the treatment of adults with schizophrenia
with a dose lower than 5 mg twice daily (¢.g. 2.5 mg twice daily) through an
adequate and well controlled trial.

Protocol Submission Date:
Study Start Date:

Trial Completion Date:
Final Report Submission:

It is our position that the minimal effective dose for schizophronia has been established in
a sequence of well powered phase 2 studies in which the efficacy of doses ranging from
0.2 mg twice daily (BID) to 5§ mg BID were assessed. The results showed thet the 5 mg
twice daily dose, but nonc of the lower doses, was superior to placebo. We have
provided brief summaries of the studies below:

EEE 1

Short-term trial 041002

A double-blind, five armed, fixed-dose, active- and placebo-controlled dose-finding study
with sublingual Org 5222 in subjects with acute phase schizophrenia

This trial was conducted st 20 sites in the USA. Subjects were randomized to placebo,
asenapine 0.2 mg BID, asenapine 0.4 mg BID, asonapine 0.800 mg BID, or risperidone 3
mg BID. Subjects in the asenapine 0.4 and 0.8 mg BID treatment groups were titrated up
to their final dose over a 2+o-4-day period. Subjects in the risperidone group were -
titrated up to their final dose over a 2-day period. All 302 randomized subjects received
double-blind trial medication: placebo, 61 subjects; asenapine 0.2 mg BID, 60 subjects;
asenspine 0.4 mg BID, 59 subjects; asenapine 0.3 mg BID, 61 subjects; risperidone 3 mg
BID, 61 subjects. A total of 283 subjects were included in the ITT group: placebo, 54
subjects; asenapine 0.2 mg BID, 58 subjects; asenapine 0.4 mg BID, 55 subjects;
asenapine 0.3 mg BID, 59 subjects; risperidone 3 mg BID, 57 subjects,

Trestmeont with asenapine at the 0.2 mg BID, 0.4 mg BID, and 0.8 mg BID dese levels
was no different from placebo in the changes from bascline in the PANSS total score, the
primary efficacy endpoint. The mesn changes from baseline were 1.0, <4.29, -3.17, and
-4.35 for 0.2 mg BID, 0.4 mg BID, 0.5 mg BID, and placebo, respectively. Trostment
wahmummmwudnmﬁMMMmﬂnm
mmmmrmsmmummw

scores; CGL-S score; or the CGLI score (LOCF, ITT analysis). Rimﬂém}mmb
treatment resulted in significantly groster reductions than placcbo in the PANSS total
score at Days 28, 35, and 42/endpoint (mesn change from bascline at ondpoint was -
11.44).
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Conclusion
Asenapine 0.2 mg BID, 0.4 mg BID, and 0.8 mg BID were not statistically different
compared to placebo in treating symptoms of schizophrenia.

Short-term trial 041013

A double-blind, three-armed, fixed-dose, placebo-controlled, dose-finding M with
sublingual Org 5222 in subjects with acute phase schizophrenia

This trial was conducted at 20 sites in the USA. Subjects were treated with placebo,
asenapine 1.6 mg BID, or asenapine 2.4 mg BID. Subjects treated with asenapine 1.6 mg
BID were titratod up to their final dose over a S-day period; subjects trested with
asenapine 2.4 mg BID were titrated up to their finsl dose over a 6-day period. Of 183
randomized subjects, 182 subjects were treated: placebo, 64 subjects; asenapine 1.6 mg
BID, 57 subjects; and asenapine 2.4 mg BID, 61 subjects.

No statistically significant diffcrences were observed between asenapine 1.6 mg BID and
placebo or between asenapine 2.4 mg BID and placebo group in the mean changes from
baseline to endpeint in the PANSS total score. The mean changes from baseline were -
8.67, -5.81 and -3.68 for 1.6 mg BID, 2.4 mg BID, and placebo, respectively. In
addition, no statistically significant differences were observed between the asemapine
groups and placebo in the mean chsnges from baseline to endpoint in the PANSS positive,
negative, or general psychopathology subscale scores; or the CGI-S score (LOCF, ITT
anslysis). There were no statistically significant differences between either of the
asenapine treatment groups and the placebo treatment group in mean CGI-I scores.

Congclusion
Asenspine 1.6 mg BID and 2.4 mg BID were not statistically significantly different from -
placebo in treating symptoms of schizophrenia.

An assessment of the efficacy and safety of a sublingual dose of Org 5222 in subijects with
schizophirenia (in an acutely exacerbased state) compared to risperidone and placebo in
a randomized dowble blind, fixed.dose 6-week trial

Trial 041004 was conductod at 21 sites in the USA. Subjects were randossized to receive
placebo, asenapine $ mg BID, or risperidone 3 mg BID. Subjects whe received asonapine
5 mg BID were titrated up to their finsl dose over a 5-day period. Subjects who received
risperidons were titrated up to their final dose over a 3-day peried. Of 182 subjests’
randomized to trostment, 130 subjects received at least one dose of trial medication:
placebo, 62 subjects; asonapine 5 mg BID, 59 subjects; and risperidone 3 mg BID, 59
mmmmmmmmwm asenapine 5 mg BID,
58 subjects; and risperidone 3 mg BID, 56 subjects.
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Subjoct demographics, history of schizophrenic iliness, and extent of discase at trial entry
appeared to be similar across trestment groups.

Asenapine 5 mg BID was statistically significantly (p<0.05) more effective than placebo
in reducing the symptoms of schizophrenia, as measured by the mean change from
baseline to Day 42/endpoint in the PANSS total score (primary endpoint, LOCF, ITT).
Sustained, statistically significant (p0.05) improvement in the PANSS total score
compared with placebo was observed for asenapine S mg BID starting at Day 14.
Treatment with asenapine 5 mg BID also resulted in statistically significamtly (p<0.05)
greater improvement from baseline to Days 21, 28, 35, and 42/endpoint in the PANSS
positive and negative subscale scores, and from baseline to Days 14, 21, 28, 35, and
42/endpoint in the general psychopathology subscale score. Additionally, a statistically
significant treatment effect was apparent at Endpoint for the PANSS Marder positive,
negative, and disorganized thoughts factors. CGI-S and CGI-I results were consistent
with the primary efficacy results and results of secondary PANSS analyses.

Risperidone 3 mg BID was not shown to be statistically superior to placebo on the
primary endpoint. However, risperidone 3 mg BID was statistically significantly more
effective than piacebo in treating positive symptoms of schizophrenia, as moasured by
changes from bascline to Days 7, 21, 35, and 42/endpoint in the PANSS positive subscale
score. Risperidone 3 mg BID was also significantly more effective than placebo on the
CGI-S at Days 7, 28, 35, and 42/endpoint and on the CGI-I at Days 21, 35, 42/endpoint.

Conclusion
Short-term treatment with ascrapine 5 mg BID was effective in the treatment of subjects

w&M&mMMiWMm&emmm
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Dose response for asenapine on Total PANSS score, phase 2 placebe centrolied short-
term fixed-doss efficacy studies

8§
g 0 -F ...................... doesnossevsessesescsssones eebdncvescvncovosle
§ 5
g -10 A
[
i -15 4 »
-20 L o i r T o ' 4 e
0 1 2 3 4 8 6
'm Meduie 2.7.33 Tanie 11,infarential anelysis of change from bassline in PANSS totel soore LOGF, ITT group): phase 2 and
phase 3 shorkterm Trisle
Markers represent mesn Total PANSS change fram bassiine at endpaint (LOGCF) - bare represent $5% asnfidenes itsrvel of the mean
* = giglintionlly significantly diferent-frem piacebe

D = twide delly; ofs = change from bassiine; ITT = intent-19 ireat; LOGE = last obeervation caried ferward; PANSS = Pashive and
Negative Syndrome Scale

These dats were discussed with FDA during our November 20, 2002 End of Phase 2
mesting. During the meeting the agency concurred that the minimal offective dose had
been established (ses Clinical, Question #2 in SNO00O, Module 1.6.3 — FDA MoM 20
Nov 2002 EOP2).

hmmmmmmmmwmwm
recopior PET data for asemapine. Basod on a pooled analysis of public
pharmacokingtic, D; occupancy and clinical cfficacy data for several antipsychotics
(olanzapine, risperidone, ziprasidone and haloperidol), a generic quantitative relationship
mmmmwmmmmmm
mensured by PANSS total score) was cheracierizod (ses SNO0OO, Module INT00039258).
MmﬁMthB’Wﬂmm&noH&mm
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was found to be insufficient to provide good efficacy in the treatment of schizophrenia
(expected mean change in PANSS from placebo at 6 weeks for 2.4 mg BID was -6.8 as
compaered to -10.2 for 5 mg BID).

