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1.5 EEXFEROEZRUVHAEORERE

1 RhVv I ADERRUVER

AHNDEES THD A BRY U X ABRITMRILEDE THLTvF L) Ol
ZIET S Z LI X0 IEE A2 BT 2R E R TH D, 1973 -, Scott HIXZEDIEHIZE
H L., RHELERE 7 CEIRISHA~OEEZ W, KET 7 7 411X 1988 412 AMT/)RX
BREAES & T DA ORI 2B L, 1989 FIKEREMERKME (FDA) |
0 RHE L ORI A 2 k) U Tl O R A BUfS L7z, 2015 4% 10 HBIfE, 5 75 f EuL
T, RHE. IRMGREE . AR, SRMERISH, S, I 2TTHE, KO ORGSO
LI\ DT L CRARBEREG L T D,

ENICB T, 77 0ot CRET 74 40 BARS M, BIEIXER L) 2N
[ —8H (HAICBT DIRGEL - A by 7 2 100 B2, BT (R by 2 2] L))
DEFRBFE 2D | 1996 4, 2000 K% TN 2001 4FIC, Z 4L THRBg At | | [ {0l EE e i | |
DEEPERISH) Z @G & L 727K R %W%Ltom%ﬁnzﬂ L. TSN 7T
7 e AI AT TA MEARESFITAR by 7 ZAOBRIENRFEAGE O AR T,

2009 4E, FT 0V« AI AT T A UHRRE-NR by s 2 ER-BENCH L, TR OFE
&8 (GL) | OEIGIEIZDOWT AR by 7 ZA B R Z VA 50 AL D IRFE4 CRARA IS LT,
ZDH%, R by 7 ZERFZEM 50 BAL (LT, TAF £0v9) ([2onTid, 70 -
T NURAEHE (2010 FFRE%NL) IS BLE IR TEIRRE DKM T AT,

At BN R ONES TN L 72 BRIRRER IC VT THRORER] | ﬁ?‘éﬂiﬁl@ﬁ?ﬁ
PER L EVEDHERE ST Z L6 CYRERNRE A BN % 72 8 O 7K GRS I — AR HKGR
(LAUF, —£HEE) 21792 & & LT,

1.1 BRORBEEHKICOWNT

1.1.1 EEEDORFEHDORERE

BRI OFNERT . G OUGHEIZ J:O’Cfbﬁké?hé LWV T, REAE ﬁxﬁiéﬂé
WL UG &322 5, It & 3510, BEHMEME T LEORE DRV K éi’bé 7=
%@%@%<ﬁ@\@ﬁﬁﬁgﬁﬁﬁboﬂwk%iﬂ\yﬁﬁ(%%%ﬁ@f“ﬁ“ﬁ)
WIZbhidik SN D K o2 s, B OIEE DR, (glabellar lines, LA T GL) . KD # (forehead lines,
PLFFHL), KR OMREFEICAET S hT7 2D EH L (crow’s feet lines, LA F CFL) | 1%, #&
HEBY IR AED Z EICX Bl EHICER SN DM OREN LD TH D, GL TR
R OV Ja il O WGHE LS [ L. FHL VXRTEAR ORI L, £ LT, CFL I F (IR O
AR5,

INHOMORBBELOHEIT, T7ebb, HORIEEIES TV DRI R SN D IREEN DS
BRI B EET A L0 R D 2 ik, EhoEs: —&H L TWb, &ME#EEOD%&O)%IE
X, HEEL, BH, BERA AR Ras o= — g U A~OIERELEEH LTS (Cox
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and Finn, 2005: Khan, 2001; Singh et al, 2006) , #& /) DHFIZIHARIZB W TEETH Y | HFIEIC
X0 BARNZHIFMEO IR TEWEIS THHOEFUCATHEZE T TWND Z LR
SNTWD (Bteoffetal., 2004), L7223> T, ZH D DB DDA N4 T2ERIR
FRIZED . BERARANCEHKRPOIZERDODH DR T 4 R HTEHINH0E Ltz

1.1.2 BEROKRIERDAEE

1.2

AHNT & 2B OB O R OUEEE O FERHN Az [\ LS5 EFIRRITHT D5 NED
BEVICIFZ OFERD B D, BEE ORI T 2 LA LE L, %< OFEL THEMIZZ T
ANLBHILTETWD (Sarwer et al, 2005), H AT, IR JE PH X QR IGEIEC B o 5 £ B 1Y
WLENERIGREO K E 7285 %2 5D, CFL OREIL, BLOBEOEZ KD 5 H AN R
HICELH->THETHD,

AFNE, B OBIER S L TENTERRZZ T TV HME—DEELTH 505, #ikiE [JE
BOREB RO TV D, LarLan b, BHER AR TIEZ < Ot O 1EH Al
NZ OO EE O DOIEHE & L THISIMIEH STV D A CUIM D & 5 W 2 #hikE8)
(TIAN DA ZINE Je V22 M2 0 (CERfRE U ARAI O E F A BI T 5 o 2kl 2 sz i T 1=
K o TOHRHANENLENETHD, Leh->T, Ak, THRORIGEH] OXEEEL BN
TR, AAOLZEREN OO OEGGEEMEESND L EZBND,

FRFEDER

AFNOGIRBFE 7 7 7T L Of%HER (8 SORRARER [MEsh 5 38Rk - EN 3 3R] 0 E e
H) &M 1.2-1 28N T 5,

1.2-1 BAFDIEER

b, WA R ONENTEE L7- CFL 255 & LT AFI O IRRER DO ZF N ZF o0,
Bk & AT AR R OHEME 2.7.6 Hx OREBROE L DIZHRET 5,
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121 BB ITH5RRDER

1992 4, Carruthers 5728 A ARV U X ZAFRIZL D JEHOREBROBEPIEI L2 L&
MO THE L, 2002 4, KET 70 AR, THEEGEEO B ORER O LO—
RFA 7203 ) 12xF L C FDA O Z B L7z, 2013 -, FDA 135 2 FHaBR (512 38R, 514
HBR) KOV 3 FHERBR (098 3ABR., 099 3BR, 104 3BR) OREIC S & H RO #EES (CFL)
DOIBNNENSZ AR LTz, BEU EICBW TS, RUT—ZIZESE, 2013 FICAAID CFL
BT AR E RS LTV D,

