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1. IILBIZ

KRB A T —ATIE, ERLBEBICBOTRAT =2 B3E L SE5MEE RS 572
DI, ARFEICBOTRAIT —ZIZOW Tileam S AL 01 2 F0 4 L7z, AFHATIE, 2010
FELIFEIZ ICH =AM (FKEK) TGRS S 7z Tkt ds X OVRIRE O i B IZ DWW T, A
W ERICRHIT — 2 BT 5 BRI OFEEHER Lz, A Y Y —ZORE)
DERBREIBIIIRE L7223, Z OfEl TII P IkFEIE A omEkic kX TE <, KHlT— 0
MmO R ERS>TND ETFHIL, FEHOHBIZ S THAD LEXTZTOTHD. £ L
T, FREORER R FHIRAEICNZ, FDA & EMA TXIT — % OREN AR S22 %
KIE L7 H (Dry Powder Mannitol : P44 Bronchitol) D416 #ET 5.

AWEFETIL 2 BICFPEAE DO H L, 3 HlCAEFHOREREETCORMT —XIZHTS
L, BEO 4 FICEGHEOR RO —TE LT 5. B, ATV LEARES
WZRDHEDTZD, FHIZL > TUIEVIEWREIC L > TARSA T L FERAIGELND
Db Liv7gu.

2. BEHFREOHIE
2.1. FJE
BTN R S L L FORIE T - 7.

FDA :

O FDA @ Web" RIZAB STV A7 E —% (% NME Drug and New Biologic
Approvals) 75, AGRHN 201041 H/5H 201346 A TOME (D EEMNZR
<HHULAEWIIRE) 93 dh H & R iE

*http://www.fda.gov/Drugs/DevelopmentApprovalProcess/HowDrugsareDevelopedandApprov

ed/DrugandBiologicApprovalReports/NDAandBLAApprovalReports/default.htm

@ KR SNTCBEISIEIZ IS &, KA PR s L IIRRENTH 25 9 A%
FriE

@ LRLTHEE L7z 9 i H O Statistical Review 77 L, 55 3 FHRkER7 & 0> 172258812 >
W, EERHMIEE, AT, REEAT (BIREENT), 3 KO RIRBIS 2R (4 Fi
DR — e 2 M)

@ _EFCCHEE L7z 9 fh H @ Statistical Review 35 & OF Summary review (23T, KHIT
—ZICOWTHFETREEmA I TV H (144 H @ Lurasidone) Z45E (Gl
WEIT 3 Hiz )

EMA :
O© EMA ® Web" Enbx7vnT7 7 A NERNTH Y m— N TH LA H D


http://www.fda.gov/Drugs/DevelopmentApprovalProcess/HowDrugsareDevelopedandApproved/DrugandBiologicApprovalReports/NDAandBLAApprovalReports/default.htm
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/HowDrugsareDevelopedandApproved/DrugandBiologicApprovalReports/NDAandBLAApprovalReports/default.htm

European public assessment reports O —% /6, #AFEHZY 2010 41 A5 2013
F5 HETOBEND, [Status] OIHH M Authorised, [Is Orphan), [Is Generic), I3
J O Biosimilar] MIHHN No & 725 T2 108 i H 2 FfiE

*http://www.ema.europa.eu/ema/index.jsp?curl=pages/medicines/landing/epar_search.jsp&mi

d=WC0b01ac058001d124

© =Z&/N7 7 A/LO Therapeutic area DIFMIZHS X, FHREARRE S L < I3/EIE T
&5 780 HZRE

@ LETHRELRL 7 MHEOE 3 HERR EOFERHERIZONWT, FHEFHMIEE, FM#
M, RREEHT (BIRARNT), B LOWIEBIG A @ fHoRas R —Er 3 R)

@ _EFCCHEE L7z 7 fh H @ Public assessment report (235N T, KT — Z 2OV THZE
TREFE@P SN T2 E (186 H : Sycrest) ZHFE GRENAIL 3 HiHR)

PMDA :
O AARBEET RSO Web TOBSNTWD RGBS B OMIKRT — & Ry r—v
DOFE « 7581 OA&GRSH RIS, ARH 2010 4 1 A5 201246 A
£ TOMAFHARIH 187 bt H 2R
HKFRE A 201242 7 H 25 2013 4F 6 H £ T4 HIZ PMDA @ Web TABH STV 5
GBI [(E3EAn - RIS, BTESR A, BrERESRR A E — ™) ] LEA
FrEE ER R RFERETHAROFEEE GIrERin & U UKGE S ERR IO
T) 2RI, HRFHRAGRHE 71 0B 2 FFE
*1 http://www.jpma.or.jp/information/evaluation/allotment/shouninhinmoku.html

*2 http://www.pmda.go.jp/operations/shonin/info/new.html
@ KR SNTCBEISIEI IS &, AR PR S L <IIERETH S 14 5 H &
FeaE
@ RRETHIE LT 145 H OR 3 RBA ¥ 0L RREICONT, EEIHIEE, 1R
Br, REEEHT (BIRAENT), 3 L O IERIG Zhhit (4 HiORARR K22 H)
@ LFRTRELEZ 1458 HOFEEREEIILBNT, KT —ZIZOWTRE T~ Eiim
MEINTWdmH (LEE - TV Y v) ZRE GERNEIL 3 iz )



http://www.ema.europa.eu/ema/index.jsp?curl=pages/medicines/landing/epar_search.jsp&mid=WC0b01ac058001d124
http://www.ema.europa.eu/ema/index.jsp?curl=pages/medicines/landing/epar_search.jsp&mid=WC0b01ac058001d124
http://www.jpma.or.jp/information/evaluation/allotment/shouninhinmoku.html
http://www.pmda.go.jp/operations/shonin/info/new.html

3. BREHOBEREETORAT —ZIZET BER

3.1. Lurasidone (Latuda) ® FDA B&EEHH]

3.1.1. TR

Lurasidone (P%ih44 Latuda) (3HEAKRIRIEICR T DIGHEH & LT 2010 4 10 HIZAR S
TWa. KiEIL, 4 252 pivotal iERD 9 5 2 DD 2 F#Ek (D1050006, D1050196) @
BIIERRHTHERAZOWNT, FIREIE N @ -oT2 (EIZ, $70%, £ 50%) Z&icky=t
T UADBESINIOWNTORRENREN, FEEOM CEmIZR 7.

LIF, FFAIEEEIZ R Tk S 4072 D1050006 5RBR IZ 31 2 KT — & ([ZB 9 2 Fidl 2 18
L7,

3.1.2. REIAH =X LT 58
3.1.2.1. Statistical Review (s) TODit#k

BPRS total 2 27 DRX—A T A 9B OEALEITOWT, Fofk visit Z & ITBEE T L—T
b L CTRIBFHERS 2[4 1 127k L7=. BPRS total 2 =2 7238400 (L) 5% & k4 B m 28 i
HA7-. SM-13496 (Lurasidone) #% 5-8ETlE, B IEEE L HART, BE<HEGEINBH
TWENPRE Do T2,

Placebo Lurasidone 40 mg Lurasidone 120 mg

Average BPRS change from baseline
- -5 0
" " N N
Average BPRS change from baseline
5 0
Average BPRS change from baseline
5 0

e ~—_" &) S \
© © © \\\/\
---------------------------
3 4 5 6 7 8 9 10 11 3 4 5 6 7 8 9 10 1 3 4 5 6 7 8 9 10 11
Visit Number Visit Number Visit Number

1 BPRS total score response profiles by treatment group
(BRI L DT, Statistical Review (s), Figure 2 £V %)

Z DG, KA J1 = X 51T LOCF D & 72 % Missing Completely At Random (MCAR
ThoEEMNTDHZ LITTERY. FEMEYT & LT LOCF-ANCOVA 2N HATNZHLIE ST
%, MCAR DFEHENHESIL L TWRWED T EF v X & LTI 4T, s R0
ERIZITEE T RETHD.