In conclusion, the available data indicate that the likelihood of establishing efficacy with
asenspine at a dose of 2.5 mg BID is low. Given this knowledge, the potential bonefit of
utilizing 2.5 mg BID as a dose regimen in the treatment of adult subjects with
schizophrenia is unclear. We maintain that 5 mg BID has been established as the minimal
effective dose of asenapine in this indication and that the study requested is not warranted.

9. Itis not apparent from the studies you have conducted in bipolar mania that the
lowest effective dose of asonapine has been identified. We request that you fusrther
characterize the utilization of asenapine in the treatment of adults with acute manic
or mixed episodes associated with bipolar I disorder with a dose lower than 10 mg
twice daily (e.g. § mg twice daily) through an adequate and well controlled trial,

Protocol Submission Date: by February 2010
Study Start Date: by September 2010
Trial Completion Date: by October 2013
Final Report Submission: by October 2014

We have proposed dates above for this study.

10. mmiﬁmﬁmmmmk«mmmmﬁsym
mﬁmdﬁuﬂmmw@&,w«m lipids, and glucose). We
request analyses; post-approval, from your clinical development program.

Subjeet Groupe to Be Evaluated

In Table 1 below, we outline the subject groups for which we request information.
For each analysis discussed subsequently, we request cvaluation relatod to each of
the groupings in Table 1 (9 total), uniess otherwise noted.

1. Aduit Subjests in Placebo-Controtied Trials
2. Adult Subjects in Comparater-Controtled Trials §
3. All Adult Asenapine-treated Subject Dats, Controlled and Uncontrolled

H. Pediatric and Adolescent Subjocts (Age <18 at Time of Enroliment) ¢
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1. Pedistric and Adolescent Subjects in Placebo-Controlled Trials _

2. Pediatric and Adolescent Subjects in Comparator-Controlled Trials §

3. All Pediatric and Adolescent Asenapine-treated Subject Data, Controlled and
Uncontrolled

I11. Subjects with First Episode Psychosis and Antipsychotic-Nalve Subjects®

1. Subjects with First Episode Psychesis and Antipsychotic-Natve Subjects in

Placebo-Controlled Trials
2. Subgoauwnﬂ:l?xrst Episode Psychosis and Antipsychotic-Nalve Subjects in
a-» 0! "@dTﬁﬂss

3. AﬂDanerAmupmerSubgestsw:&FmthmdePsyehemmd
stwdmsoeomm' etrotic ﬁﬂwemﬁmzwmﬁr
mhmmwﬂdmformmsowbjm

1 Include all pediatric and adolescent subjects, inchuding subjects in trials that do not
enroll only pedistric or adolescent subjects.

* This subject group is comprised of two categories of subjects: subjects with first
episode psychosis and antipsychotic-natve subjects. This group includes subjects
from trials with psychistric indications only and includes adult and pediatric subjects.
Include all subjects with first episode psychosis and all antipsychotic-nalve subjects,
includiag subjects in trials that did not enroll these types of subjects exclusively. We
define antipsychotic-nalve subjects as those who have received antipsychotic therapy
for four months or less prior to study enrollment. .

Subject Exclusion Criteria
We roquest the exclusion of subjects from trials that meet the following criteria: -
o Studies without a source drug monotherapy arm
o Studies with duration under 7 days
¢ Studies with a relapse-prevention study design, in which subjects had source
drug exposure prior to randomization

o Studies avaluating the source drug using routes of drug delivery other than
orsl deug delivery (e.g., intramuscular, intravenous)
- Tables Summarizing Clinics! Trials for Each Subject Group
We roguest tables with sumamary information on clinical trials with metabolic data.
For each subject group in Table 1 (9 total) provide 3 data table with the 18 columns
summarized in Table 2. Each row should contain information on a single clinical
teisl,
Table 2, Clinical Trial Information
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Clinical Trial Name

“Trial Indication

trial who received the source drug

" Range of source > drug doses used in

the clinical trial

Number of subjects in the clinical

trial who received placebe, If no
subjects received placebo, leave the
column blank.

Name of the comparator(s) used in
be listed.

=

"Numbor of subjects in the trial who

received the comparator. If there are
multiple comparators, list
comparstor N adjacent to the

oo}

L1

10
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R (random)
NF (non-fasting)
F (fasting

11

T 7ot messured Toavs ok

Otherwise, enter one of the
following:

R (random)
NF (non-fasting)
F (fasting

5]

Otherwise, enter one of the

R (random)
NF (non-fasting)

F(Ming

3

mogiobin ATc. 1f not measurcd,
hnvebllnk If measured, enter Y

for yes.

leave blask. If measured; enter Y

| Any additions] notes sbowt the study
(opionsl.

Tables Summarizing Subject Demographic Information
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Wewqummmmubluferuehofﬂnnmwhjmmpsmdm
Table 1 with the following information:

e Memn Age

o Gender

e Race

e Treatment Indication
¢ Mean Modal Dose Received
e Medisn Time of Exposure to Treatment

o Number of Years Since First Antipsychotic Medication Prescribed (i
available)

¢ Porcent Discontinued due to Lack of Efficacy

o Percent Discontinued to Side Effect

¢ Percent Discontinued Due to Metabolic Side Effect

e Mean Basoline Weight

¢ Mean Baseline BMI
Tables Summarizing Subject Metabolic Data.
Each data table should clearly list:

e The studies from which analyses were derived

¢ Themesn modal dose of trestment received by cach subject group

o The median, range, and interquartile range of troatment oxposure time for
We have the following specific requests regarding the analysis plan for weight,
lipids, and glucoss:
L A. Weight: MmChuacAmlym

. chnﬁmﬁm&mwawéﬂumﬁbﬁym
index (BMI) from baseling to last observation caetied forward (1.OCF)
endpoiat for all pationts in each subject group; we siso request similar
moan change analyses of subgroups divided according to World Heslth
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Organization categories of baseline BMI: Underweight (BMI<13.5),
Normal Weight (18.5$BMI<25), Overweight (25$BMI<30), and Obese
(BMI230). We request that treatment effect be assessed based on an
analysis of variance (ANOVA) model with terms for protocol and
treatment. It is not necessary to perform this analysis on the combined

. Wcme&medcmmlymofmchngeforﬂn following
specified exposure durations: 2 weeks, 4 weeks, 8 weeks, lZweeks,M
weeks, and 48 weeks. For these analyses, mean weight change should be
reported for all patients who completed the study time up to the time point
specified for that anslysis. Comparison between treatment groups should
be conducted and p-values reported. We request information on all subject
groups in Table 1 for this analysis.

I. B. Weight: Categorical Analyses

To assess for weight gain outliers in each subject group, stratifying by treatment
exposure time, we request analyses similar in format to the table below:

i S ISR

L e > g %
‘g T .
s e o 1 4 $
e

1766 ] o] rﬁe‘*
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o Using this format, we request analyses for all subject groups in Table 1.

e Since changoes in weight are sometimes difficult to interpret in pediatric
populations, we request additional tables displaying change in BMI. The
format is similar to Table 3, except thet it substitutes “BMI Change” for
“Weight Change.” The BMI change categories should be as follows: BMI
change $0, 0<BMI change$1, 1<BMI changes$2, 2<BMI changes3,
3<BMI change$4, 4<BMI changes5, S<BMI change$6, 6<BMI
change$9, 9<BMI change$12, 12<BMI change$15, and BMI change>15.

o Please ensure that analyses have not included individual subjects more
than once.

I, Lipida
1. A. Lipids: Mean Change Analyses

o Assess simple mean changes in the following lipid psrameters: total
cholesterol (combined fasting and non-fasting), fasting triglycerides, non-
fasting triglycerides, HDL cholesterol (combined fasting and non-lasting),
and fasting LDL cholesterol. We request that treatment effect be assessed
based on an analysis of variance (ANOVA) model with terms for protocol
and treatment. It is not necessary to perform this analysis on the combined
mﬂedmdmmﬂedwmm Oth«wse,wem
groups in Table 1.

o We request analyses of all subject groups listed in Table 1. Bocause
exposure time is essential to interpeoting lipid results, we request for each
subject group scparate analyses of: 1.) All subjects and 2.) Subjects with
at least 12 weeks of exposure 3.) Subjects with at least 24 weeks of

o We request that median exposure at time of lipid measurement also be
listed with each table reiated to lipids. This is in addition to information
on clinical trinls included in calculstions, drug exposure time, and dose
requested carlier in this document.

° memmkﬁvdumﬁpdvmm
magnitude of change.

&B;mzﬂwwm
. B. 1. Lipid Categorical Analyses: Aduk Subjects
¢  We roquest analyses of all subject groups listed in Table 1. Because
axposure time is essential to interproting lipid reswits, we request for each
subject group in Table 1 scparate analyses of 1.) All subjects and 2.)