1.2.11 B E 2 tHEER (512 BHER)

6 & H B OARER CIx, IRKBRERHCPEE D EED CFL 281 2 AgERE (18~
65 %) (CAROEHE O E (BA[UITHE) Z&5 LIZBEORMMER et Es, 77tk
RaERR & U Crhulset Lz, BRI 10 Sk 651 162 6l 2 8 &k U7, #RE 2 A%H| 36 H
PEEE (N=233), AAI 24 BALEE (N=31), AA| 12 HALEE (N=233), AAI 6 HALEE (N=33)
KO Z72AREE (N=32) 12 1:1:1:1:1 OFIA TEIELIZEID ()72, 1 BOEETIE, Bl
fEA7 (4% CFL fEHIR) 45 3 §AZ2IC 1 #BA2&7-0 0.1 mL, ARk 6 MALICiE G L=, 1 H BICH
Bra (CHREE L, 180 HH (GREAIRT) £ CTRBEIZR L, AMEoOHMEER X, FWS (4
B¥PEDD 72 D BEEEMEAL T A A& BEEBRE) & HWIZERIZ L D CFL OFEREERHM & O
KR 2 2R R 2 - W T ol k57 7 b A (PRO) 2 & L7z,

PR A -

® EEENGFED CFL OIRHE TIE, AANZ T 774K & ik U CHEIZHEB L2 en
O BAIVTE, ARH 36 BALRER N 24 BAAEEIZIB WD THRRDBUG B H LT,

O EBREAT (HrfH) [EAREPEBRE I X DO I8N T, AFIE G4, RKEIERO
CFL O RLOMEIHNCA B2 SGEN . AH 36 HLATHEE, 24 HALEE KON 12 HAZRELC 120
HEEFT—-EBLTAHALNT,

® — 2T A LUWED CFL DREICRE D £ TORFRIIAA] 24 BN E TR b EN- 1208 16
FRAD i LUK 36 BAALRE & 24 BAATRECRIBECTH - 72,

O AANZLDIBRIIZETERMENBHTHY B0 T a7 7 A MIT TR LRk
ThHoT-,

1.2.1.2 B E 2 HELER (514 FER)

3 & H B OAGER Cld, e RKERBERED CFL OFLE RSP G & T, e KB IRRF O FHL
OFEEENERPE PR X XE T, MO KERIERF D GL OFEEEANHAL | 2 FE XX FE DRk
ANEERE (18~65 %) A XTI, AFNOEE DO HEDZ MK OFH % 77 &R % %t
LT RmET Lz, AREBRO BRI, AHKNZ LD CEL OGN ARIBRE D FHL X U'GL I
RIETHEBEOGEEHENDOD L ThHhoTm, BRIND 7 %NS, 197 BN EEGR Sz, #5R
Fa AR 36 HALEE (N=49), AHAl24 HALEE (N=49), AAl 12 HALEE (N=50) KOVT'T
TARRE (N=49) (2 1:1:1:1 OFEE TEEAIZE 072, 1| FOBEE T, ALl (%
CFL fHIk) 45 3 #ALIC 1 5L &H 720 0.1 mL, &t 6 WAL G- L=, 1 B BICHBRE (2R
BHL, 90 HE GREKT) oRIBEZELT,
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TS S

® A& XD CFL 8%, FHL X GL OREICE(MIZR D bR -T2, L LARR
5 ARIOETOHET, 77 BRIZH T CFL O FHFMICABEREWEN BT,
AH 36 BHALEE KON 24 HAGZHELS 12 BAZERICHE AR TR ERUENR A LN DD, 36 H
Pl 24 BAZLICHARTE SR B2 b0 LiIdBxonhoT,

® ARBRTHRHLEZAFHEOWNTIICONTE, ZeMEDBRAITIRD bRh -7z,

1.2.1.3 B 3 fEEER (098 EAER)

5 1@ H B OARER TId, I KBERHCPEE L EED CFL 283 5 AWERE (18 %
ULb) ICAKIZ B LB MER O L et E, 7T v R e e L CHlsa Lz, A
ARBRIC i&k*&@&“%u%m %75 445 B D3RGk ST BRBRE A L ARHI 24 BAATEE (N = 222)
KO 7 2REE (N=223) (21:10EEGTERIEA(L L, &&R5EO 1H], 52 HloyEsk
%WHW%Méht%@@%ﬁm_ﬁ% R &l S, 5% 50 2 RN iR ER % ok
L7z B 1] (7Z2REE) T OR VI L 0 EIEAE Y (T SN2, 77k
RO %252 F 7=, 1 [EOIEHETIE, 4 CFL ik 3 0L, GFF 6 SALICAH 4 AL E 72
X778 RE®RE L, 1| BRICHEBRFICHREERS- L, 150 HE GURKET) * CRE#ls
L7,

AR AR

® KF| 24 BALIIZ AT, AFEMNRIETHY  CFL ORRE 2T 5 Z £I2XL Y CFL ©
AR EAEIIUET 2HEFE ARG TH D, T OWBFNRITIG% 1 BFE TR S
AV & SR DR N LIE ST T R

1.2.1.4 By 3 HEELER (099 FHER)

7 & H B OAGRER Tl e RERIRIF IS PSS ) & E FE O CFL M ) GL 2 F 3 5 R AR &
(18 7k LA L) 12695, Al 24 HALIZ L D CFL DA DIENE KN, AH| 44 HEALIZ L 5D CFL
& GL DOFIEFEMR (CFL+GL) OAIMER VLZEME 7T v R 2wt E U CHBa L=,
AFRBRITIT, AR OFRM D 34 fagxh D 917 GBI BER ST, #BRE 2. KK 24 BATRE
(N =306 ; CFL [ZAA 20 ALK N GL 127 TR A2 #5.) . Al 44 BALEE (N=305 ; CFL
([ZAH 24 BN KON GL 12 20 B2 5) KO 72 HREE N=306; CFL X U'GL 7' 7+
REHKE) 12 1:1:1 OFG CTEELIZE Y A1F7=, 1 [BlOIRPECTlE, CFL 8O 6 $BALL Y
GL fHI D 5 A0, Bt 11 HALICHE G Uiz, geBrE i 1 B H ROV 120 BIZ 2 [R5 L. 210 H
H GRERIET) EoRagsRL-,