3.1.3. REIT—F OBV HF\ (RESHT) (BT 5
3.1.3.1. Statistical Review (s) TOEr#



FHEFHMmIEE H % LT, AR DMEE ST & LT Mixed Model with Repeated Measures
(MMRM) % %5 L7z, &7 /VIZIX, center, treatment group, visit, 33 O\ treatment group

L ovisit DR HAERAZKRTFE L, X—Z2F A ® BPRS total A= 7 %
FORER, 7T AREGEEICK LT SM-13496 (Lurasione) 5B ITHFAIIC
FEBEICLDEEGHTE, BiEE O EEMNT O R EZ XTI 5 RThH -T2,

o,

A

mE L TEDT-.
BN

7#< 1 BPRS Total Score LS Mean Change from Baseline to Week 6 (LOCF-ANCOVA)

(FE5E T L A M. Statistical Review (s), Table 6)

Placebo SM-13496 40 mg SM-13496 120 mg

No patients N=145 49 49 47
Baseline Mean (SD) 54.7 (8.13) 54.2 (8.93) 52.7(7.61)
Change from LS Mean (SE) -3.8 (1.57) -9.4 (1.58) -11 (1.58)
Baseline
Placebo-adjusted | LS Mean Difference | NA -5.6 (2.13) -6.7 (2.16)
Difference 95% CI NA (-9.8,-1.4) (-11,-2.5)

p-value (Dunnett) NA 0.018 0.004

#% 2 BPRS Total Score LS Mean Change from Baseline (MMRM analysis)
(GBAEE I L DfEHT. Statistical Review (s), Table 8)

Placebo SM-13496 40 mg SM-13496 120 mg
Day No LS Mean (SE) | No LS Mean (SE) | No LS Mean (SE)
3 44 -3.2 (1.03) 47 -4.6 (1.01) 44 -5.0 (1.01)
7 44 -4.7 (1.37) 47 -6.2 (1.34) 44 -6.9 (1.37)
14 34 -5.5(1.50) 32 -11.0 (1.53) 37 -11.5(1.44)
21 26 -5.2 (2.00) 26 -13.2 (2.00) 24 -10.0 (2.01)
28 18 -6.5 (1.93) 22 -12.5 (1.87) 23 -12.8 (1.83)
35 15 -5.9(1.92) 17 -13.2 (1.88) 21 -12.7 (1.78)
42 17 -4.1(2.11) 17 -13.4 (2.10) 19 -13.4 (2.00)
Day 42 LS Mean Difference (SE) -9.3 (2.95) -9.2 (2.89)

Unadjusted p-value 0.0025 0.0022

3.1.3.2. Summary Review T D i

FEEDOIA L b MOFEKFEDORER & LT, ARBTIEFIEEEK 70% & 9E
WIZEWA, 2O Z LI KRB RS IRAEICR 5D TIERWEE RS, TIEOR
i, PRl bTRENEL (EPIRET TR RBGHETRBEL, IRAHDICK
HHIEL 7T v REGHETRBEZ) ThoT2. IMZ T, MMRM & Observed Case (OC)




DFFHTHERIL LOCF OfER %L (D72 L v HEL LTIH) IFHTLH5HDTHY, Day3 LIFF
DONFHOEFICBNTHARTIEZ T 7R LY bWERA LN, BIKGHEER (CGI-S)
DFERTH, FATET 7RI b RESKE L. UEXD, FIEEEREND &1
METIEH D HO0, KRERIL SM-13496 (Lurasidone) (ZDOWTHENRLREREZ 2 5.

3.1.4.823% 3R

1. Statistical Review (s)
http://www.accessdata.fda.gov/drugsatfda_docs/nda/2010/2006030rig1s000StatR.pdf

2. Summary Review
http://www.accessdata.fda.gov/drugsatfda_docs/nda/2010/2006030rigls000SumR.pdf



http://www.accessdata.fda.gov/drugsatfda_docs/nda/2010/200603Orig1s000StatR.pdf
http://www.accessdata.fda.gov/drugsatfda_docs/nda/2010/200603Orig1s000SumR.pdf

3.2. Asenapine (Sycrest) ® EMA FEFEH
3.2.1. TR
Sycrest (asenapine maleate) (IHEGIFEIS L OBRRME 1 BUFEEIZBE T HBR— &Y —
RIZHR DIEHEE L LT 2009 £4F 5 HICHIEE S, 2010 48 9 AR 1 TUpEE (2 BhE 4 5
BR T e — RIZXT 2% E LT, EMA LV ARSI TWD  (Fid RFE LR AR5
BN, +a2AIMEI RSN TV RWEDEIIZLY, EMA TIIAR I L8 o72).
LUFTIE, CHMP (ZX % Assessment Report (23T, KHlT7—XIZBL CiEmS b
FLIRIZDOWT, #ET 5.

3.2.2. REPT—FZxtd B #EEHHIRHL

B RRAE TS L OB 1 YRR D BB 25t RICE L SRR D 5 5, £ < DRk
BRC LOCF IZEES 8otz Effr & LT, F2, EMToOXRAT — X275
L EMEZ TG T2 H#9T Observed Case (OC) 12455 < 4L53 #4347 36 & UF Mixed Model with
Repeated Measures (MMRM) (2 X 2T M TN TV, —J5, MMRM % EfEAT,
LOCF 3 J T OC (2D < Hmtr 2 oo fr & L7-aliR G 2 3k (Study 25543 B LY
Study 25544) &> 7-. 72%5, Assessment Report O Statistical Method DIH T, 4T H
H& LT, [RET—ZIZE DR 72 A 7 AT Dt R OmEEMEO R | & Bk ICFE
WINTWD. £, FHRAREE/SHT & LT, Baseline Observation Carried Forward (BOCF),
Multiple Imputation (MI) <CKHIlT — % % A9 2 #5R ¥ % Non-responder & L7z L AR & —
AT 2 Fi L T DR Ho 7.

3.2.3. RPFIGIZX$ S CHMP D= X > b

CHMP | Assessment Report D#t 15 KFMIE (2% 9% Discussion on clinical efficacy O H1 T,
Sl S AT BRRRIBR O R EFI G AV @ 2 & 2 B I LOCF & MMRM Ot SR O AN i
ZRLTWD.

“The CHMP was also concerned whether the analysis was robust to the method used to impute

missing data (LOCF and MMRM), in view of the high proportion of withdrawal before week 6.”

FER, ERMEL MR E Ul FER 5 TARRE S X OE IR O IERIS T LT O
EOTHY, EFTHOPIEEETHLZ L BDN5.



Asenapine
R (FH) 5mg 10 mg 5-10 mg FEH IR 7R
041004 (1I) 53% 57% 66%
041021 (1) 50% 42% 43%
041022 (1) 53% 53% 48%
041023 (1) 37% 33% 41% 43%

Z @ CHMP 76 OFEMEEHEIZA L, HiEEITBMOEESHTE LT BOCFE (255 < 5
BT 2 it U, BRIRRBR OFERIIKMNT — 2 ORIV L 63, EiETH D ERIE LT
WA,

“An additional analysis using baseline observation carried forward (BOCF) provided generally
similar results to those seen before and provided reassurance that the study conclusions were robust

to the method used for handling missing data.”

723, CHMP % Lo HFEE Oxtit: (BOCF (283 < FsMRT) 2z, X7 —4% %4
9 DB % Non-responder & L72 L AR X — T 23R L, HEEE BN TRS LT
5.

3.2.4. Assessment Report (2331 5 RREE 74T D R DO~ HFi
EFE TR LIRS B TIEEMATICN A, W DDORE S N EmR I LTV D
AHEHTIE, ENORESTOBENED LS IR ENTWENE RN T 5.