Subjects with at least 12 weeks of exposurs 3.) Subjects with at least 24
weeks of cxposure.
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e We request that median exposure at time of lipid measurement also be
listed with cach table related to lipids. This is in addition to information

¢ In tables of categorical lipid analyses, report the mean or median bascline,
post-baseline, and change in lipid values for each analysis.

o  We request the following analyses of treatment-emergent significant
changes in lipids listed in Tables 4 and 5.

Classifications of lipids refer to fasting lipid measuroments. However, given that

by fasting status and thet the majority of clinical trial lipid data is non-fasting, we
slect to include fasting and non-fasting values for total cholesterol and HDL
cholesterel in combined anslyses.



__Pagei7

Tmt-emergmt vcry high triglycerides (non-
fasting and random)

<1000 mg/dL

Changc in fasting or nen-Mug total cholesterol 240
mg/dL at aay time post-baseline’

Any value

Chmgcmﬁuﬁn;LDLeheleﬂeml%%mg/dLatany
time post-baseline’

“Any valuc

'Chnwen fuﬁagorwmfu&gﬂm, cholesterol z-ze
mg/dL. at any time post-baseline’

'Chugcmmcmﬂymﬁﬂmydl.amyﬁme
post-baseline*

Any value

B T T ey ey e Py e e e e o o

fasting or nonfasting total cholesterol for adults: Nomnal (<200 mg/dL),

Borderline (2200 and <240 mg/dL), and High (2240 mg/dL). For pediatric
subjects use the totsl cholesterol categories listed in Table 6.
? We also roquest subgroup analyses basod on the following categories of baseline
fasting LDL cholesterol for adults: Normal (<100 mg/dL), Bordorline (2100 and
<160 mg/dL), and High (2160 mg/dL). For pedistric subjects use the fasting LDL

catogories listed in Table 6.

? We also request subgroup analyses based on the following categories of baseline
fasting or non-fasting HDL cholesterol: Normal (240 mg/dL) and Low (<40

mg/dL).
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* We also request subgroup analyses based on the following categories of baseline
fasting triglycerides: Normal (<150 mg/dL), Borderline (2150 and <200 mg/dL),
High (2200 and <500 mg/dL), and Very High (2500 mg/dL).

I1. B. 2. Lipid Categorical Analyses: Pediatric Subjects

Because the National Chiolesterol Education Program (NCEP) defines borderline
and high cut-off values for LDL cholesterol and total cholesterol differently in
pediatric subjects, we request using these criteria in pediatric subject analyses.
The LDL cholesterol criteria apply to fasting lipid measurements, and the total
cholesterol criteria apply to fasting and non-fasting lipid measurements.

Since NCEP has designated specific pediatric cut-off values for neither HDL
cholesterol nor triglycerides, we request using ideatical categories for clinically
significant changes in HDL cholesterol and triglycerides in adult and pediatric
subjects (see Tables 4 and 5 above).

Regarding the pediatric and adolescent subjoct groups only, we request the
following categorical lipid analyses (Tables 7) based on the NCEP criteria (Table
6).




HI. A. Glucese: Mean Change Analyses
ML A. 1. Glucose: Overall Mean Change Analyses

We request analysis of mean and median changes in serum glucose levels from
baseline to endpoint (separate analyses for fasting and non-fasting data). We also
request mean and median changes in serum glucose levels from baseline to
highest measurement (separate analyses for fasting and non-fasting data).

We also request observed case analyses of mean change for the following
specified exposure durations: 2 weeks, 4 weeks, 8 weeks, 12 weeks, 24 weeks,
and 48 weeks. For these analyses, mean change in serum glucose from bassline
to highest post-baseline measurement should be reported for all subjects who
completed the study time up to the time point specified for that analysis.

We request information on all subject groups in Table 1 for this analysis.
HLA. 2. Glugose: Mean Change Analyses by Baseline Values

We request that each of the mean change analyses (baseline to endpoint and
baseline to highest measurement for fasting and non-fasting data) described in
section IIL.A.1 also be performed with stratification according to baseline serum
glucose measurement for each of the six categories in Table 8, as follows:

Table 8. Categorization of Serum Glucose Levels (Based on American Disbetes

H1. B. Glucose: Categorical Analyses

We roquost analyses of proportions of subjects with treatment-emergent changes
of intevest at any time post-bascline as described in Table 9 below. We request
thet you compare the proportions of subjects with clinically significant changes
using Fisher’s exact test.



‘Change mvfastmg serum glmse?ﬂ) mg/dL P
any time post-baseline*

“Chunge in non-fums serum Mn 220 msldl. '

at any time post-baseline®
* For these two analyses, we request addition submpmdymdwided

according to baseline glucose levels. Please use the categorizations of fasting
serum glucose and non-fasting serum glucose listed in Table § to define the
subgroups.

In addition to the analyses listed in Table 9, we request similar analyses using the
-following additional serum glucose cut-off values:

e  For fasting serum glucose, we roquest analyses of the proportion of subjects
with post-tresiment lovels of 140 mg/dL, 200 mg/dL, and 300 mg/dL..

e  For non-fasting glucess; we roguest analyses of the proportion of subjects
with posttrestment level of 300 mg/dL..

We request analyses of the proportion of subjects with post-baseline hemoglobin -
Alc 2 6.1%, 8%, 10%, and 12% among patients with baseline hemoglobin Alc
values below 6.1%.

We also request analyses of the proportion of subjects with treatment-emergent
glycosuria (defined as any glucose in the urine) for ench sublject database listed in
Table 1.

Time Frame for Submission fo the Division of Psyckiatry Preducts
Raesponases to this information requost may be submitted in stages. Specifically,

information MM@MM(ﬁMW),MMH
trisls (all subjects groups), and combined controlied and wncontrolled data (all subjects),
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may be submitted separately, as they are completed. We expect that the response to all
components of this request will be submitted by February 28, 2010.

We believe we can fulfill this request by February 28, 2010.



Py - mnmm 2008 3:21 PM

Subject: NEAZ?»“‘YW(WC maleste)
Importanee: Migh
Hi Keith,

mcmm(mewwpar&dm/mmhammmwm&mm
Subcommittee on December 10, 2008. The Division recommended a partial waiver because
discase/condition does not exist in children and a deferral because the product is ready for
approval in adults. The PeRC agrees with the Division to grent a partial waiver for this product.
However, mmwmmmnmmmmmmmmmmm
Submission Date before the deferral/plan for this product can be approved.

mekﬁcmw«thm_themwmmaempmmnwmmmmam.

Geome Gmley

Mmemmmsemsm
' meeofNeww .
#DA/CDER
,lmsﬁwHWAve
Bldgsm #22, Room 6467 0002

er Spring, MD 20993-
- 301.796.4028

@Hmooonsiderﬂaemvironmeﬁbobrepthﬁngﬁu-maﬂ.
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Atteation: Todd Paporelle, Pharm.D., MBA
AWWM&LWWAM
- 56 Livingston Ave.

Roseland, NJ 07068

Dear Dr. Paporelle:

We refer to your Investigational New Drug Application (IND) submitted uader section 505(i) of
mFMFMMM-CMActMMMMM

‘We also refer to your submission dated April 10, 2008, which utilized the propesed tradename
Sucht : A

With the aid of the Division of Medication Errors and Technical Support of the Office of
Surveillance and Epidemiology we have completed the review of yout submission and have the
- following comuments.

The Division of Modication Error Prevention has no objections to the use of the proprietary
mmhwmmvﬁd&uamnd(w“mmwd)wm,
associated with a-different application, is not spproved before this application. In the event that
the otlier application is swarded approval first, we recommend that the second product to be
approved seck an alternate name.

If any of the propesed product characteristics as stated in this reviow are altered prior to approval
of the product, we rescind this Risk Assessment finding, and recommond that the name be
resubmitted for review. If the product approval is delayed beyond 90 days from the date of this
review, the proposed name must be resubmitted for evaluation.

Additionsily, we uoto the established name (asenapine) of the proposed name, Saphris, may be
prone to potential confusion because of its sisailacity to the currently masketed product,
olansspine. Because cstablished names ars ot rogulaiod by FDA, we recommend the Applicant
discuss this issue with USAN/INN (Internations! Nonprogristary Name) and petition for a new
catablished name, if they fool this is » significant safety concom with theis product.

Below i3 & susmary of our concoms:

product’s establishod nume, ssenapine. The throe main factors contributing 10 our concern with



the established name for Sapheis (ssenapine) includes orthographic similarity, overlapping
product characteristics with olanzapine. Our concerns are described below.