FRERREA

® KH| (24 HNL KL TN 44 HifT) (21D CFL }xO) CFL & GL D RIFEERITZ 4T, ARt
IXBRAFTHY . CFL DREZERT 5 Z &1LV CFL DA R 2 A B ET DRI
BN iBECTH D, TOBEBNFITHRG% 1 BEE TS, &E 4 E AT 5,

® ARBRIZK TS CFL & ONCFL & GL ORIBFEMO LM T 1 7 7 A4 WITRIF T, BEK
D GL ~D s CHER SN REMET e 7 7 A LV EFRBETH Y . DR HEERELD
FHRIIAKIFEL 77 REECRIFLE ChH - 7=,
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1.2.1.5 B E 3 MEELER (104 FHER)

099 FER OFkGEAR TH D 5 5 H M OARER TIiE. 099 Rk & &b T, mAEHRE (18
RLL ) TR B ARH 24 BAATIZ KD CFL OB DRI N, AHKl 44 BATIZ X 5D CFL & GL
DOIRIEHE#E (CFL+GL) DO EHR G OF IR ONZettE2 77 R 23t L U CRH L7,
AR OBERITIE, B 099 R (7 EHRE]) ZEEZET L TV AMERL S22
ARBRICE T DA OB G HIRITRE 2 BAM L o2, KRRBRIZIX, itilé&(ﬁl:mll
D 34 Jigk 7 5 684 BN B ER I 4170, 099 s CAAK| O 525 17 7o g 13, 104 BRI
WTH R TR (A 24 AL XX 44 BAL) ZAkEL, 099 SRBR T 7 e RO b5 2% 7‘7‘_
BRI 1L, AA 44 BALREUZ T 7 B REEOWT T 1:1 OFIE THEBREAS D 1) S
Nz, ZOFBELLOREE, 104 REBEORGEHILLTO 4 EE oo T2

® KA 24 HNL 24 BANTEE - 227 1] (WiakBR C CFL fEIIZ AR 24 BT+ GL fEIkIc 7 7 &

R)
® KA 44 HAL 44 BANTEE - 260 B (W3R85R C CFL fEIICASAI 24 HAT+ GL SEIR I AR 2
HANL)

® TR ARA| 44 BALEE - 101 B (099 KER T CFL @l + GL f8C 77 &R, 104
A BR T CFL FEIK I AH] 24 A7+ GL fEIICASH] 20 HAL)
® T vR/TTvARE: 96 (MEAERC CFL fH#ik + GL fHIIZ 7T &)

099 FR5R L [FRE, 1 [ DR TIL, CFL fEILD 6 {7} O GL f8Ik D 5 7. & FF 11 7
B Uz, FHRFRISEZ - L2BE X, 1 HE, 30 HH, 60 HH &K,/ Xi%90 HH
W5 A%, 150 HB GRBR&T) £ ORBBIEEZ =T,

Vi T S

® KA 24 BT KD CFL BN N 44 BALIZ KD CFL & GL ORIEHEEIX., 8T, &
BHENBAFTHY . CFL OREZERT5Z LI1ICL Y CFL DA R/ EICUET DA
e L COIERITHDITH D,

® CFL /6% KN CFL & GL DO[RIRHER 27 il L 72 ARRBRIZ BT 2 L7 7 7 A LT
E&Sﬁf BEZGR D GL ~D L CHER S NI BRI R e 7ra 7 7 A L& —E L Tk

AR AEEERORBBRIIALE L 77 2 RECHREE TH -T2,

o ﬁéﬁ&(ﬁﬁiﬁﬁm\ 1 FELL ROV K 4 BIOTEREY A 7 VTRl L7-AA] (24

AN KON 44 L) OB G-I A8 L CHER ST,
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1.2.2.2 FWS-A DEEMZHERT 50D /N) T—2 3 VR (119 HER)

ARFERTIE, 20 mELL E 65 A O H AR N ABEIRE (N =66) O fix KERIRRE K O iy
® GL. FHL }x ) CFL OREZ M35, 77 DA Li=T o7 ANAGEEEL Y A
N BB RE (FWS-A) ZHWTHARANDIREBRET (5) ERNIT 5 BE OB OFEE
FHIZ DN T, R TS HEE B OV S HE M E &2 R L 7=, FWS-A 1%, 4 BB

0=70L, 1= 2= %KE 3=5GK) 23T 57-DICHERAERE OFELEE
LTWAZEEBRITIE FWS LR~ Th o7z, ARBR CIIBRE TR G I TR0,
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Vi R S

1.2.2.3

FWS-A 1%, #i72—KpRIZi 0T GREOFHEN & 1XBIfR7R <) BoRBIRRE K OV RE
® GL, FHL XX CFL ORREEAZFHMET 25 ECEHTEORETH D,

FWS-A (X, % 10 72 RS 6w T 5B LD HEICHEHAT 258G LT
HATBZLNRTEB,

FWS-A |, 77 CHEfi S5 GL, FHL & O CFL (287 2 BFRRBRICB W, FH
FHEEE OREE LTHEHAT S Z LN TE D,

ERE 3 B (114 HER)

114 #BRCTlE. AFNT X 5 CFL IBEDO AR D FE AR R STz, AeBriT, KB

BRIFIC R EEFE ) 5 @ EE O CFL 243 5 B AR AN DR AERE (20 mELL E 65 mATH) 300 il %
RS E LT, AHI 24 ALK O 12 BALIZ & 2 HIETER LK O IERFEAFME L=, 13 8 A M
DL SRR, EEAL, —EER., 7T RAERBRTH o, EBRE L. AR LT T
TEARORERK2BIOEETA 70 G116 EAM) 25T, ZD0®RETOWRE D HIRE
IS E | R 3EIOEETA 7V (FE2M7EARK) CTARAO®REG 2%, 18]
DRI TIIAHK 4 BAAT, AHF 2 WAL LS TR &4 CFL fE@lkdh 7= v 3 36, &3k 6
BEALIC RS U2, CFL fEIRO KM~ G EILFE — & L, R  —EEMRAHERFC
ERA RN By