324.1. 777
Assessment report TlE, EIZT7 4+ LA b« 71y b & FWCEMNTE X O /DT O R 5
BERESN TV, T —plzfr L.
Method

LOCF I = |

MMRM } - |

ocC f = |

BOCF | - |

-22 -20 -18 -16 -14 -12 -10 -8 -6 -4 -2 0 2 4 6 8 10

2 Efficacy results (CFB PANSS Total scoer) comaring asenapine (5 mg BID) to placebo
(Sycrest Assessment Report. EMA/CHMP/583011/2010,  Figure 4 & ¥V t4%%)

3.2.4.2. FRATIZERIT D KM A B =X L OIE % HFE L=

B | AR A et & L2 RBROOFEMITIZ IV T, EMHT & LT MMRM, &7
& LT MI, LOCF BLWOC (TR AT AEMEIN TN, ZOMERMEREINTNDHHR
IZEFIECBT B RPN A B = X LDORER LOXHET — % OB W FIER I TR S
Tk, BERENERHTHD.

7< 3 Estimate of treatment difference of Asenapine vs. Olanzapine (Y-MRS Total score) at Week 12.
Intent to Treat population — combined data of 3 trials

(Sycrest Assessment Report. EMA/CHMP/583011/2010, Table 13 £ ¥ &k%5)

RE Flk KPF =20 | Ar@EfHT BER 22D 95% 15 #E X [t
QRN HETEAE
MAR MMRM | EBEIZHES< F- AT 0.6 (-1.3,2.5)
MAR MI EZ i RIVK gt 1.0 (-0.5,2.5)
MCAR LOCF H—4fi58 RIVK gt 3.1 (1.6, 4.7)
NA 0oC f7E L7 RIVK gt 0.6 (-0.9,2.2)

10



3.25. BEER
Sycrest Assessment Report. EMA/CHMP/583011/2010

http://www.ema.europa.eu/docs/en_GB/document library/EPAR - Public_assessment report/huma

1/001177/WC500096898.pdf

11


http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Public_assessment_report/human/001177/WC500096898.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Public_assessment_report/human/001177/WC500096898.pdf

33. VARV Y (VY BATEL) O PMDA FEEH
33.1. FR

TLHNY  (R5E4: VU A TRN) %, 77 A PRSI D 2008 455 H 29
HICHBICHEES L (2010 4F 4 HKGR), D%, 3 NS> CHESIik Sz (38 4).

F4 TVLANY ORKRER B L OEIIE DS
HKFBAEA P E

EIIE 2010 £ 4 H ORI B PR
WISHER | 2010 4E 10 H ARG AR b M R
2012 46 A R HERR IR IR E AT, SRHERRRIE (1 5 7R
2013 £ 2 A PRI MRS, MRAERRAE (T 5 R

3 A H OBEISILR TIE, AR X Ot oo 7= o1z, EESHLFES U AR T
vz, ARERCEA SN2 EEFHETE B OfENT e 5 IE OB EIEIZ oW TR & iR
NREDEINTND.

33.2. ABR#E

F #6815 (Spinal Cord Injury, SCI) (2 5 HAXMEfFERE S 47 (Central Neuropathic Pain,
C-NeP) A4 2M8%F (HEMESIE 200 41, 258 100 ) ZxtRI2, AR OF M LU
EVERFTT 5720, 7T R REEL(L EERIGITREERRBRS A A, KEH, A
v RO 10 OEIHIR (AA 22 fagk, KE 18 fisk, 1 K 6 sk, #t 60 fizk) <
FEhE X 7o (GREBRHIR 2007 4F 1 H 23 H~20114-2 H 28 H).

R - AR, 1~2 BEOBEM 0%, 77 2R UIAK 150~600mg/H % 1 A 2 B
ST TCREOEEE L HEFEH; 150mg/ H 2D #5-2B56 L, 2 3 B LK 300mg/ H 123 & A]
RELRRE I, 53, 4 BXOS HEBIZEGROMBATT > Tholi &2 3RIN, A=
#; BRTERVHEEFZORIREC 150mg/H O EZ 1 BE TITH 2 E8AHE), &5
I EFHEI 4 B, MERPHEW 12 BMEBRE I, (RS ESCERTILE &
M. ARG O %513 R Ei 2 O MERF & <o 16 . )

B, HEREIX, WBRPEORFRTY, BEFEE LTV NI 72 (kK 4g/H,
AATIZ1S5g/AET),IEART vA FEFIRIER (NSAID), ¥ 7 v 4% 27 —E-2(COX-2)
PHEROEHZGTE 5 & S,

I GIER 219 1) (CRFIRE 111 1, 77 BREE 108 #) 2FIN ITTHEMHTHY, ITT H£MH
D RER I FHE A 2 IUGTRNCHA AN ST 8 il (RAIEE 6 B, 77 BAREE 2 #)

12



ZBRAL U7 AFKIRE 105 611, 7 Z & AREE 106 41725 mITT £MTH 0, AN S5EHTH
STz ARV GEM O 5 i kGl 35 6 CRFIRE 19 6, 7T 2 RBE166]) THY,
FAPIRERRIE, AEFES (BRESHIB L8 F), BBRFEMAEENS O (K13 Fi
BXOS5H) Thotz (FILFIOFEMIZER 5 22H).

£5 PERHEDOHR
TLHANY Y TTER

2y Y == 7 280
=N ¥ 220
#5451 112 107
5E T 1 93 (83.0) 91 (85.0)
k5] 19 (17.0) 16 (15.0)
TREREE & OBE A 11 (9.8) 8(7.5)
NRAA57 1(0.9) 2(1.9)
ERER G 3(2.7) 3(2.8)
Z D1 2(1.8) 0
TRBRSE S 318 £~ © D 5(4.5) 3(2.8)
TRRIE L DBEH VD 6 (5.4) 5(4.7)
HEHER 6 (5.4) 5(4.7)
TRERZE L OB 7 L 2(1.8) 3(2.8)
HEHER 2 (1.8) 3(2.8)

Btk (%)

FEFHIEE T 2 mITT S TOWERE HFEOFLEKIT K D&/ A a7 (11 BEfED R 7r—
INDR—=AF A b O & (Duration-Adjusted Average Change, DAAC) 13 6 ®
WY THY, KAREE 77 2R L OXHBIZEB W THREHER R A EZNRO b (I
EBLOBGHAKN T, X=X T4 VORFEOEELIB IO PCS A a7 238 &L 454
GYBUOIHT) . 728, DAAC I TOXL AT ST,

DAAC= (R—=RAT A VZRDPEE—N—AT A VfH) X (R=R2TA %D AE B
TE SRS B0

72720, R—=AT7 A4 %O BEN 112 A (16 ) LI ETHLE5E1EL, DAAC= (—
ATA DO —_R—2F () LENT.