Olanzapine and asenapine shaze a similar orthographic prefix (‘olan-’ vs. ‘asen-') see example
below. Both names also the letter ‘a’ in the middie of the name; sad they also share the same
ending (‘-pine’). Adding to our concern reganding potentisl confusion between olanzapine and
asenapine are overlapping product characteristics in addition to their orthographic similarities.
These products share several overlapping produst characteristics such as indication
(schizophrenia and bipolar I disorder), strongth (5 mg and 10 mg), dose (5 mg to 10 mg),
dosage form (solid oral: MMM),MMM administration (cral) see Table 1
on page 18.

(‘Asu— d ‘Olan’
may look similar; both
‘a’; same ending ‘-
pine’).

{ (schizophrenia, bipol
10 mg), doss (Smgto
10 mg), dosage form
(tab), route of

Box of 100 (10 Blisters




The Label and Labeling Risk Assessment findings indicate that the presentation of information

of the proposed carton and container labels introduces vulnerability to confusion that could lead

to medication errors. The Division of Medication Error Prevention believes the risks we have -

- identified on the container labels and carton lsbeling can be addressed and mitigated prior to
drug approval, and provides recommendations below that aim at reducing the risk of medication

Container labels and Carton labeling

1. For consistency purposes use the same colored band on the upper, lower, right and left b(4)
portions of the carton and container labels (e.g. 5 mg strength contait —— baads, 10 mg
strength contain.  bands).

2. Increase the prominence of ‘sublingual tablets’ and relocate it so it appears in conjunction
with the established name (asenapine). The dosage form should appear with the same _
prominence as the establislied name per 21 CFR 201.10(gX2).

3. In order to improve readability, relocate the product strength so it appears closer in proximity
to the proprietary name and established name. This can be cither beneath the established
name or next to the proprietary and established name. After relocating the product strength,
ensurc the net quantity is not in close proximity to the strength.

4. Inorder to avoid interference with the readsbility of the proprietary name, cstablishod name,
MWMWMMMNMMWMMWMM
carton and container labels.

s. Mm&mMﬁWuwﬁw@maMmmm
Mhypmwﬁomm;mdmnmlabdmm&cmmmm
chew, or swallow the tablet.

6. On the carton labeling, relocats the statement, “Fragile: Do not push tablets thwough tablet
pack” from the side panel on the carton labeling to the principle display panel. We
mwmmammmmmm bolding, or some other
means,

7. On tise container Isbel, relocats the statement, “Fragile: Do not push tablets through tsblet
Wmmmmmu&xmmmm(ﬁmmmw
tablet contains...” statemaent). Increase the prominence of this statement by color, bolding or

8. Increase the prominence of the middle portion of thie NDC numbers by preseating the middie
portion in dokied, tall man format (e.g., 0052 0118- 06).

9. Since only the 10 mg blister label was provided for review, casure the 5 mg and 10 mg
blister labels arc adoquaitely differentiated by boxing, color, ormo&wmhoﬁsb

© aveid confusion and ervors. :

10. Indicate on the blister label that the user should peol the bius tab to remove the sublingusl
‘tablot. This could be accomplished through graphics (.g., shaded area, arrows) if space does
not allow, and may holp to avoeid pationts pushing the sublingual tsbiots trough the back of
the blister.

11. Remove ——  from the blister labels.
| b(4)



Insert Inbeling

w

In the highlights section of the insert bold the statement “Do not swallow tablet” and relocate
it to appesr as the first sentence in the “administration” subsection in the dosage and
administration section of the insert.

Replace the abbreviation BID, with twice daily.

Delets the bolded statement in sections 2.1 and 2.2 of the package insert “Pationts should be
told the following.”

Reorganize the first paragraph under “Important” in sections 2.1 and 2.2 so it instructs the
uger what not to do, and then what to do. For example: Do not remove a tablet until ready to
administer. Do not push tablet through tablet pack. Do not cut or tear tablet pack. Do not
crush tablet. Use dry hands whon handling tablet. Firmly press and hold thursb button while
pulling out tablet pack. Peel back colored tab. Gently remove tablet.

In section 12 of the package insert (Clinical Pharmtacology) include information sbout the
low bioavailsbility of asenspine when swallowed.

After the statement “Do not swallow tablet” in sections 2.1 and 2.2 in the package insert,
Provide instructions for patient and providers on what to do in the event that the sublingual
tablet is swallowed. For cxample, patients may be instructed to consult with their hoalthcare
provider if they swallow the sublingual tablet; and healthcare providers should be given
provided with guidelines on whether a patient should immediatoly administer another
sublingual tablet in the appropri: m(suﬁawywamammem
mmmwuwﬁmummmmmm

If you have anym, call Keith Kiedrow, Pharnn.D., Regulatory Project Manager, at 301-
796-1924.

Sincerely,
{See appended electronic signature page}
Tmmm MD.

' mwm of Pychistry Products

Office of Drug Evalustion I
Center for Drug Evalustion and Research
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MEMORANDUM

emrn FORDRUG IVALUAW AND nsuncn

DATE:
TO:

FROM:

CLINICAL meﬂon_ SUMMARY

June 3, 2008

Keith Kiedrow, WWPNMM
Robert Levin, M.D., Modied‘fﬁut :

IokLu Maedical Officer

- Good Clinical Practice Branch Il
_ nhmofmmwm.

Tejashri Purohit-Sheth, MD
Acting Branch Chief, Good Clinical Prastics Branch II
mmammm _

Evaluation of Clinical Inspeotions .

n17

N i

Yos

EUTIC CLASSIFICATION: Standard review
| fmmcnm& Treatment of acute exaserbation of schizophrenia
CONSULTATION REQUEST DATE: Novessber 14,2007

N ACTEONG@ALBATB. April 30, 2008

- PDUFA DATE: June 30, 2008

mmmmmmmsnvm



Page 3 CLINICAL INSPECTION

L BACKGROUND

mmmammmmmmwmmmm
randomized efficacy trisl in subjects with a DSM-IV-TRTM (Diagnostic and Statistical
Manual of Mental Disorders, Fourth Edition, Text Revision 2000) diagnosis of

. schizophrenia who are acutely exacerbated at the time of admission to the trial, Thstrhl
consisted of sereening, a 2-day taper period (eligible sevezely ill pationts may be
randomized immmediately upon sereening at the discretion of the investigator), and a 6-
weck active treatment period. Subjects were hospitalized for the first 2 weeks of the 6-
wesk sctive treatment period. Hospitalization beyond 2 weeks had to be accompanied by
adequate justification and approval from the spensor. F«mmof&cﬁd,
ubjommaﬁnmdum

Protoeol%mm Amﬁwﬁe MMMMM&M&MWM
: ﬂnafﬂmynﬂsﬁyofmmwmpudwn&plmmwdﬂmdﬁw
control in subjects with an scute exacerbation of schizophrenia.
Protocol A7501004 A Phase HI, RMPWWM@BMTM
Evaluating the Safety and Efficacy of Subliagual Asenapine vs. OWMMM ,
in In-Patients with an Acute Manic Episode. : '
AWM&VQ@WMWQ&W@&BMMNMM&W
nusabers of study subjects. Mﬁmps&nwmwmmwmm
sites since domestic data were insufficient; ofﬁmymu%umﬁvenbymm
mwmmmmmmmksmwm

;| Drs. Desiel Zimbeoffionehism Rasse | Prosoco 41023 | 1208 Nl | g
Riverside, CA92506 41 subjects Wiees | NAIL | D

2  Dr.Richedlowslsfe | Proweol41023 | 11008 | NAI | Nar
Philndeiphia, PA 19131 18 subjeots 11608

s De.MikhailPopoy - | Prowoal 41023 | 211 | xar
St Potorobory 197341, Ruseia. | 40 subjocts 225008

R — | rotocet ATSO1004 | 210008 | vat | var

Chonme, Tamilnadu 600003, lndia | 1Swbjoots | 22208 .
s|  De.Peime Sediuiee | Poorcet arsoros | a2see. | | o
| Tiewpatl, Tamidaads 517507, India 1 swbjeots 22008 _
- NAL = No sction indicated; no devistions flrom

soguintions
VAl = Voluntary sstion indicated; no significent devistions flom regulstions
w-mmw&ummm



Page 4 CLINICAL INSPECTION SUMMARY

1.