WERE 2 DL D 4 ORI 2:2:1:1 OEIS TEIELEID i LT,

® KK 24 AL 24 FALLEE 0 104 1 (B 1 #1, 55 2 # & & ARHI 24 HAAL)
® KK 12 L 12 BALEE 99 1] (B 1 #1552 & b ARAI 12 HifT)
® T TBARRK 24 HALRE 485 (B 1 1T T BN, ER 2 WIAH 24 HLAT)
® TR RN HALRE 49 1] (B 1 1T T AN, 2 WA 12 BAAL)

RRERAL R,

AH) (24 ALK OV 12 HAAL) ORERYS (13 5 H M TR S BIOIEEY A 7 V) 1L, &7
BT, ARMERBIFTHY, CFL OREZBEHTHZ LICL Y CFL DA R E A EIZHK
BT DR L L CHEFICHED TH S, AFH 24 EAL KON 12 BALE, £ TOFMEERICR
WCRERDZ ST a7 7 A VE R LT,

AR ONTNORAEIZENTH, 2 TOFMEEBIZ2OW T, EEFHHR A TH D IREY
A 271 D30 HEHOEMMIZ, 77 v RICHAKHZCEEICE -T2, IRREE
(o) [EAR ORI IS < EE R OFEIRAFEHHIE B 2oV Tk, AAI 24 HAZERICE
FAHVARE—DEIGIIARA 12 BV B L TEIo T,

TR TP 55 1 R & RN S iz, AR 24 AL ON 12 AL K 2 3 Rk
RER O IAEIL, VAR X —% THRKEIERTO CFL OB [72 L] XX Mg
o tiE | CERLEGAIR, TNEN32HA KD 28EH Tholz, VAR
VA —% T REREERF T CFL OFLEEN 1 BMELL bl L7 | L ER LG A
DAH 24 BAL KON 12 BNAZLIZ L 5 2 RFER R o R i, a2 3.9 A KO 3.1
HWHTH-T,

BB X DB R OFIRIAR D T — X TR EE () EROFIC X 5 Bife
A E —H L TRY ., WEBREDER, R, N—R2 T A VO R KERIERFCTO CFL ©
FREE (PR OLEE) Z2MbT ., AERRIBEOREX 7 v ML b 2 &%
RLTUW,
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1224 EMRE 3 e (122 HER)

122 #BRTlX. CFL & GL & O[EIKRFIEH¥E (CFL+GL) I2B1F A2AHIC L % CFLIBIEDA R
PED EFIRIRIL R SvTe, ARRBRIT, RREBIRRHICHEE G &E O CFL X GL 24
95 HAR N ABERE (20 mR LA b 65 i) 101 51 % x50 K 44 BAAL K O 32 BT (CFL
FEIRIC 24 BA7 SO 12 BGZ, GL fEIRIC 20 BAAT) Z 3l L7-. 13 @A Mo L sk thlE, K
E4Ab. —EHEERE 3SMHRBR TH 72, 122 3BTl GL f81IC 20 AL (HATO GL 12
KT DEEAGEHE) 25 L2 L1k, CFL Ik E GL f i~ D& 5 BN KK E -
72 1 [EIOIEHE ClX CFL S8 6 #AL & O GL §8I D 5 A, AFt 11 3 00ic# 5 L7z, CFL
IR DAL ~OF G EITF— & L, BB —EEMBHERFTX 5L 21T Lz,

122 FRBRICEBNT, 4 BIOBFEY A 7 LV TOARANZ XL D CFL & GL O [RIEHEE DN RSO
DI, 7T EARRRIIERT T LT, AMEO FE UIRIKAIFHEIE B i E L T
Mol

RS

® KH|d CFL il (24 ALK 12 HAL) & GL fEi (20 HAL) ~OREREIT. 74
T, AREMENBRLFTHY, CFL OREZERT HZ LI2 LY CFL O ALE A BT
THIEEE LCIHEFICHZ TH D, AK 24 ALK 12 BALEL, 2 CTOFEHEA 2B W
TROLZEN T a7 v A VR LT,

® EEYVA 71 D30 HEOAMED EEFHMERESIZI T DIEBRETE () ERi RO
PERE OFATIX, & COFEMETMER 2B W Tl 5 I IRER RO bz,

® \VWTNOWEHEEYL, FEALOIMBERICBWT, KRBT A 7107 L 90 B
HETOIFEAEDORFTHIEDRRD b,

® T RTOFEEB IZOW T, AFIDOKEEGZONFITNTHOIRET A 7 L L b IAkR
EThHol,
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1.3

1.4

FIMERUVLREMEDE LS (FRMKERFE)

EINGE 3 fHaBR D 114 38R & O 122 3B Tld, CFL IZxF9 2 AA 24 BAAL K OY 12 AL,
CFL & GL O [RIFHEF I3 D AK] 44 BAL R O 32 BALIIHBRE ICA B2 X3x 7 4 v b &b
75 L. BIFREERAEIMER NS DT a7 v A NV EHTAHZ LR RIS, 114 KB

TIE, K 5 BRI A 7 W8N T, ARA| 24 BALIZ XD CFL {RFRIE 12 HALIC iR L
T—EBLTIYRERIEER LTz, FERIC, ARHFI 24 B2 X 5D CFL ORI 12 Hifir X
D LRV EZ R L, A& HEL L CRELERERETH D 3 81 MR+ 5
EEDENEOLND TREENKLEWVHETH D, 122 BRICE V| KK 4 BIOIRFICEIT
HAHKNZ XA CFL & GL O RIRFIEED G IMED R ST,

WA K OE N 7 OARFI ORI 7 10 7T 2B\ T, AANZ LD CFL ORBIT T
A ht %ﬁ@a_ow177tf%tﬁot(wwmmoﬁﬂﬁﬁam\Nax§4yﬁ
DI KERIERF D CFL OFRFEN THEERE ) ST TEE ] OIREY 1 701 @ 30 HHIZ T8
] T TR L] ~0WEL EHR LT, 2 TORIKI KR EOMOFRER & FEEIC, 3
B R A O IRRIZ BV TER SN2, AFIZ XK D CFL & GL ORIFEE 5% 56 L 7=
IS DERRBRICE Y . ARANC L D CFL 16O KB H 51281 2 A0 2 AT 24840
AY SV aW e