13



6 PR CIEE L ESZE bE (DAAC) @ mITT
7T RR & D
A 4) B/ R
N N &b, B 7 95%
(SD) (SE) B p fiE
(SE) XM

FLHARY 105 105 -1.64 59,15 -1.66 -0.59  (-0.98,-0.20) 0.0032

(1.465) (0.157) (0.198)
TR 106 106  -1.05 -47,3.1 -1.07

(1.446) (0.149)

3.33. FEOBIK (FEREEL VR

eI, ERRILR I FREER 0O E 2R IE B O /fisc i1k L LT DAAC Zi@R LT
HR AT 5 L) HEEEIc RO,

HEEE 1L, ARBR O FZA RMEMATEOREICET 2 KERMLEXRF (FDA) & Ok
BRI, SERZI AL O ARG LOCF 12 X 2 KHlT — & Offise & V- HaiciL, fip
LB CRRO LN REMRITICE D D Z LI L 0 AIEN B SN 2B EanH 5 L g
f#§ =41, BOCF IZ X 2 RMT — & OMEENHELRE IR, —FTHFEE & LT, 3R
BIMLIZBEDOETOFINET — X%~ EOEASTOFTTHHTLZ ENEEEE X,
TBIRICSR 2R LT HRBRIC RN IE T 2 BEORIE~OFG 2R OED L5
BE OB ZINE L7 & LT DAAC % EZFEME B OfEhr & L, BOCF % &5y
M SUTRIRI 72 fffiT & Ui Z &2 L=, 20O L CHEEEE, BESHr & LT LOCF X
I% BOCF (2 &= TRMT —Z Z4fi58 LI TRE RICB T DIEIFA T OR—=ZF 4 15
DEALEB LT 7 B REE & AFBEORMAITR T BLXOER 8 0@V THY, WIiulk
WTH DAAC I K DEHTHE RS SN2 2 L 23l L7,

KT EFAAT OR—=AT A SO E{LE (LOCF) (mITT)
B SEEPERR A a T R—=2RT (v | TTRREELEOLEED
Zg g | | poomeR | wE |
(LOCF) ab) [95%1E FIX[H]
7T 2RO | 106 6.5+1.41 53+2.15 -1.25+0.19 -0.78
AFFE 105 6.5+t1.45 45+2.37 -2.02+0.20 [-1.28,-0.27] 0.0028
i+ R AR 2
a)  f/ T RFEIME AR S
b) N—RATAUOEFOEEEIS L PCS A7 AR, Mgt LO&EHAR LT

Loy BT

c) 1 FlZ OV TR G & ORERRNE SN TR, Bf&FHi R O FFAf 14503

14



105 BT o7z,

F8 KRHAATDOR—=ZAF A 6D EE (BOCF) (mITT)
.y SRS R A T Ne2F (v | TR O
S
) BASTEANRE | /5 02 BERIE
Btk | N—RTA ~ pfE
(BOCF) 9)b) [95%15 #E X [t]
7T B REE 106 6.5t1.41 54+2.15 -1.20%+0.19 -0.63
0.0131
ARFHE 105 6.5+1.45 47+231 | -1.82+020 | [-1.12,-0.13]
S + K i 7

a) e/ R E ARYERRGE
b) R=ATA COEBOEIEER LV PCS 2 a7 2IAH, figkdk LORGHEZR LTS

Koo

BRI, KT — 2 OB E NGB E 5.2 5 2 LD, ARREBR O 2 EEHME
H B OfEMTAETE L LT DAAC 2% E L2 2 SITHERT 5 b 00, —ixAIC KT —#
DB T DL LT BT RN 0D, i /fise 7k 35S < BT & I
Tz, RBAE LR L. £ LT, LOCF 38X BOCF |2 X 5 /RS 5 4 R ORER
AR DN Z LD, ARBREGE O A MBS 2 w2 R & 2R BBIZ 22 d D Lof]

kL7~

3.3.4. 2ECRR

1. EFRREE S OAGRER N R
http://www.info.pmda.go.jp/approvalSrch/PharmacySrchlnit

2. HHEWEE

http://www.info.pmda.go.jp/shinyaku/P201300010/671450000 22200AMX00297 Al

00_3.pdf
3. HIEHEORHBEE

http://www.info.pmda.go.jp/shinyaku/P201300010/index.html
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http://www.info.pmda.go.jp/approvalSrch/PharmacySrchInit
http://www.info.pmda.go.jp/shinyaku/P201300010/671450000_22200AMX00297_A100_3.pdf
http://www.info.pmda.go.jp/shinyaku/P201300010/671450000_22200AMX00297_A100_3.pdf
http://www.info.pmda.go.jp/shinyaku/P201300010/index.html

3.4. Dry Powder Mannitol : FDA & EMA TDEEFH]
34.1. X

Cystic fibrosis (ZERIVERHELE) DRI L L T Dry Powder Mannitol (P%iit44 Bronchitol)
X, A=A 707 (6L L&2X%I4), EU (18 %L LA %f5) TEALEIL 2011 4, 2012
AR ENRTWD. —F, TAU B TIE FDA (27T 2013 45 1 A 30 BiZB»n7-
Pulmonary-Allergy Drugs Advisory Committee (PADAC) {ZC, Phase 3 7k CT& % DPM-CF-301
B L O DPM-CF-302 B OB ZIMHEOFE R ICHOWTiER Sz, 1 IEEIE 2 Dry-Powder
Mannitol (DPM) #f & Control B TEWDH U, KA B = X LMENFHEIRFOFEE (MAR)
LRI 5TV, KT — % OB WEBEIZH N - 72 ZOFER PADAC THFEF S
T, FDA N OEREHEOLNZR D >7-. 72 CHMP IZBW T HERBIIEIS ShiZ b Do,
DPM-CF-301 3 & U DPM-CF-302 #Bk DA 2hPE D EEMATHERICE L, Pl XIzL bR
RN SN, BRESTNER SN TS, AETIE FDA 3 L0 EMA OFABEEIC
BW T & o T KT — X IZET 2 FHIZOWTHIET 5.

DPM-CF-301, DPM-CE-302 B D7 A »

Phase 111

BT A CEERRIATHER R

Primary endpoint | 5 A U7 A7 FEVI OfExt 7 (ml)

Primary analysis | Mixed model for repeated measurements (MMRM) across the treatment period

(Visit 2/Week 6, Visit 3/Week 14 and Visit 4/Week 26)

3.4.2. FDA BEEH
3.4.2.1. PADAC TOE#H

LR @ 5 PADAC D il 7 o 7o, AREEFCIIKMT — 2 352 28BS\ Rl
.
o HMEDHREIZDONT
> HEZIEHAT A= ET U ARTSNE S D
< HIEBEIEOBEWE LORHEIT — 2 352 5582 O T
> RBENHTIZ L D FEVI OfERIZONT
> BRI F ORI 72 24 512D T
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o REMT—4
> IBTERI R ZRPEDEERIZ OV T
o /NETOMISIZONT
> AEOTETUALFFRTELLRENT 0T 7 A VInE D D

3.4.2.2. #RBRAE R
3.422.1. Hi-EE

% 9 Pattern of Withdrawal (Missing FEV1 Data) by Treatment Group, N (%)ITT Population
(Dry Powder Mannitol Advisory Briefing Package, Table 3 & ¥ 5| H)

Study CF-301 (N=295) Study CF-302 (N=305)
Number  Percent Number Percent

Number Missing Missing Number Missing Missing
DPM f#
Week 0 176* 0 0 184 0 0
Week 6 156 20 11.4 174 10 54
Week 14 132 44 25 167 17 9.2
Week 26 116 60 34.1 157 27 14.7

Control #%

Week 0 118 0 0 121 0 0
Week 6 112 6 5.1 119 2 1.7
Week 14 103 15 12.7 116 5 4.1
Week 26 89 29 24.6 111 10 8.3

*Adapted from FDA statistical briefing document

AN DN HIRE D 5B, 26 WO _HE K Z DPM-CF-301 55 TI3K) 66% DR
#, DPM-CF-302 iR CTI3H) 85% DR FE 356 T Lz, B 45175 control # (DPM-CF-301
R 28%, DPM-CF-302 &k 12%) (2t~ DPM #f (DPM-CF-301 &k 37%, DPM-CF-302 7
BR17%) OFRELIAEL T, P IEBHITAEFES (Cystic fibrosis DL & Te)
LR IC L D RIE OMIEITd - 7.