Dr. Daniel Zimbroff (Investigator deceased)
Dr. Joachim Raese (current PI): Site 319, Study 41023, 41 subjects.

mmm&rmmm (in-patient unit); 5900 Brockten Avenue
Unit I (out-patient facility); 5945 Brockton Avenue
Riverside, CA 92506

Dr. mmwmmammhmmmmMmMm
late 2007 after Dr. Zimbeoff's death. We found only evidence that in very late
2007 he signod a document attesting thst & CD of cCRFs was received from
the CRO/Sponsor. Dr. Raese is not with the flom, @~

__ WhichDr. mswaasmmmmmm

Of the 44 subjects screened, 41 enrolied and 40 comploted the study. An in-

depth audit was performed for 21 subjects. There wers no deficiencies
warranting an FDA 483. The trial appeared t0 have been conducted per

Mwﬁﬁahﬂhdcwofomennddwm

Dr. Wmm Site 313, smgams um
mCmferCWVeTw -
4200 Monument Road
Philadelphia, PA 19131
Of the 28 (313w1-31ma)mmnwmmodmd7

(313002, 313006, 313009, 313010, 313012, 313018, 313022) completed the
study. Subject records for all 28 subjects wers reviewed. Data listings wore

verified against CRFs and source documents. Nomiueiuwmobamd .

and no FDA-483 was issued.
Rocommendation: Data from this site are relisble.

Dc.MWPopev. Sﬁc%Z;.SMyﬁm.@ubjm

%WW&MW@W
Fermskoye Shosse, 36
St. Potersburg 197341, Russis

mmnmmwmmwnmmm
An invdepth sudit was performod for 21 subjests. No deviations from
_WMMMOMMMMMMWM

Dr. Ramenathan Sathisnathen: Sits 4103, Stdy A7501004, 15 subjects

b(4)



Of the lSsub;ocuscmed, 14mmdemmd,lwalecmfolhw—up.5

withdrew, and § compieted the study. An in-depth audit was performed for 10

subjects. An FDA Form 483 was issued for the following deficiencies:

(1) In obtaining informed consent from subject 41031012, the subject’s full -
ﬁm(ﬁdm)wummmﬁlmmmmm&
congent.

(2) In subject 41031008, the investigations! drug assignment records contain
conflicting information. The kit assignment number documented on the
mmmwummmmwm
Wmmmwmmmmwnm

(3) The performance of protocol-specified cognitive testing was cancelied
mwumofmmwwmmmm
authorizing the cancellation.

Recommendation: In general, the data from this site are reliable. Itum!&cly
mm:»mmwmmmmmy

5. Dr. Padma Sudhskar: Site 4125, Study A7501004, 15 subjocts
Dopumefhyehawy
Tirupati, Tamilnadu 517507, India

Of the lémﬁmmd,lswmmmdmdwwwmcmdy Anin-
depth audit of was completod for 15 subjects. MFDAFMMWMM&G
foﬂwmsm _

(I)MisNMhmmemm3m

subjects (41251004, 41251013, 41251003) used an acoeptable m of birth
control as defined in the protocol.

(2) In subject 41251001, mmmmmmmm@m
(manis score) was incorrest.

Recommendation: mm&-mmmﬁumm ltisWy
that the wmmmmm{ﬁuw

HL omnmmmmmmuemmgm

mw&rmmmdmusmmwmmm
sites. mmm:wmmmmmwmhm
accurrences.

o Atsits 4103, h%@hmmcmkmm

- & At site 4128, mmmmaﬁmwnm
mwmammebmmmmau
imtegrity (incosroct assessment of bessline mania scors), the findings are limited to &
ﬁwmﬂmﬂm%nme\amdmm



 Page 6 CLINICAL INSPECTION SUMMARY

The inspectional findings limitod to a few, apparently isolated deficiencies support
vﬁéﬁyofdﬂamombyﬁewmﬁkm

{See appended electronic signature page}
John Lee, MD ’

CONCURRENCE:
{Seeappended electronic signature page}
Tejashei Pusohit-Sheth, M.D.
Division of Scientific Investigations
Office of Complisnce
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John Lee ,
6/4/2008 02:09:52 PM
MEDICAL CFFICER

" Tejashri Purchit-Sheth
6/4/2008 02:22:43 PM
MEDICAL OFFICER
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' . Food and Drug Administration
Rockville, MD 20857

NDA 22-117

Organon USA Inc.

Attention: Todd Paporello, PharmD, MBA

Associate Director & Liaison, Global Regulatory Affairs
56 Livingston Ave.

Roseland. NJ 07068

Dear Dr. Paporello:

Please refer to your August 30, 2007 new drug application (NDA) submitted under section
505(b) of the Federal Food, Drug, and Cosmetic Act for asenapine maleate sublingual tablets.

The following comments/requests come from the Pharmacology/Toxicology group and the
Office of New Drug Quality Assessment. '

Pharmacologv/Toxicology

We have completed our review of your carcinogenicity studies, entitled “104 week subcutaneous
administration oncogenicity study with Org 5222 in the rat” and “104 week subcutaneous
administration oncogenicity study with Org 5222 in the mouse”, and have concluded that further
information is needed as discussed below.

Rat carcinogenicity study:

The MTD (maximum tolerated dose) was clearly exceeded in this study in males at all dose
levels and in females at the high dose based on significant and dose-dependent decreases in body
weight gain and body weight. The incidence of preneoplastic changes and tumors (total number
of tumors and tumor-bearing animals) was decreased at the high dose when compared to the
vehicle controls. The low dose and medium dose groups were not routinely examined. Since it is
known that a significant decrease in body weight can lead to a decrease in tumor development,
you should conduct a full histopathologic examination of the low and mid dose males and
females.

Mouse carcinogenicity study:

The incidence of pleomorphic malignant lymphomas and all combined lymphomas in the
hemolymphoreticular system was statistically significantly increased in the female mice at the



high dose compared to the vehicle control (7/57 and 22/60 in the vehicle control and high dose
group, respectively). However, the incidence of these tumors in the female mice at the high dose
was similar to that in the untreated controls (22/57). The reason for this large difference between
the vehicle and untreated controls is not known. The vehicle did not appear to cause a general
decrease in other tumor types.

You should provide an explanation for the large difference in the incidence of lymphomas
between vehicle and untreated female controls. Furthermore, full histopathology examination of
the low dose and medium dose female groups should be performed. The final evaluation of the
lymphomas will be madé afier the additional data are received.

In addition, we recommend that slides from all groups in the rat study and the female groups in
the mouse study, including the slides from previously fully evaluated groups, be examined
simultaneously by one study pathologist. Peer review should also be conducted for all of these

groups.
Office of New Drug Quality Assessment

1. The acceptable limits for impurities should not be based on strength. Please reduce the '
acceptance criteria for both strengths for total degradation product _ and total b
degradation products to the levels that are more consistent with your data. (4)

2. Please revise the acceptance limit for each unspecified individual impurity for both strengths
to no more than based on maximum daily dose of 20 mg/day.

If you have any questions, contact Keith Kiedrow, PharmD, Regulatory Project Manager, at
. (301) 796-1924.

Sincerely,
{See appended electronic signature page}

Thomas Laughren, M.D.

Director

Division of Psychiatry Products

Office of Drug Evaluation I

Center for Drug Evaluation and Research
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Rockville, MD 20837

IND 51,641 serial #294, #303
IND 70,329 serial #103

Organon USA Inc.

Attention: Tracie Carey, PhD, Regulatory Affairs Manager
56 Livingston Ave.

Roseland, NJ 07068

Dear Dr Carie:

Please refer to the meeting between representstives of your firm and FDA on July 18, 2006. The
purpose of this meeting was to discuss efficacy and safety data, and statistical issues with regard
wmm,mhkwwumwbrwhmﬁwmmdmmam
with bipolar disorder.

The official minutes of the mecting are enclosed. You are responsible for notifying us of any
significant differences in understaading regarding the meeting outcomes.

If you have any questions, call Keith Kiedrow, Pharm.D., Regulatory Health Project Manager, at
(301) 796-1924.

Sincerely,
{See appended clectromic signatwe page)

Thomas Laughren, M.D.
Director
Bivﬁoaefhyehmm
ffics of Drug Evaluation I
Centor for Drug Evaluation and Research




MEMORANDUM OF MEETING
IND 51,641 serial #294, #303; IND 70,329 serial #103; asenapine

Organon USA Inc.
Type B, pre-NDA meeting

February 22, 2007
Participants -
FDA
Robert Templs, MD Office of Drug Evalustion I Director
Thomas Laughren, MD Division of Psychiatry Products Director
Ni Aye Khia, MD Medical Team Leader
Robert Levia, MD Medical Reviewer
Peiling Yang, PhD Statistics Team Leader
Raman Baweja, PhD Biopharmaceutics Team Leader
Andre Jackson, PhD Biopharmaceutics Reviewer
Doris Bates, PhD Regulatory Preject Manager
Keith Kiedrow, PharmD Regulatory Project Manager
Attendees Representing the Sponsor
Howard Berkeley Director Regulatory Affairs
June Bray Vice President, Regulatory Affairs
Andre Brockmans Senior Vice President Globa! Regulatory Affairs and

Quality

Tracie Carey Senior Manager, Rogulatory Affairs
Rik de Greef GmmeModdht&SmMCﬁ!md
Alex Kouassi Gsew rector, Bi
David Nicholson Executive th%s:dent,kmh and Development
Jun Zheo Princiesl Statisticias

Asenspine is an antagonist at SHT, DA, and a-adrenorgic receptors that hes been
developed for schizophirenia and acute manis under INDs 51,641 and 70,329, respectively, ata
total daily dese of 10-20 mg/day (givon on bid basis). Asenapine is available as a fast-dissolving
tablet for sublingual administration. The sponsors plan to submit an NDA for both indications,
mmmammmmmmumm«mmm

hmsww&cmqnéefhwm“wd&em“wa
5 mg bid. Resuits from one 6-weck phase 3 trisl (041023) and one 6-wesk phase 2 trial (041004)
will be submitted in support of an acute cfficacy ciaim in schizophronia. 1t is noleworthy that
study 004 cvaluatod an asonapine dose of $ mg bid, while study 023 evausted fixed asenapine
doses of 5 mg bid and 10 mg bid. Swdy 023 failed to distiaguish asenapine 10 mg bid from
placebo. Apparently 2 other phase 3 trials wese for asenapine were cither negative (041021 or
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failed 041022). Data from two 3-week mania studies (A7501004 and A7501005) will be
submitted in support of an acute efficacy claim in mania.