® [ENE 3FEEER (114 H B L O 122 RER) Tl Hi- R LM BRES T HE i i
B BN oT2, CFL DA DIRIEKL N CFL & GL O RIFRFEICHW -2 To A&
DWT ARHFIE G T E &L OREMEZRIE T 5 L 572 TEAE O/ NZ — (T8O bR
Molz, GL OB ZTREE LT-imEORIKHR & FERIZ, IR FE#233:12 CFL & GL DA
%ﬁ%%%ﬁk%ﬁ%ﬁ&%mk%\%@%ﬁ%ﬁﬁﬁzoﬁu X% GL OIS
WTHENL SN R 7T a7 7 A v E—H L W, 2 TOEMET — & L OERED %
T Ty A NVEEETSHE, CFL IBFEOHEERAEIL 3 @AM EoBERFEE LT
12~24 Hifii TH %,

S50z, 2015 45 0 A 12 PMDA (2 H L7= GL OGB4 5 FREEREZICRB VT, UL
IS S 72 GL OLZeME7 a7 7 A VDR EHER SN T\ 5, {E%&Ullﬁlfﬁbﬂz L7z
#I> CFL Zx4 KB 7' 1 77 i@ LT, AANZ X 5 CFL B3 X% CFL & GL D[d]
FHREOLZEME T v 7 7 A ViE, BEtSNTEHEOWT IOV TH, GL THEYN. SV R
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BOTOX COSMETIC- botulinum toxin type a injection, powder, lyophilized, for solution
Allergan, Inc.

HIGHLIGHT S OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use BOTOX® Cosmetic safely and effectively.
See full prescribing information for BOTOX Cosmetic.

BOTOX Cosmetic (onabotulinumtoxinA) for injection,

for intramuscular use

Initial U.S. Approval: 1989

WARNING: DISTANT SPREAD OF TOXIN EFFECT
See full prescribing information for complete boxed warning.

The effects of BOTOX Cosmetic and all botulinum toxin products may spread from the area of injection
to produce symptoms consistent with botulinum toxin effects. These symptoms have been reported
hours to weeks after injection. Swallowing and breathing difficulties can be life threatening and there
have been reports of death. The risk of symptoms is probably greatest in children treated for spasticity
but symptoms can also occur in adults, particularly in those patients who have an underlying condition
that would predispose them to these symptoms. (5.2)

R R RECENT MAJOR CHANGES ---- - - === == mmm e

e Warnings and Precautions, Serious Adverse Reactions with Unapproved Use (5.3) 08/2015

R LR E LT EETE INDICATIONS AND USAGE ---------------mmmmmmmo oo

BOTOX Cosmetic is an acetylcholine release inhibitor and a neuromuscular blocking agent indicated for:

e Temporary improvement in the appearance of moderate to severe glabellar lines associated with corrugator and/or
procerus muscle activity in adult patients (1.1)

e Temporary improvement in the appearance of moderate to severe lateral canthal lines associated with orbicularis oculi
activity in adult patients (1.2)

R R DOSAGE AND ADMINISTRATION ----------mmmmmmmm oo

e Glabellar Lines Administration: 0.1 mL (4 Units) by intramuscular injection into each of 5 sites, for a total dose of 20
Units (2.3)

e TLateral Canthal Lines Administration: 0.1 mL (4 Units) into each of 3 sites per side (6 total injection points), for a total of
24 Units (2.3)

e Dosage and administration recommendations should be followed; In treating adults for more than one approved
indications with BOTOX and BOTOX Cosmetic, do not exceed a total dose of 360 Units administered in a 3 month
interval (2.1)

e See Preparation and Dilution Technique for instructions on BOTOX Cosmetic reconstitution, storage, and preparation
before injection (2.2)

il DOSAGE FORMS AND STRENGTHS - - -xsnmmmmmmmmooooooaaoooooooe.
For Injection: 50 Units or 100 Units vacuum-dried powder in a single-use vial for re constitution (3)

R G L LR L L P R LT T CONTRAINDICATIONS -------mmmmmmmmmm oo
e Hypersensitivity to any botulinum toxin preparation or to any of the components in the formulation (4.1, 5.4)

e Infection at the injection site (4.2)

R R EEEEEE LR RS WARNINGS AND PRECAUTIONS ----------mmmmmmmmme oo

e Potency Units of BOTOX Cosmetic are not interchangeable with other preparations of botulinum toxin products (5.1,
11)

e Spread of toxin effects; swallowing and breathing difficulties can lead to death. Seek immediate medical attention if
respiratory, speech or swallowing difficulties occur (5.2, 5.7)

e Potential serious adverse reactions after BOTOX injections for unapproved uses (5.3)

e Adverse event reports have been received involving the cardiovascular system, some with fatal outcomes. Use caution
when administering to patients with pre-existing cardiovascular disease. (5.5)

e Concomitant neuromuscular disorder may exacerbate clinical effects of treatment (5.6)
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® 50 1.6
e Use with caution in patients with compromised respiratory function or dysphagia (5.7)

R L L L L LT T LTy ADVERSE REACTIONS ---------m oo mmm oo
The most common adverse reactions are (6.1):

e (Glabellar Lines: eyelid ptosis (3%)

e Tateral Canthal Lines: eyelid edema (1%)

To report SUSPECTED ADVERSE REACTIONS, contact Allergan at 1-800-433-8871 or FDA at 1-800-FDA-1088
or www.fda.gov/medwatch.

R R L L L L E e PR PP T DRUG INTERACTIONS --------mmmmmmm oo
Patients receiving concomitant treatment of BOTOX Cosmetic and aminoglycosides or other agents interfering with
neuromuscular transmission (e.g., curare-like agents), or muscle relaxants, should be observed closely because the effect
of BOTOX Cosmetic may be potentiated (7)
See 17 for PATIENT COUNSELING INFORMATION and Medication Guide.