3.4.2.2.2. FANTHE == FfET (MMRM)

3 10 Primary Analysis-Absolute Change from Baseline FEV1 (MITT Population)
(Dry Powder Mannitol Advisory Briefing Package, Table 4 L Y 5| H)

DPM Control* Treatment-Comparison

400mg DPM 400 mg — Control

17




LS mean (SE) 95% CI pvalue

Average effect from week 6 to week 26 (LS means (SE))

Study 301 118.0 349 83.1 (22.2) (39.5,126.8) <.001
(m=157, c=112) (15.3) (17.4)
Study 302 106.5 52.4 54.1 (28.5) (-2.0,110.3) 0.059
(m=177,¢c=120) | (22.4) (25.6)

*Control consisted of 50 mg inhaled mannitol which, based on the results of study 202, was felt to be an ineffective does
SE=standard error., m=manitol (DPM 400mg) #¥, c=control

For Study 301, the p-value, LS mean, and LSMD obtained from an MMRM repeated model with change from baseline in trough
FEVI1 as response, and the following predictors: treatment, visit, age, thDNase use, baseline FEV1 , disease severity (baseline
FEV1 % predicted) , gender, region, and subject (as a random effect) . This is the model pre-specified in the SAP for study 301.
For Study 302, the p-value, LS mean, and LSMD obtained from a similar MMRM repeated model as was specified in the SAP for

Study 301; only difference are replacing region with country and adding the visit by treatment interaction term

DPM-CF-301 &l Tld Modified ITT 22 (MITT : ITT 221D 5 5 Week 6 L 0 giflcH Ik L
TERER 2 BRN B &P BUTHRNT LTRSS, X=X T A b O FEV, (ML) OUSGEED
FHEE G - EIfEIL DPM BEC 118.0 mL, control #£C 34.9 mL CTH 7=, 26 il DOIREI KD
TEHRENRIE, control HEIZKF LT DPM FEIEHERHFIIICAE TH -7 (83.1 mL; 95% CI (39.5,
126.8)). DPM-CF-302 #BR TIZTX—RZF 1 225D FEV, (ML) Dokl O T 5 7 V-1
fE1% DPM #£ 106.5 mL, Control #£ 524 mL TH-o7=. L LN D, 26 EOEE 2@ L
T2 2R DRI R DPM BN EEH A TH - 725 DD (54.1 mL; 95% CI (2.0, 110.3)), &
TE LT DA EKAE (0.0498 FRIE « PRHIENT 2 —EEGHE L CUNe) ZElR T 52 &8 T
o Tc (p=0.059).

3.4.2.3. FDA reviewer D %/&

FDA @ reviewer |ZHFEE DR L7z EELOANIEDFEHTIZOWTIRD L 9 iREE 20T
TV,

b EELDOIL, control AEIZLLDPM BEDIZ 5 AIEEICEE LR Lo R4 L
TEBOARYH L 72> T D, MMRM [EKHI A 77 =R 578 MAR OEIZ 24 725 B3 5
%73, Bronchitol D X 5 72356, DD %< OPERA SR OB ORITEMIZ - THH
DRGNS IREEC 22 DEAITITE LT, oF D FEHORBLE NS4 5 L, FEV) O
—ATAInLOEEEER L7 MMRM OIEFNREOHEEMEIXEFE X 56O TR
V. EBIT, INHOHTIZRVT, HEEEMIT ITT A T3z < MITT 2 W Tk
Y, MMRM E7/LiZ DPM BED @O IEEIS OEWAHETIZEE L TR & v ) 1T
BMTHoT-.

3.4.2.4. FDA |Z X A BINfiEtT
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FEFIHEIEOFIEEEOE NS L, BYRIEFIZE D7 ITT £H T EEFHE
HHE D VAR X —fiihr 2 3k L 7=,

-
I =]
& &5 & 2 =5 8 & =

(Based on ITT population)

e
=

Percentage of Patients in Category

=

0

DPM-CF-301 DPM-CF-302

100 mL 100 mL

oo
& a2 2 2

(Based on ITT population)

ow
2 5

Percentage of Patients in Category

=

0

< |z |2
200|200 |-150
~* Control 100 | 67 | 66
-=DPM | 100 | 61 | 58

X 3

> S -, - < > > > > - -

= >50| > 2150|2200 | 250 | 2300 | 2350 | > = = = = =50 = 215022 =250/ 2300 | 2350 | 2400
00, sg | 20| 230] 2100|2150 2200 2250|2300 2350 2400 290 | 200 |50 | 10| o | Z0| 230 2100|2150 2200|2250/ 2300 2350 =
60 | 52| 43|36 28|20 [15] 9 |6 4|3 ~* Control 100 | 71 | 63 | 60 | 52| 46 (40 | 36 | 29 |27 |22 | 18 | 14|12
55|53/ 4841035 |51 | 2 17| 12|09 |7 -DPM [ 100| 75 | 70 | 64 | 62| 57 |53 | 46 [ 36 [28 |21 [16 [14 | 13
Change from Baseline in FEV1 (mL) Change from Baseline in FEV1 (mL)

Responder Analysis for Observed FEV1 Change from Baseline to Week 26
(Dry Powder Mannitol Advisory Briefing Package, Figure 1 & ¥ 2itZ)

26 #IEFD FEV1 D_—2 T A B DZELEIZ OV T, =200 75 +400 mL 04 PH CREME
EEGE L. BMEZ &1C, $BRE 2 1a WA - TR R A U7z, x BB %, y dilix (ITT
HLHNZxLT) H2BMEICBIT DIREE RS LI RE oFI& 2R LTV, Rk DPM
BE, BT control B2 R L TV 5.

WG D7 7 7L 612, 100%0 58 60%FE THRANZEIRIZTEL TWDS Z Ebnb, =
T FEEIE & —F L TWb. FFIZ DPM-CF-301 #RBR(Z3 N Ti control AHIZ b~ DPM &
DHIENZNZ L35, Ik L7z#ERE % failure & L CTHIE L2728, BEME/HNI W

B ECORFMEIIMRNEERIC R X720, 0% DPM #£0 FEV1 OX— R F A v DAL

BEORBMENKE <725 T & 1T control BEIZHEREWEIEIZ/ > TS [T & A EDEATRER
(DPM #f) 23F# (control #) LV EAHERE L TW5].
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7< 11 Responder Analysis Results for the Primary Endpoint at Week 26 (ITT Population)
(Dry Powder Mannitol Advisory Briefing Package, Table5 & ¥ 5] )

Response Definition DPM Control* Odd Ratio 95% CI' | p-value
400mg (DPM vs. Control)

Study 301

ITT? 176 118

FEV1 absolute increase>50mL 73 (41%) |42 (36%) | 1.23 (0.75,2.02) 0.420
FEV1 absolute increase>75mL 66 (37%) | 35 (30%) | 1.34 (0.80,2.24) 0.259
FEV1 absolute increase>100mL | 62 (35%) | 33 (28%) | 1.31 (0.78,2.21) 0.312
Study 302

ITT? 184 121

FEV1 absolute increase>50mL 97 (53%) | 48 (40%) | 1.99 (1.20,3.31) 0.008
FEV1 absolute increase>75mL 92 (50%) 44 (36%) 2.01 (1.21,3.35) 0.007
FEVI1 absolute increase>100mL | 84 (46%) | 43 (36%) | 1.69 (1.02,2.80) 0.041

*Control consisted of 50 mg inhaled mannitol which, based on the results of study 202, was felt to be an ineffective dose

1. Logistic regression with treatment, hDNAse use, region (or country for Study 302) , baseline FEV1, gender, age, and FEV1
severity at screening (SAP pre-specified model)

2. Included the patients who dropped out before week 6.

(Source: FDA’s Biostatistical Review, Table 8)

R L7z b AR B — AT OWT FEVI DR— 2T A VIS DL EZ WL O D%
B (OD7e< &b 50mL PA RS, @4 7e< &b 75mL DL EdGE, @2 7e< &b 100mL
YA b)) & U TR Z T 72, 2 O Cid 26 38 £ 0 A ik U 72 iEBHTIRRRRE
L7

Z DOFER, DPM-CF-301 iR Tl & L CIIEE R o720, X—RA 71 2V inb oD
FEV| OZAb & OB 2 ER L 72 E OFIG OREM 2213 & OBME T b MEH PR A EAT
X720 7= (p fE 0.259-0.420). L 7L DPM-CF-302 iABR CTII-X—RA T A 25D FEV, D
At B B A K L 7o BRE OFIG OFERIZEI2 2V T EORIE T b #EHEN e A E =R
oz (pfE 0.007-0.041).