The sponsors expect to have phase 2/3 safety data from approximately 1950 patients
exposed to asenapine in a dose range of 5 to 10 mg bid, including sufficient longer-term
exposure to. meet ICH criteria. The results of a thorough QT study will be submitted as part of
the NDA. Narratives will be provided for deaths, SAEs, and adverse dropouts for lasberatory
abnormalities. A 4-month safety update will include line-listings of new deaths and SAEs, as
well as narrative summaries.

The NDA wiil include results of a 10-day adolescent pk and tolerability trial. Safety and
efficacy data in pediatric schizophrenia and mania patients has been deferred to phase 4.

The purpose of this meeting is to discuss with the agency the adequacy of the planned NDA for
filing.

Inviaw ofﬁcqmweofm'cm-fos schizophrenia, does the Division
concur that pivotal studies 041004 and 041023 can adequately support the review of
an NDA for asenapine for the treatment of schizophrenia?

ﬂ”nwmmqmmﬁrmﬁccyinm
However, whether or not the submitted data will be sufficient for filing the

application will be determined following the submission of the NDA. ﬂcﬂmef
the 10 mg bid dese group to be distinguished from placebo is a finding that will be
closely examined.

gt Musting: We reiterated that, on fuce, the dats they plan.to submit for
Glcacy claim in schitophrenia shosuld be sufficient for filing.

B. Studies 041004 and 041023 werc both positive in that ssenspine 5 mg BID
demonstrated cfficacy on the primary endpoint, change in total PANSS score from
baseline to endpoint. While the 10 mg BID dose did not demonstrate efficacy on this
primary endpoint in cither study 041021 or study 041023, it was numerically better
than placebo and it did demonstrate statistical superiority to placebo on several
secondary efficacy endpoints including the PANSS positive subscale and PANSS
Marder positive factor. Based on the efficacy and PK-PD data provided, does the
Division agree that thers is adequate data te support a3 10 mg BID dose for the
treatment of schizophrenia? If not, what additional data would the Division require to
suppoit approval of a 10 mg BID doss for the treatment of schizophrenia?

L LONNGEE On face, there are net suffivient data to support & 10 mg
‘lﬂbuﬁrﬁcmofm You would need to provids robust data
Jrom at least one adequate and wellcontroiiod iinl supporting the effivacy of the
16 mg bid duse in sehizaphrenia. Bven with such o finding, we would curefully
evaluate the aggregwie evidence pertinent to this dese befors renching a final
Judgment on this matier.
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Jor filing ce&nﬂaSnbﬂMﬁrthuMMw
indicated that, on face, it should be sufficient.

2. Efficacy Program (Bipolar I disorder)
A. The two pivotal 3-week acute studies (A7501004 & A7501005) were positive; 9-
weoek extension of these two studies confirmed maintenance of the acute effect.
Because our NDA submission has been delsyed, we would like to re-confirm with the
Division that this package adequately supports the review of an NDA for asenspine
for the trestment of acute manic or mixed episodes associated with bipolar 1 disorder.

‘ On facs, wmwﬁrmwu
sufflcient to support the filing of an NDA for acute efficacy in acute manic and
mixed episedes associated with bipolar disorder. However, whether or not the
submitted data will be sufficient for filing the application will be determined
Jollowing the submission of the NDA.

3. Sa&y?mm(&hazeplvmm&mpehrldtweder)
_ A. Does the Division concur that appropriste and adoquate safety dsta have been
collected to support the review of an NDA for asenapine?

filin af«N, - Hommwhdhnormmm&akwﬂkm
Jor filing the application will be determined following the submission of the NDA.

ag: No further discussion,

4. Suitability for Filing
A. Based on the information preseated in the Pre-NDA briefing package, is the proposed
submission for asenapine for treatment of schizophrenia and for treatment of acute
manic or mixed episodes associated with bipolar 1 disonder adequate for review?

oy On facs, the clinical dita described should be sufficient for
wmqfummqumummw.f
acute manic or mixed spisedes associated with bipolar 1 disorder. However,
whether or not the submitted duta will be sufficient for flling the application will be
mmmsmqmm

Protocel A7501012 is a long-term maintenance trisl of asenapine in schizophronia. This isa
multicenter, randomized withdrawal, placebo-contrelied, double-blind efficacy trisl of asenapine
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exploring delay in relapse after long-term (26 weeks), open-label stabilization treatment with
asenapine.

The primary objective is to determine the efficacy of asenapine compared to placcbo with respect
to the time to relapse or impending relapse in schizophrenia subjects who have received open-
label treatment with asenapine for at least 26 weeks. The primary endpoint is defined as time to
relapse or impending relapse. A relapse or impending relapse will be declared if any of the
following criteria are met:

1. PANSS score increased by at least 20% from baseline of the double-blind phase 3ad CGI-S >
4 in at least 2 days within a 1-week period. Subjects with a PANSS total score < 50 at
baseline must have an increase from baseline of at least 10 points.

2. PANSS score > § on ‘hostility’ or ‘uncooperstiveness’ items and CGI-S > 4 (for at least 2
days within a 1-week period).

3. PANSS score > 5 on ‘unusual thought content,” ‘conceptusl disorganization,’ or

‘halhmnmbthwwr items (for at least 2 days within a 1-week period).

CGI-1 score > § for st least 2 days during a one-week period.

In the investigator's opinion, the subject’s symptoms of schizophrenia have deteriorated to

such an extent or the risk of violence to self or others or suicide has incressed so that one or

more of the following measures is necessary or has occurred:

a) Requires at least one additional dose of lorazepam > 2 mg (or benzodiszepine equivalent)

. per day as compared to the highest open-label dose during the monotherapy phase.

b) Addition of open-label antipsychotic modication or mood stabilizer

¢) Addition or increase in the dose of antidepressant medication

d) Increase in the level of psychistric care (¢.g., supervised living, day hospital)

e) Hosp&dizﬁmerlmmﬂ\slwclefmizﬁwn

f) An arrest or imprisonment for objectionable behavior

g) Electroconvulsive therapy

@&

1. mmemummmmmmmmsuummymu
aceoptcble‘?

COnNeass 1) Please submit your Monte Carle simulation (detaiied
mm and results) regarding statistical valldity of asympretic p-vaine. 2)
Please alse submit your Monte Carle simulation (mewmnla)
regarding statissical power performance of the selected alpha-spending function based on
MMJNMWMMWMwMW“bW
ﬂumw

Biscussion ot Mesting: mmwum‘m»uﬁrm

1. In trigl 041022, noither the positive control olanzapine nor asenspine were distinguishable
from placelbo. Mease explain your choice of a flexible dose design to detormine exposurs
response in this study?
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‘ » The sponsor explained that the intent of this trial was not te show
dourqmc. mmmmquwmmwmuway
measure exposure response. Rather, this trial will be one of six short-term schizophrenia
trials utilized for creation of the exposure response model. As part of the model validation,
a trial-by-trial deletion will be performed in order to confirm the validlty of pooling the six
trials. This should indicate if there are specific differences between the ficed and flexible
dose trials that would affect the exposure response model. OCP questioned whether the
number of samples obtained per trinl was comparable. The sponsor indicated that in each
trial 4 to 6 samples were obtained per individual,

. In study 041021 the PANSS scores were -

5 mg BID PANSS=-14.5

10 mg BID PANSS=-13.4

This indicates a flat dose response. Have you investigated the effectivencss of doses below §
mg?

chspomr“mhmm explanation but belleved that the lack

ofrmnﬁmunmmamhwmwmumdtﬂa
dose.