Revised: 10/2015

FULL PRESCRIBING INFORMATION: CONTENT S*
WARNING: DISTANT SPREAD OF TOXIN EFFECT
1 INDICATIONS AND USAGE
1.1 Glabellar Lines
1.2 Lateral Canthal Lines
2 DOSAGE AND ADMINISTRATION
2.1 Instructions for Use
2.2 Preparation and Dilution Technique
2.3 Administration
3 DOSAGE FORMS AND STRENGTHS
4 CONTRAINDICATIONS
4.1 Known Hypersensitivity to Botulinum Toxin
4.2 Infection at the Injection Site(s)
5 WARNINGS AND PRECAUTIONS
5.1 Lack of Interchangeability between Botulinum Toxin Products
5.2 Spread of Toxin Effect
5.3 Serious Adverse Reactions with Unapproved Use
5.4 Hypersensitivity Reactions
5.5 Cardiovascular System
5.6 Pre-Existing Neuromuscular Disorders
5.7 Dysphagia and Breathing Difficulties
5.8 Pre-existing Conditions at the Injection Site
5.9 Corneal Exposure and Ulceration in Patients Treated with BOTOX for Blepharospasm
5.10 Spatial Disorientation, Double Vision or Past-pointing in Patients Treated for Strabismus
5.11 Human Albumin and Transmission of Viral Diseases
6 ADVERSE REACTIONS
6.1 Clinical Trials Experience
6.2 Immunogenicity
6.3 Post-marketing Experience
7 DRUG INTERACTIONS
7.1 Aminoglycosides and Other Agents Interfering with Neuromuscular Transmission
7.2 Anticholinergic Drugs
7.3 Other Botulinum Neurotoxin Products
7.4 Muscle Relaxants
8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy
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8.3 Nursing Mothers
8.4 Pediatric Use
8.5 Geriatric Use
10 OVERDOSAGE
11 DESCRIPTION
12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action
12.2 Pharmacodynamics
12.3 Pharmacokinetics
13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
14 CLINICAL STUDIES
14.1 Glabellar Lines
14.2 Lateral Canthal Lines
16 HOW SUPPLIED/STORAGE AND HANDLING
17 PATIENT COUNSELING INFORMATION
17.1 Swallowing, Speaking or Breathing Difficulties, or Other Unusual Symptoms
17.2 Ability to Operate Machinery or Vehicles
* Sections or subsections omitted from the full prescribing information are not listed.

FULL PRESCRIBING INFORMATION

WARNING: DISTANT SPREAD OF TOXIN EFFECT

Postmarketing reports indicate that the effects of BOTOX Cosmetic and all botulinum toxin
products may spread from the area of injection to produce symptoms consistent with
botulinum toxin effects. These may include asthenia, generalized muscle weakness,
diplopia, ptosis, dysphagia, dysphonia, dysarthria, urinary incontinence and breathing
difficulties. These symptoms have been reported hours to weeks after injection. Swallowing
and breathing difficulties can be life threatening and there have been reports of death. The
risk of symptoms is probably greatest in children treated for s pasticity but symptoms can
also occur in adults treated for spasticity and other conditions, particularly in those patients
who have an underlying condition that would predispose them to these symptoms. In
unapproved uses, including spasticity in children, and in approved indications, cases of
spread of effect have been reported at doses comparable to those used to treat cervical
dystonia and upper limb spasticity and at lower doses. [See Warnings and Precautions (5.2)]

1 INDICATIONS AND USAGE

1.1 Glabellar Lines

BOTOX Cosmetic (onabotulinumtoxinA) for injection is indicated for the temporary improvement in the
appearance of moderate to severe glabellar lines associated with corrugator and/or procerus muscle
activity in adult patients.

1.2 Lateral Canthal Lines

BOTOX Cosmetic is indicated for the temporary improvement in the appearance of moderate to severe
lateral canthal lines associated with orbicularis oculi activity in adult patients.
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2 DOSAGE AND ADMINISTRATION

2.1 Instructions for Use

The potency Units of BOTOX Cosmetic (onabotulinumtoxinA) for injection are specific to the
preparation and assay method utilized. They are not interchangeable with other preparations of
botulinum toxin products and, therefore, units of biological activity of BOTOX Cosmetic cannot be
compared to nor converted into units of any other botulinum toxin products assessed with any other
specific assay method [see Description (11)].

Indication specific dosage and administration recommendations should be followed. In treating adult
patients for one or more indications with BOTOX and BOTOX Cosmetic, the maximum cumulative dose
should generally not exceed 360 Units, in a 3 month interval.

The safe and effective use of BOTOX Cosmetic depends upon proper storage of the product, selection
of the correct dose, and proper reconstitution and administration techniques. Physicians administering
BOTOX Cosmetic must understand the relevant neuromuscular and structural anatomy of the area
involved and any alterations to the anatomy due to prior surgical procedures and disease, especially
when injecting near the lungs.

2.2 Preparation and Dilution Technique

BOTOX Cosmetic is supplied in single-use 50 Units and 100 Units per vial. Prior to intramuscular
injection, reconstitute each vacuum-dried vial of BOTOX Cosmetic with sterile, preservative-free
0.9% Sodium Chloride Injection USP. Draw up the proper amount of diluent in the appropriate size
needle and syringe to obtain a reconstituted solution at a concentration of 4 Units/0.1 mL and a total
treatment dose of 20 Units in 0.5 mL for glabellar lines and 24 Units in 0.6 mL for lateral canthal lines
(see Table 1). Then slowly inject the diluent into the vial. Discard the vial if a vacuum does not pull the
diluent into the vial. Gently mix BOTOX Cosmetic with the saline by rotating the vial. Record the date
and time of reconstitution on the space on the label. BOTOX Cosmetic should be administered within 24
hours after reconstitution. During this time period, reconstituted BOTOX Cosmetic should be stored in
arefrigerator (2° to 8°C). BOTOX Cosmetic vials are for single-use only. Discard any remaining
solution.

Table 1: Dilution Instructions for BOTOX Cosmetic Vials (100 Units and 50 Units)

Diluent* Added to Resulting Dose Units Diluent* Added to  Resulting Dose Units
100 Unit Vial per 0.1 mL 50 Unit Vial per 0.1 mL
2.5mL 4 Units 1.25 mL 4 Units

*Preservative-free 0.9% Sodium Chloride Injection, USP Only

Reconstituted BOTOX Cosmetic should be clear, colorless, and free of particulate matter. Parenteral
drug products should be inspected visually for particulate matter and discoloration prior to
administration and whenever the solution and the container permit. Do not freeze reconstituted BOTOX
Cosmetic.