HIEBI SN TR > TWD Z L2210 T, RUT — X Z2ITCEDTEA L&D
WIGAT, AMEORERIC BN o722 EIFFEHTRETHHo 7.

3.4.2.5. FDA O#E#

L O#RERE 2, FDA IFKRO LS afkima i LT 5.

P SRR, 6 HELL L O FERAMERRAEAR S 253 % WA 0> manniitol 0 il 2 S
THRET 4w N AT RT U AEGRTSHZ LIXTE R0,
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DPM-CF-301 #Bg CIZiaHIC B 2 B8 d ik 2 AT C5E L T 59, DPM-CF-302
B CIXIEET Y RARA V D CHHZNAE BN Z R T Z ENTEX Ao 72720, 2 DDiERK
RERICEESWTHRNE LT 5 2 & i3mi) cidz .
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3.43. EMA BEEH]

3.43.1. EMA IZ L D%
DPM-CF-301 &R CTIE, 1R 26 MOTE T 245723 L T 30%DEHENFIE L2 s v
b%f RN THEII R Z YN EB L2 b DO TIER o7, S5, HFEHEICL DK
—H DFER~DEBOWBRNA T THoT2120, < OBIMOFNT « ENLE L S
ﬂé&%z%hﬁ MMRM O FD x| %owf%ﬁ@%@uﬂxh@%iﬁﬁ%%nk
EOHFHEH O FRITZ T AN SR, FEIZ, DPM-CF-301 i8R T3y o mhIEEI& 3K &
W2, SFRNCEHE S 4172 MMRM I K 285 RITTER DR 2 KR L T\ 5 & & 2 bil.
ZDT, FEROEBNEE ST D 12 OIRE ST O£ 2 B FEE IcEE L.

3432 BEZTONE

FALL Lo H IEEIS & MMRM O D 2 £73, Bronchitol DIEHELN D KX SI2ktT 5
R bl b T HERE LTET Lo, PIREGETEU ECET2bDo0, Dk
b 1 DL EOFRERPRE S TR FTRE CTh o 72 B E 90% 22 T Y, Fofdiii
FCORBEPIEFIGORE S (F 12 N At least 3 post-baseline observations) THIKri 5 & K
WDOBHERN 72 B AW IGHE L T LE > TW D ATREMEDR & 5 .

# 12 The availability of data for the Studies DPM-CF-301 and 302
(CHMP assessment report: Bronchitol, Table 6)

DPM-CF-301 DPM-CF-302
Post baseline data available Bronchitol Control Bronchitol Control
N=177 N=118 N=184 N=121
At least 1 post-baseline observation 159(89.8%) 113(95.8%) 177(96.2%) 120(99.2%)
At least 2 post-baseline observations 135(76.3%) 104(88.1%) 164(89.1%) 116(95.9%)
At least 3 post-baseline observations 114(64.4%) 84(71.2%) 157(85.3%%*) 110(90.9%)

*JLERTIX90.9% L FE ST and | FRELTIEL b A D TIEIELT:

FESHTCIE, CHMP X W 2R &7= LOCF & BOCF % & Tekk~ 72 )71k % WV CRMlT
— Z MTE S LTz RIS IOV DT FiE L EOHEEM & LT, ANCOVA IZ X% 26
R R OZNE, & L <I1E MMRM IZ X 21688 208 U7 FE 2l Ran@ IR s ufz, LU
Fhii S NS IRIT DM TH 5.

LOCF : LOCF (Z &Y 26 RF D KT — & 2458 Lo, FEFERED FHI IE5 23 %k FREERE
L0 b2, RN RSHIF SIS, i7Etk ANCOVA T L7z,

BOCF : BOCF (T & V) 26 B D KT — & 2455 L7z. LOCF £V & & HITIRSFHIZHE R
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BHIRF S D, MiTE% ANCOVA TR L7z,

MI : ZBFHI O RFIT — % 2 4fi5E LVERR L7277 — % %2 MMRM TfEHT L, Rubin’s rule %
WCHEEME A SR oD 7.

Pattern Mixture Model (PMM) : MI % W TR O RHIT — Z ZHi5e LIER LT T — 4 &
MMRM TH#EHT L, Rubin’s rule W THEEEZ kD72, 7eds, HEOKRT —&2 036 D4
BB IZ oW TIEMEEICAAT T 4 25 27 (1 BIEOXKANZIE 20mL, 2 [8 H O KA
1% 40mL, 3 =B HDOXKANTIE 60mL D<F /LT o).

forest Sensitivity Test: Relative Change from Baseline in Percent Predicted FEV1(%)
Diff(95% CI) n
CF301:Primary(MMRM) L —— 3.51(0.96,6.06) 269
CF301:LOCF(ANCOVA) : —— 3.21(0.34,6.07) 295
CF301:BOCF(ANCOVA) ! —— 2.75(0.40,5.11) 295
CF301:MI(MMRM) | L 5.74(0.53,10.96) 295
CF301:PatternMix(MMRM) ! - 5.52(0.32,10.71) 295
|
CF302:Primary(MMRM) —— 3.59(0.29,6.90) 297
I
CF302:LOCF(ANCOVA) —— 4.02(0.26,7.78) 305
CF302:BOCF(ANCOVA) :—.— 3.90(0.29,7.51) 305
CF302:MI(MMRM) e — 2.82(-0.66,6.30) 305
CF302:PatternMix(MMRM) Y 2.75(-0.74,6.24) 305
T T f T T
-10 -5 0 5 10
Favors Control Favors Mannitol
Difference(%, Mannitol vs Control)
ANCOVA:cross—sectional ananlyis at Week 26; MMRM:longitudinal analysis for all treatment period

4 Forest plot of results of sensiticity analyses — DPM-CF-301 & 302
(CHMP assessment report: Bronchitol, Figure 3 £ ¥ %)

RPNT— 2 I8 BB~ 2 D A FNEZ R T 572D, ERLORRE ST 2N FEh S 7.
Z DOFER, LOCF-ANCOVA & BOCF-ANCOVA [Z T A#HTIC AV /2 MMRM & [R5
X MMRM MGET 5T T VO ARHEFEME~DB SRR S,

MI & PMM (viaMI) %, MAR & NMAR @ 2 DD KM A J1 = X LD ARENVEZ Wi 5 72
WIZENE L7-. DPM-CF-301 38R MI & PMM O 1%, #i5ei & 5 AR R X
DASHEXNIAL 2o 7=, FE2 7220y DPM-CF-302 RBRIC B W T EHE K O 21k
Eholz. Ml & PMM OFERIZENTE, FEROFMENKARLE L TR L.