. For trial 041023, you used 2 mixed model repested measures analysis (MMRM), compared
an LOCF analysis in the other trials. Please explain the rationale for the different primary
analyses in these different trials.

analysis ""mmammq'nmm“«mdmym They were
encouraged to further investigate the possibility of using MMRM as a primary method of

Is the dosage form referred to in study A7501015 USA as ‘tablets used in Phase 3 clinical
trials....'; a conventional immediate release oral dosage form or does it refer to a sublingual
tablet? Please clarify.

Mmam will be provided to the sponsor. Thcauiamm&eoﬁeiﬂm«af&em

Organon USA Inc. is responsible for notifying us of any significant differences in understanding
they have regarding the mesting outcomes.

Keith Kiedrow, Pharm.D.
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DEPARTMENT OF HEALTH & HUMAN SERVICES Public Hesith Service

Rackville, MD 20857 .

IND 51,641 serial #254
IND 70,329 serial #64

Organon USA Inc.

Attention: Tracle Carey, PhD, Regulatory Affairs Manager
56 Livingston Ave.

Roseland, NJ 07068

Dear Dr. Catie:

Please refer to the meeting between representatives of your firm and FDA on July 18, 2006, The
purpose of this mecting was to discuss the anticipated NDA submission for Asenapine; indicated
for schizophrenia and acute mania associated with bipolar disorder.

The official mimutes of the moeting are enclosed. You are responsible for notifying us of any
significant differonces in understanding regarding the meeting outcomes.

If you have any questions, call Keith Kiedrow, Pharm.D., Regulatory Health Project Manager, at
(301) 796-1924.

Sincerely, .
{See appended electronic signawre page)
Thomas Laughren, M.D.

ffice of Drug Evalustion |
Center for Drug Evalustion and Research




MEMORANDUM OF MEETING
IND 51,641 serial #254; IND 70,329 serial #64; asenapine

Organon USA Inc.
Type B, pre-NDA mecting
July 18, 2006
Participants —
FDA
Thomas Laughron, MD Division of Psychiatry Products Director
Ni Aye Khin, MD Medical Team Leader
Robert Levin, MD Medical Reviewer
Jing Zhang, MD Medical Reviewer
Peiling Yang, PhD Statistics Team Leader
Andre Jackson, PhD Biopharmageutics Reviewer
Keith Kiedrow, PharmD Regulatory Project Manager
Attendees Representing the Sponsor
Organon USA Inec.
Miriam Annett Biometrics
Howard Berkeley Regulstory Affairs
June Bray Reguhwry Af&ks
Tracie Carey A
Marlou van [ersel
John Panagides
Gerald Quirk
Peter Schot
Edwin Spasas
Larry Alphs
Susan Anway
Howard Bockbeader
Anthony Browa
Scott Lancaster
Lasry Paglia
Navid Samad o -
Stephen Sasson Project Team Leader
Lu Zhang Regulatory Affairs

Asenapine is an antagonist at SHT, DA, and a-adrenergic receptors that has boen
developed for schizopheenia and acute meais under INDs 51,641 and 70,329, respectively, at a
total daily dose of 10-20 mg/day (given on bid basis). Ascnaping is available as a fast-dissolving
tablet for sublingual administration. The sponsors plan to submit an NDA for both indicstions in
December, 2006. The purposs of this mesting is to gain FDA concurrence on the adequacy of
the program and also the plan for the analysis and presentation of data in the planned oCTD.
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Dose finding studies for schizophrenia suggested that the lower end of the sul
dose range for effectiveness was 5 mg bid. Results from two 6-week phase 3 trials (041021 and
041022) and one 6-week phase 2 trial in schizophrenia (041004) will be submitted in support of
an acute efficacy claim in schizophrenia. Data from two 3-week mania studies (A7501004 and
A7501005) will be submitted in support of an acute efficacy claim in mania.

The sponsors expect to have phase 2/3 safety data from approximately 1630 patients
exposed to asenapine in a dose range of 5 to 10 mg bid, including sufficient longer-term
exposure to meet ICH criteria. The results of a thorough QT study will be submitted as part of
the NDA. Narratives will be provided for deaths, SAEs, and adverse dropouts for laboratory
sbnormalities. A 4-month safety update will include line-listings of new deaths and SAEs, as
well as narrative summaries.

The NDA will include results of a 10-day adolescent pk and tolerability trial. Safety and
efficacy data in pediatric schizophrenia and mania patients has been deferred to phase 4.

. Ei FacmewasdPredefﬁmyDu
a Do»ﬂicDivnsmmMWmmdadeqmemMthbm
ducted to support the review of an NDA for asenapine for the treatment of
-schazoﬂmm?
Dulininary Conments On facs, the studies planned for submission shovld be
mewmumqmmﬁrm
However, whether or not the submitted data will suppert thiz claim is a matter for

i There was no further discussion of this question at the

b. Does the Division concur that appropriate and adequate efficacy studies have been
conducted to support the review of an NDA for asenapine for the treatment of manic
ermmdepiwdummdmﬁbnpohldimrd«?

' ; wﬁcmmq’mcﬁwﬁrmﬂnw
MWMMIM However, whether or net the submitted
MMW%M&&MMM

~ : Mwmmmq’&qm-tw

¢. Doss the Division concur that the proposed presentation of efficacy data for asenapine
um_wm&cmmofmmm

2. Safety Program and Presentation of Safety Data '
s Mmmwwwuwummmmem '
Wwwﬁcmwofnmﬁr '

] mmwmmwman
mmwmmemnmﬁrM

anuummqumam
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mowning:

b, Doesmcmvisioneemwﬂm&epmwsedpmwonofu&tydmisapwapﬁmm
support the review of an NDA?

2 On face, the proposed presentation of safety data appears
ukmm However, we ask that you clarify for which patients CRFs
will be provided. In addition, we ask that you clarify what your plans are for
Pproviding information on exposure to asenapine (dose and duration). '

‘ : The sponsor clarified that, for phase 3 studies, case report
tabulations (what they referred to as patient profiles) would be provided in lieu of
traditional CRFs. They noted that there were electronic CRFs for these studies, and
these profiles would incinde all information found in a tradifional CRF. The
sponseor would also previde a sample copy of eCRF for each of the phase 3 studies.
For phase 1 and 2 studies, they will provide scanned images of CRFs for deaths,
SAEs, and adverse dropouts (for AEs or lab abnormalities, but not for events
considered to be extension of underlying iliness) in completed studies. For ongoing
studies, they would submit CRFs for deaths and SAEs. They also clarified their
Plans for previding dese/duration dats, and in addition, will previde PRY data. We
indicated that this plan is acceptable.

c. M&&vimmm&wm@%&emﬁmdm&v&?
mmm wukamchnMﬁrdldnmcm and
mMMbmm_ﬁrMM

Mag ””_zmmmmmmmmmfa

M&umqm@ugm We indicated that this pies s
acceptable.

d. Following our July 22, 2005 Type C Meeting to discuss our dedicated QTc
(A7501001) study, we communicated to the Division (IND 51,641, Serial No. 215,
October 26, 2005) our plan to assure that all QTec > 500 msec observed in the Phase 3
program are captured. Following that plan, we propose to include a list of subjects
whose QTc interval was reportod as >500 msec in the Summary of Clinical Safety
section 2.7.4.4 titled "Vital Sigus, Physical Findings, and Other Obscrvations Related
to Safety”. Does the Division concur with cur plan for menitoring and capturing
Q’fc>5®m&emw?lua3mm(ummabwem

el The sponcor clarified that they will provide proportions of
mmmumchrnamn@mm
25517, MW“W:«M)&MW We indicated that
this plan is acceptabis.
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a. At our End of Phase 2 meeting we discussed and agreed upon pediatric information to
be collected and submitted with our NDA. The agreed information will be submitted
wiﬂnheNDA

..... Comapantse Yeg

4. Ongoing Efficacy Studics
a. We plan to submit a complete application for review. Thmwxﬂhkelybetwo

additional efficacy studies (041023 andA750100&) for which clinical trial reports will
become available early in the NDA review. We would be willing to submit these
reports during the review period and/or with the 4-month safety update. Provided that
these reports are submitted in the earlier part of the review, would the Divisien accept

’ Mdﬁﬁmﬂinwmmem&ng&emkwum?

P Gale No. The division will net commit to the review of
WMMMWWW%M Deata from such
MM&MQMW»«WNM&M

5. 4-Month Safety Update
a Decsﬂtebnvismcomwﬂ:thefollowmgmwsdsfor&eem&me&my

il

Update for asenapine?

For the safety update, we propose to submit additional safety data from studiecs that
open-label safety studies. For ongoing blinded studies, data will be limited to
_deaths and serious adverse events.