2.3 Adminis tration

Draw at least 0.5 mL (for glabellar lines) or 0.6 mL (for lateral canthal lines) of the properly
reconstituted toxin into the sterile syringe, preferably a tuberculin syringe and expel any air bubbles in
the syringe barrel. Remove the needle used to reconstitute the product and attach a 30-33 gauge needle.
Confirmthe patency of the needle.

Glabellar Lines

Glabellar facial lines arise from the activity of the corrugator and orbicularis oculi muscles. These
muscles move the brow medially, and the procerus and depressor supercilii pull the brow inferiorly.
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This creates a frown or “furrowed brow”. The location, size, and use of the muscles vary markedly
among individuals. Lines induced by facial expression occur perpendicular to the direction of action of
contracting facial muscles. An effective dose for facial lines is determined by gross observation of the
patient's ability to activate the superficial muscles injected.

In order to reduce the complication of ptosis the following steps should be taken:
e Avoid injection near the levator palpebrae superioris, particularly in patients with larger brow
depressor complexes.
e Lateral corrugator injections should be placed at least 1 cm above the bony supraorbital ridge.
e Ensure the injected volume/dose is accurate and where feasible kept to a minimum.
¢ Do not inject toxin closer than 1 cm above the central eyebrow.

Inject 4 Units/0.1 mL of reconstituted BOTOX Cosmetic intramuscularly into each of 5 sites, 2 in each
corrugator muscle and 1 in the procerus muscle for a total dose of 20 Units (see Figure 1). Typically
the initial doses of reconstituted BOTOX Cosmetic induce chemical denervation of the injected
muscles one to two days after injection, increasing in intensity during the first week.

The duration of effect of BOTOX Cosmetic for glabellar lines is approximately 3-4 months. The safety
and effectiveness of dosing with BOTOX Cosmetic more frequently than every 3 months have not been
clinically evaluated.

Figure 1:

Lateral Canthal Lines

Lateral canthal lines arise largely fromthe activity of the orbicularis oculi muscles around the eye
responsible for blinking and eyelid closure. Forceful contraction of the orbicularis oculi results in
lateral and radially oriented folds (crow's feet lines) which originate from the lateral canthus. The
distribution of these radial lines differs among patients.

Injections should be given with the needle bevel tip up and oriented away from the eye. Inject 4
Units/0.1 mL of reconstituted BOTOX Cosmetic into 3 sites per side (6 total injection points) in the
lateral orbicularis oculi muscle for a total of 24 Units/0.6 mL (12 Units per side). The first injection (A)
should be approximately 1.5-2.0 cm temporal to the lateral canthus and just temporal to the orbital rim. If
the lines in the lateral canthal region are above and below the lateral canthus, inject per Figure 2.
Alternatively, if the lines in the lateral canthal region are primarily below the lateral canthus, inject per
Figure 3.

Figure 2: Figure 3:
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For simultaneous treatment with glabellar lines, the dose is 24 Units for lateral canthal lines and 20
Units for glabellar lines (see Glabellar Lines Administration and Figure 1), with a total dose of 44
Units.

The safety and effectiveness of dosing with BOTOX Cosmetic more frequently than every 3 months
have not been clinically evaluated.

3 DOSAGE FORMS AND STRENGTHS
e For injection: 50 Units, vacuum-dried powder in a single-use vial for reconstitution
e For injection: 100 Units, vacuum-dried powder in a single-use vial for reconstitution

4 CONTRAINDICATIONS

4.1 Known Hypersensitivity to Botulinum T oxin

BOTOX Cosmetic is contraindicated in individuals with known hypersensitivity to any botulinum toxin
preparation or to any of the components in the formulation [see Warnings and Precautions (5.4)].

4.2 Infection at the Injection Site(s)

BOTOX Cosmetic is contraindicated in the presence of infection at the proposed injection site(s).

5 WARNINGS AND PRECAUTIONS

5.1 Lack of Interchangeability between Botulinum T oxin Products

The potency Units of BOTOX Cosmetic are specific to the preparation and assay method
utilized. They are not interchangeable with other preparations of botulinum toxin products and,
therefore, units of biological activity of BOTOX Cosmetic cannot be compared to nor converted
into units of any other botulinum toxin products assessed with any other specific assay method
[see Description (11)].

5.2 Spread of Toxin Effect

Postmarketing safety data from BOTOX Cosmetic and other approved botulinum toxins suggest that
botulinum toxin effects may, in some cases, be observed beyond the site of local injection. The
symptoms are consistent with the mechanism of action of botulinum toxin and may include asthenia,
generalized muscle weakness, diplopia, ptosis, dysphagia, dysphonia, dysarthria, urinary incontinence,
and breathing difficulties. These symptoms have beenreported hours to weeks after injection.
Swallowing and breathing difficulties can be life threatening and there have beenreports of death
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related to spread of toxin effects. The risk of symptoms is probably greatest in children treated for
spasticity but symptoms can also occur in adults treated for spasticity and other conditions, and
particularly in those patients who have an underlying condition that would predispose themto these
symptoms. In unapproved uses, including spasticity in children, and in approved indications, symptoms
consistent with spread of toxin effect have beenreported at doses comparable to or lower than doses
used to treat cervical dystonia and upper limb spasticity. Patients or caregivers should be advised to
seek immediate medical care if swallowing, speech or respiratory disorders occur.

No definitive serious adverse event reports of distant spread of toxin effect associated with
dermatologic use of BOTOX/BOTOX Cosmetic at the labeled dose of 20 Units (for glabellar lines),
24 Units (for lateral canthal lines), 44 Units (for simultaneous treatment of lateral canthal lines and
glabellar lines), or 100 Units (for severe primary axillary hyperhidrosis) have been reported.

No definitive serious adverse event reports of distant spread of toxin effect associated with BOTOX
for blepharospasm at the recommended dose (30 Units and below), strabismus, or chronic migraine at
the labeled doses have been reported.