L EDRREE T OFER D, WBRIRIL, T FECIO T —HL TS Z LR S
.
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3.4.3.3. CHMP O#ERR

MR T MMRM (2 X2 RBEZNROHEEMIL, CHMP OZERIZ LY FEfi 47
LOCF-ANCOVA 35 & 1 BOCF-ANCOVA (2 L B f#hir & —E LTz,

HI 3 O JRER B E AT O FERIC L 0, FIEKIANC X 2 55RO AR FEMETSZ I A Al ie
EYIWr S e,
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3.4.4. BEER

1. Dry Powder Mannitol Advisory Committees

http://www.fda.gov/AdvisoryCommittees/CommitteesMeetingMaterials/Drugs/Pulmonary-AllergyD

rugsAdvisoryCommittee/ucm329187.htm

2. Dry Powder Mannitol Advisory Briefing Package

http://www.fda.gov/downloads/advisorycommittees/committeesmeetingmaterials/drugs/pulmonary-a

llergydrugsadvisorycommittee/ucm336995.pdf
3. Pharmaxis flA— AL ~2—

http://www.pharmaxis.com.au/

4. CHMP assessment report: Bronchitol
http://www.ema.europa.eu/docs/en_GB/document library/EPAR - Public_assessment report/huma
n/001252/WC500130591.pdf
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http://www.fda.gov/AdvisoryCommittees/CommitteesMeetingMaterials/Drugs/Pulmonary-AllergyDrugsAdvisoryCommittee/ucm329187.htm
http://www.fda.gov/AdvisoryCommittees/CommitteesMeetingMaterials/Drugs/Pulmonary-AllergyDrugsAdvisoryCommittee/ucm329187.htm
http://www.fda.gov/downloads/advisorycommittees/committeesmeetingmaterials/drugs/pulmonary-allergydrugsadvisorycommittee/ucm336995.pdf
http://www.fda.gov/downloads/advisorycommittees/committeesmeetingmaterials/drugs/pulmonary-allergydrugsadvisorycommittee/ucm336995.pdf
http://www.pharmaxis.com.au/
http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Public_assessment_report/human/001252/WC500130591.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Public_assessment_report/human/001252/WC500130591.pdf

4. RERROFELD
5 3 MR 7R & oo R
No | K45 W4 — x4 VG aE! KEGRPR FR* S E A ik Cﬁrﬁéﬁﬁ S o
(B AT)
1 FDA XEOMIN INCOBOTULINUMTO | 2010/7/30 SHI A b =T -TWSTRS #2227 @ %4t | - BOCF-ANCOVA -OC-ANCOVA 6%
XIN A = -LOCF-ANCOVA
- MMRM
-JRS HSEEY 7 A a7 D% | - LOCF-ANCOVA -OC-ANCOVA - 6.4%
b - MMRM
-TWSTRS HEJEE 2 27 @ | - OC-ANCOVA “Imputed 2FE : € | 2.6%
I B o b )
-ANCOVA
-JRS & A a7 DA - OC-ANCOVA -BOCF-ANCOVA 2%
- Imputed (H£F-45)
-ANCOVA
2 FDA GILENYA FINGOLIMOD HCL 2010/9/21 L MR AE PR (FFH5) - Negative binominal | - PP £ %}3 2% | D2301 70k
regression Hrop & (RMT—4% | - P:20.6%
W DR | - 0.5mg : 13.2%
T STV e | 1.25mg22.6%
V) D2302 7Bk
- IFN : 11.3%
- 0.5mg : 7.7%
© 1.25mg : 13.4%
3 FDA LATUDA LURASIDONE HCL 2010/10/28 | #oE ARIE "BPRS {8 2 2 7 DAL & - LOCF-ANCOVA -OC-ANCOVA D1050006 55k
- 66%
Reviewer analysis D1050196 78
- MMRM - 45%
-PANSS #8227 D2 L E | - MMRM - LOCF-ANCOVA D1050229 75k
- 34%
D1050231 #kBx
- 38%
4 FDA VIIBRYD VILAZODONE 2011/1/21 bRe) “MADRS #2227 D% ki | - LOCF-ANCOVA - MMRM Study-7 #5R
HYDROCHLORIDE - P 19.1%
Reviewer analysis -V :19.6%
Model # %5 L 72 MMRM Study-4 7R
- P:24.9%
©V:259%
5 FDA HORIZANT GABAPENTIN 2011/4/6 o PP EGERE | IRLS R 2 7 & k& - LOCF-ANCOVA SFLER L XP052 B
ENACARBIL - CGI - Logistic regression - P:14.8%
© 1200mg : 12.3%
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Reviewer analysis

- LOCF-Logistic regression

XP053 #BR

- P :20.6%

-+ 600mg : 9.6%

© 1200mg : 13.3%

FDA

POTIGA

EZOGABINE

2011/6/10

T A AERSY FEA A
Bh3R

AR O R R

- Non parametric rank
ANCOVA

Reviewer analysis

BRI A N B R L
T fi b

CFEAERI B A S L T
fEHT

-Model (it 7% % #%
B)EEHLTHLUL

FRAT 2 SE N (T

— Z T D SR
INTIERE ST
1/\7331,\)

301 Bk

- P:17.1%

- 1200mg : 36.6 %
302 R

- P:151%

- 600mg : 25.4%

© 900 mg : 31.5%

FDA

AUBAGIO

TERIFLUNOMIDE

2012/9/12

% FEVERALAE

TR ()

- Poisson regression

Reviewer analysis
- LR L

- LR L

TESMO
- P :28.7%

- Tmg : 24.9%

© 14mg : 26.5%
TOWER i
(ONGOING)

- P:19.7%

© Tmg : 22.4%

© 14mg : 21.1%

FDA

FYCOMPA

PERAMPANEL

2012/10/22

TAM I

- FERRER DAL

- LOCF-ANCOVA

RSB BT
% AT

304 AR

- P 12%

- 8mg : 14%
- 12mg : 25%
305 AR

- P 12%

- 8mg : 16%
© 12mg : 23%
306 R

- P:10%

- 2mg : 14%
- 4mg : 8%

- 8mg : 14%

FDA

TECFIDERA

DIMETHYL
FUMARATE

2013/03/27

2 FEVERALAE

- Cox regression

- Logistic regression

Study301 75k
- P:22%

- BID : 23%

- TID : 23%
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SRR (L) - Negative binominal | - PP £} 3 2 /% | Study302 7k
regression Brig& (RPIT—4% | - P:23%
(RS DIREEHT | - BID @ 21%
A ST e |- TID : 21%
V) © GA : 17%
10 | EMA Sycrest asenapine maleate 2010/9/1 R i <GSR FE > Short term: Short term: Short term:
(Gt & JFAE D) | Short term: - LOCF-ANCOVA -OC-ANCOVA © P:43-50%
HHFELTWDA, | - PANSS &1 k& Long term: - MMRM - 5mg: 37-53%
HMEN 8 57 | Long term: - (LOCF)-ANCOVA -BOCF - 10 mg: 33-43%
noi-tmw, AR | - PANSS 02 i *MMRM Long term: Long term:
ATVl . NSA 2 a7 OZLE - LOCF-ANCOVA, |- P:40-62%
OC-ANCOVA © 5-10 mg: 30-62%
< WU R > Short term: Short term: Short term:
Short term: - (LOCF)-ANCOVA -OC-ANCOVA - P:39-42%
- Y-MRS O & Long term: - MMRM - 5-10 mg: 33-37%
Long term: -(LOCF)-ANCOVA Long term: Long term:
- Y-MRS OZA & -OC-ANCOVA - P:47-67%
- MMRM © 5-10 mg: 38-62%
-BOCF
-MI
11 | EMA Xeplion paliperidone palmitate 2011/3/4 BeA K ARIE Short term: Short term: Short term: Short term:
- PANSS OZ AL & - LOCF-ANCOVA LR L © P: 57-68%
Long term: Long term: Long term: - 25 mg: 47-48%
- B E CORFHE - Log-rank test CEOER R L - 50 mg: 41-48%
- PANSS OZ AL & - LOCF-ANCOVA © 100 mg: 39-46%
- 150 mg: 45-60%
Long term:
- P:59%
- A:50
12 | EMA Gilenya fingolimod hydrochloride | 2011/3/17 2R IE B (U - Negative binominal | - PP ££[|Zxf3 % fiF | D2301 7Bk
regression Brig& (RPT—4 | - P:20%
WZXFT DR SHT | - 0.5mg : 15%
T ST e | 1.25mg : 25%
W) D2302 R
- 9 50% (TEFEIR
360 H)
13 | EMA Trobalt retigabine 2011/3/28 TADA For EU: For EU: For EU: - P: 15-16%
- Responder rate - Fisher’s Exact test kR A © 200 mg: 25%
For US: For US: non-responder & 4% | © 300 mg:32%
- R AR DAL R - Non-parametric rank | 7 + 400 mg: 37%
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ANCOVA