WMW&MWM%?M&MMG&
upper age limit and our intent was to capture sufficient date from aa elderly (>65
years of age) populstion. We noted that thore were fewer elderly patients being
enrolied into our Phase 3 program than we had anticipated. In responss to this, we
initinted a dedicated study in the clderly (A7501021). This study is ongeing. Our
NDA will include ail available data from clderly paticnts from comploted studies
i.c., data from fewer than 100 elderly patients. We will provide further data from
the ongoing study (A7501021) with the 4-month safety update. We would seck
the Agency’s concurrence that we would be pevmitted 10 submit additional safety
data from this clderly populstion as it becomes available during the review. Our
goal is to have data from at least 100 ciderly subjects. Does the Division concur

: The plan is generally acceptabls. However, we need
Wnumnaumﬁrdmmmm
oaccnrring during this addisonal time pevied (and; again, do not timit the
drapouts te these for lnbs). In addition, we ask that you clavify the age ranges
that will be incindod in the speciel populetion dete.

ot The sponser clarified that CRFs will be provided in the
safety updete according te the same principies artioninted for the initinl
submission (ses 20). The sponsor alse neted that they are condicting a study in
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qoproinvately 120 clderly patients, and that date frowm this stmey will be
Submitted We noted thar ihis plan wes acogpualls,

6. Format of Electronic Submission
a. Does the Division concur with the following proposals regarding the format of an

ii.

electronic submission for asenapine?

We are proposing to submit the full archival copy of the asenapine CTD/NDA
organized in electronic format as suggested in the guidunces entitled, “Providing
Regulatory Submission In Electronic Format-—-Human Pharmaceutical Product
Applications and Related Submissions Using the eCTD Spesifications”, which was
MmMMM“M%WMmmElm&eFW
~General Considerations”, which was issued in October 2003.

For trials where electronic dats capture was used, we propose to provide subject
profiles (for Phase 3 trials) or PDF representations of the ¢CRFs (for Phase 1
trials) in accordance with the January 1999 Guidance for Industry titled “ Puwriding
Rmkm%wmmﬂmcim-m .

” 2muerss It will be necessary to provide the clinical reviewer with
amnmmmmmmmmm
data domains. Alternatively, these may be generated in advance and made casily
accessible. We will provide, at the meeting, a template document in which we
will be requesting that you submit materials to support a question-based review
bythcmm

&> The sponsor had not planned on submisting in a form
chundhrb&a “patient safety profils,” i.¢., a time-by-variable display of
important safety findings. The sponsor agreed.to tyy to develop this capability
JSor the NDA and will previde us sample displays for our comment.

7. Elestronic Submission - Data Componesnts
a. Does the Division concur with our proposed data component for the electronic

suhmissnou for asenapine?

S mission 5 oll i s woll a3 devived variables by ccpt formeet (3) S4 progossms

that produced sl efficacy resulis; (c) SAS pregrams by which the derived variabiss

were produced from the raw varishiss, and (d) a list of sevial numbers for all
submissions.

' mmr

The sponsor agreed te provide this information except in (d),
where the sponsor agreed 10 provids the serial munber of the protocol and protecol
amendments, but not SAP submissions. The sponser clarified that the
Pprotecol/amendments included detaliod statisticul analysis plan and any changes in
the primary analysis, se SAP was never submitted to the Division.

We agreed with-this plan. We alse agroed to a separate mosting with statisticnl
reviewers te further discuss the specifics in (8) « (o).

In addition to providing individual dute sets for Phase 2 and 3 studies conducted with
the sublingual formulation, with the exception of those studies which utilized the oesl
formulation, we will be peoviding individual data sots for all Phase 1 studies. Does the
Division concur with our proposal?
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glng: There was no further discussion of this question at the

8. IND Annual Reports
a. Per our agreement with the Division, a single Annual Report is compiled for both

INDs for asenapine (Org 5222) sublingual tablets. The reporting period for this report
is October 1 to September 30 of the following year, making the report due annually on
November 28. If the NDA will be submitted, as planned, within sixty days of this
year’s Annval Report due date i.e., within sixty days of November 28, 2006, we
propose to provide a letter to each IND cross-referencing them to the soon to be filed
NDA. If we note that the NDA is not to be submitted within sixty days of the Annual
umnmm,wemmmmmmwmmammmmu
2006. Deesﬁeﬁvhwnwwiﬂnhupmpoul?

Ne.

tg: There was no further discussion of this question at the

9. Suitability for Filing
a. Based on the information presented in the Pre-NDA bricfing package, is the proposed
sumumfarmm&rmew?
| YaXs Vith the exceptions neted, the planned NDA appears to be

ma&fa«. However, a filing decision for any submitted NDA can be made
only after examining such a document. We alse remind yos that it will be necessary
ammwghmwmmm :

ot Magting: There was ne further discussion of this guestion at the

Additienal Isswe: There was discussion of the Question Based Roview template provided by
OCP to the sponser. The sponsor agreed to comply with this request.

Minutes will be provided to the sponsor. These minutes are the official minutes of the meating.
Organon USA Inc. is responsible for notifying us of any significant difforences in understanding
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---------------------

Thomas Laughren
7/26/2006 08:23:56 AM



Meeting Date: 7122/08

Location: WOCH - Conference Room G

IND 51,641

Drug: Asenapine (ORG 5222) Sublingual Tablets
Organon / Plixer

'I’ypouﬂhm Guidance - Phase i Cardiac Monitoring Plans

Meeting Chair: Thomas Laughven, M.D.

Mesting Recorder: Steven D. Mardeman, R.Ph,

Participants:

FRA

Judymeoedn MB SMTMM wmammmman(m
Alice Hughes, M.D., mem DNP

Meeting Objective: The purpose of this meeting was 1 discuss the QTc dete availsble to
duete, to sesk concuvence on the plans for Phase 3 ECG moanitaring, and 10 discuss labeling
impiicstions with regant to QTc.

Background: Asenspine is avallable in a sublingual form (SL), dus 19 poor orel avallability.
The sponser plene to study it at doses of §-10 mg bid (L.e., tolal dally doses of 1020 mg).

o Hanslioieal.Dats (Note: These dats were not discussed ot the 7-22-05 mesting):
"~ o hERG assssy: The sponecr tesied both asenepine and deamethy! aseneping; the IC20

for asenagine was 30-foid gresier than the estimated eficacious free concentation;
similer for metaboiite. However, the IC50 was 0.3 micromoler (i.e., In & renge where



Moeting Mimutes - 7/22/05
IND 51,641
Page 2 of 4

we think there might be a concem, and further, we usuaily look at total, and not fres).
Thus, this finding is not particulary resssuring. |

first comparison, 16 days for second); Wipicate ECG measues at each time point; 7

time points at BL. 10 days, and 16 days; wide range of doses (5,10,15, and 20 mg bid

|
i
|
!
§
|

However, the results were not linear, i.e., for ssenagine, the isrgest effect sppesred 10
be 8t 10 mg bid and & smelier effect at 20 mg bid (but not a8 low ae the § mg bid dose).




Meoeting Minutes - 7/22/05
IND 51,641
Page 3 of4

° mmnwmmrmm:mmwmmmmn
olanzapine; 1 year; they will measure and report QTc intervals for this study.

mmmammmumm The current
Mssmmumw1mmmmmwmm

mmmmwmmuwms n il studies, interval anslysis
in a large safety study, and evaluation of morphological chenges and monitofing and
reporting cardiac adverse eveniis in ali other studies? ,

» mwmwmawmwwmmmmmm
what they pien 1o do (see background). They aisc noted that, even though there is s
very modest QTc prolongation (similar o quetispine), there are mitigating factors thet
would limit the risk of having incressed exposure:
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> They further elaborated that the primary source of new ECG information for ph 3 will be
from the planned large safety study (ACTAMESA). This will invoive 1200 pts, including
about 900 geing ssenapine (3:1 randomization). They will collect periodic ECGs and
pissma samples at same time; ECGs will all be read cenirally; will record time of last
mmmofece/mmmmm1 WW&.@!M
they expect about 1/3 to be at Crax.

> We gave a qualified yes to their plian, but encouraged them to do a sampling of more
mme@&wmmmmmmmumnsmwm
that they are not missing ECGs with QTc»300 becsuse of misreads by the ECG
machine (either looking at all those over some threshold, e.g., > 480, or a
random ssmple). They will meke a proposal and send it 1o us.

2. Could the agency provide comment on any QTc labeling implications for asenapine based
on the thorough QTc study and assuming there are rio unusual or significant findings in
Phase 3 relslive to prolonged QTc¢?




am mdmnmmanemmmmm
Mmollmmmﬂﬁmmm

i

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

7/28/0% 10:03:58 AM