For US:
CFLE e L

14

EMA

Fampyra

fampridine

2011/7/20

% I IE

VAR E—EIE
(RPN ) v L AR A L

==X
JE 3%

- CMH test

RC#ZR L

203 R
- P:2%
F:7%

15

EMA

Fycompa

perampanel

2012/7/23

HATADA

VAR E—EE

- LOCF-CMH test

-k A
non-responder & L

AT

304 AR
- P 15%
- 8mg : 15%
© 12mg : 25%

16

EMA

Adasuve

loxapine

2013/2/20

RO
e E RAE

-PEC 227

- LOCF-ANCOVA

RC#ZR L
(RPN T2 o T2
7=)

- 0%

17

PMDA

YA B T TRV 20mg,
[@ 71 7" /L 30mg

T an X T MR

2010/1/20

-

2D

-HAM-D17 G5t O 2 &

- LOCF-ANCOVA

-OC-ANCOVA

- 5mg: 14.8%
- 40mg: 17.8%
-+ 60mg: 29.3%

- MMRM

- 40mg: 11.0%
- 60mg: 9.5%
- P:9.0%

- PAR: 13.4%

18

PMDA

7 L AHE 8Smg

TANT I

2010/4/16

ANIRAE

- H R A IR

-ANCOVA

RC#ZR L

CCT002 55
- P:3.7%

- 4mg: 5.9%

- 8mg: 6.8%
CCT003 A5
- P:3.9%

- 8mg: 4.2%

19

PMDA

U U J 77 25mg, [AH
TV 75mg, [A 71 7" /L 150mg

FLHNRY

2010/4/16

TR

EJRAAT

- LOCF-ANCOVA

- MMRM

- P 15.3%

+ 150mg: 16.1%
- 300mg: 20.2%
© 600mg: 27.8%

20

PMDA

£ — /7 T8 250mg. [EE
500mg

LRFT LA

2010/7/23

TAMI

- Hh o FEAEIRIR

-ANCOVA

CRC#IZR L

- P:20.8%
- 1000mg: 23.3%
- 3000mg: 19.7%

- HR o SRR O R

- Kruskal-Wallis test

CRLHIZR L

- P:43%

-+ 500mg: 12.7%
- 1000mg: 8.6%
-+ 2000mg: 10.0%
- 3000mg: 14.3%

21

PMDA

AT HEE3mg, AT =
T HE 6mg, A > 7 = FHE 9mg

Y ARY R

2010/10/27

e SR ARE

-PANSS & 2 a7 O &

- LOCF-ANCOVA

-GLHE7e L

- P:65.9%
- 6mg: 33.8%
- OLZ: 36.2%
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22 | PMDA A~V —§E Smg, A~V —8E | A~ T UHERE 2011/1/21 T IV oA <5 “SIB-J A a7 OE b - OC-Wilcoxon test - LOCF-Wilcoxon test | - P: 15.6%
10mg, #A~ U —§E 20mg - Modified CIBIC plus-J ®4 | - OC-Mantel - LOCF-Mantel test + 20mg: 13.1%
e ) it R AR AT
23 | PMDA VI=—/VBEdmg, L I=— | T 7% I RAKFE | 2011/121 T IV NA 7 I - ADAS-J cog DEAb & - OC-t test - LOCF-t test - P:15.8%
JVEE 8mg., L I = — L E | BRI - CIBIC plus-J - OC-Wilcoxon - LOCF-Wilcoxon test | - 16mg: 17.4%
12mg, L I =—/L OD #& 4mg, * 24mg: 30.2%
LI =—/L OD § 8mg, L3 - LOCF-ANCOVA -OC-ANCOVA - P:17.5%
- - - LOCF-Wilcoxon test - OC-Wilcoxon test - 16mg: 19.8%
=—/L OD #E 12mg, " I =—
. © 24mg: 22.2%
VAR 4mg/mL
24 | PMDA A7y F 45mg, [ | VARRF I I 2011/4/22 T NA ==K | - ADAS-J cog DAL & - LOCF-ANCOVA -OC-ANCOVA - P:16.0%
23w F 9mg, [Fl/X > F 13.5mg, - CIBIC plus-J - LOCF-Wilcoxon test - OC-Wilcoxon test - 5o 22.5%
73> F 18mg -MITT. PP M X | - 10 ad: 20.6%
% fiRtT
. o - ADAS-J DI & - LOCF-ANCOVA -ITT+ROD. RND
UINRL F 3y F 4.5mg, cog P2] f % P: 18.8%
. o - ADCS-ADL OZ {5 - LOCF-ANCOVA 2 K DA 10 et 21,850
Fl/5> T Smg. W% F - ADCS-CGIC % =17 - LOCF-CMH test S LR - " ”
© 12mg: 21.2%
7)
25 | PMDA VAL GE Img, VR AZEE | TR E 1 2012/1/18 ARRSE ‘PSG 12 X 5K BIAMEIRTE | - MMRM  (Cross-Over) - PP 4RI L B figtir
2mg, /LR A X BE 3mg 153 kA W & 6o
- FBEEAMC & 2 MR R % — o D o
i
- B I AR TS B - ANOVA - P:5.1%
CRLHZR L © 2mg: 6.7%
- 3mg: 3.8%
- PEAR TR - LOCF-ANOVA B - P:43.4%
RIS CRLAHR L
- 3mg: 39.5%
- OC-ANOVA Pz
- 3mg: 37.2%
- PO AR - ANOVA - P:47%
- PEAR 2D CRLHZR L - 1.5mg: 0.0%
- 2mg: 2.2%
26 | PMDA L7 F A EE 300mg TS F )T | 2012/1/18 VARNVAL w7 A | -IRLS A7 O L& - Williams % 5 HL#L - P:12.6%

JLE L

SiE

- PP #£ M X A fi#MT

- 600mg: 18.3%
- 900mg: 13.4%
-+ 1200mg: 15.5%

“IRLS %2 27 OV &
“ICGI D L AR X —EE

-LOCF-ANCOVA (2 #¥)
- LOCF-Logistic regression (2

#E)

CERGEE QR T

DFFHT

- P:20.6%
-+ 600mg: 9.6%
- 1200mg: 13.3%
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“IRLS A =17 DAL & - LOCF-ANCOVA e L - P:14.8%
-ICGI ® L AR Z—EIA | - LOCF-Logistic regression - 1200mg: 12.3%
27 | PMDA O ==a—7m Xy F|leFdFrr 2012/12/25 | 7X—F 2V R -UPDRS Part Il 532 =7 | - LOCF-t test CRLHZR L L-dopa FEOF 7SR
225mg . @ [d % v F LZRLRALy 72| & PatllGEEA 2T OFID S P 11.1%
4.5mg. @[F/N>F 9mg, i Ealas © Ri16.7%
@Al <> F 13.5mg -UPDRS Partll &3k 2 =2 7 L-dopa ff H7A5R
DA & - P:16.1%
- R:13.8%
28 | PMDA J 7T A MEE 20mg AANTT 74U 2013/3/25 PR—=F 2 R -1 HREMRHICBIT 544 | - ANCOVA (Williams) - P:13.5%
7 K D ZEAL CRCEZR L - 20mg: 9.8%
- 40mg: 7.3%

*

DS ICREER STV D R A
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