5.3 Serious Adverse Reactions with Unapproved Use

Serious adverse reactions, including excessive weakness, dysphagia, and aspiration pneumonia, with
some adverse reactions associated with fatal outcomes, have beenreported in patients who received
BOTOX injections for unapproved uses. In these cases, the adverse reactions were not necessarily
related to distant spread of toxin, but may have resulted from the administration of BOTOX to the site of
injection and/or adjacent structures. In several of the cases, patients had pre-existing dysphagia or other
significant disabilities. There is insufficient information to identify factors associated with an increased
risk for adverse reactions associated with the unapproved uses of BOTOX. The safety and
effectiveness of BOTOX for unapproved uses have not been established.

5.4 Hypersensitivity Reactions

Serious and/or immediate hypersensitivity reactions have beenreported. These reactions include
anaphylaxis, serum sickness, urticaria, soft tissue edema, and dyspnea. If such a reaction occurs, further
injection of BOTOX Cosmetic should be discontinued and appropriate medical therapy immediately
instituted. One fatal case of anaphylaxis has beenreported in which lidocaine was used as the diluent,
and consequently the causal agent cannot be reliably determined.

5.5 Cardiovascular System

There have beenreports following administration of BOTOX of adverse events involving the
cardiovascular system, including arrhythmia and myocardial infarction, some with fatal outcomes. Some
of these patients had risk factors including pre-existing cardiovascular disease. Use caution when
administering to patients with pre-existing cardiovascular disease.

5.6 Pre-Existing Neuromus cular Disorders

Individuals with peripheral motor neuropathic diseases, amyotrophic lateral sclerosis or neuromuscular
junction disorders (e.g., myasthenia gravis or Lambert-Eaton syndrome) should be monitored when
given botulinum toxin. Patients with neuromuscular disorders may be at increased risk of clinically
significant effects including generalized muscle weakness, diplopia, ptosis, dysphonia, dysarthria,
severe dysphagia and respiratory compromise from onabotulinumtoxinA [see Warnings and Precautions

(5.7)].
5.7 Dysphagia and Breathing Difficulties

Treatment with BOTOX and other botulinum toxin products canresult in swallowing or breathing
difficulties. Patients with pre-existing swallowing or breathing difficulties may be more susceptible to
these complications. In most cases, this is a consequence of weakening of muscles in the area of
injection that are involved in breathing or oropharyngeal muscles that control swallowing or
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bfeathing.[see Warnings and Precautions (5.2)].

Deaths as a complication of severe dysphagia have beenreported after treatment with botulinum toxin.
Dysphagia may persist for several months, and require use of a feeding tube to maintain adequate
nutrition and hydration. Aspiration may result from severe dysphagia and is a particular risk when
treating patients in whom swallowing or respiratory function is already compromised.

Treatment with botulinum toxins may weaken neck muscles that serve as accessory muscles of
ventilation. This may result ina critical loss of breathing capacity in patients with respiratory disorders
who may have become dependent upon these accessory muscles. There have been postmarketing
reports of serious breathing difficulties, including respiratory failure.

Patients with smaller neck muscle mass and patients who require bilateral injections into the
sternocleidomastoid muscle for the treatment of cervical dystonia have beenreported to be at greater
risk for dysphagia. Limiting the dose injected into the sternocleidomastoid muscle may reduce the
occurrence of dysphagia. Injections into the levator scapulae may be associated with an increased risk
of upper respiratory infection and dysphagia.

Patients treated with botulinum toxin may require immediate medical attention should they develop
problems with swallowing, speech or respiratory disorders. These reactions can occur within hours to
weeks after injection with botulinum toxin [see Warnings and Precautions (5.2)].

5.8 Pre-existing Conditions at the Injection Site

Caution should be used when BOTOX Cosmetic treatment is used in the presence of inflammation at the
proposed injection site(s), ptosis, or when excessive weakness or atrophy is present in the targeted
muscle(s).

5.9 Corneal Exposure and Ulceration in Patients Treated with BOTOX for Blepharospasm

Reduced blinking from BOTOX Cosmetic injection of the orbicularis muscle canlead to corneal
exposure, persistent epithelial defect, and corneal ulceration, especially in patients with VII nerve
disorders. Vigorous treatment of any epithelial defect should be employed. This may require protective
drops, ointment, therapeutic soft contact lenses, or closure of the eye by patching or other means.

5.10 Spatial Dis orientation, Double Vision or Past-pointing in Patients Treated for Strabis mus

Inducing paralysis in one or more extraocular muscles may produce spatial disorientation, double vision
or past pointing. Covering the affected eye may alleviate these symptoms.

5.11 Human Albumin and Transmission of Viral Diseases

This product contains albumin, a derivative of human blood. Based on effective donor screening and
product manufacturing processes, it carries an extremely remote risk for transmission of viral diseases.
A theoretical risk for transmission of Creutzfeldt-Jakob disease (CJD) is also considered extremely
remote. No cases of transmission of viral diseases or CJD have ever beenreported for albumin.

6 ADVERSE REACTIONS

The following adverse reactions to BOTOX Cosmetic (onabotulinumtoxinA) for injection are
discussed in greater detail in other sections of the labeling:

e Spread of Toxin Effects [see Warnings and Precautions (5.2)]

e Hypersensitivity [see Contraindications (4.1) and Warnings and Precautions (5.4)]

e Dysphagia and Breathing Difficulties [see Warnings and Precautions (5.7)]

6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, the adverse reaction rates
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observed in the clinical trials of a drug cannot be directly compared to rates in the clinical trials of
another drug and may not reflect the rates observed in clinical practice.

BOTOX and BOTOX Cosmetic contain the same active ingredient in the same formulation, but have
different labeled Indications and Usage. Therefore, adverse events observed with the use of BOTOX
also have the potential to be observed with the use of BOTOX Cosmetic.

In general, adverse reactions occur within the first week following injection of BOTOX Cosmetic and
while generally transient, may have a duration of several months or longer. Localized pain, infection,
inflammation, tenderness, swelling, erythema, and/or bleeding/bruising may be associated with the
injection. Needle-related pain and/or anxiety may result in vasovagal responses (including e.g., syncope,
hypotension), which may require appropriate medical therapy.

Local weakness of the injected muscle(s) represents the expected pharmacological action of botulinum
toxin. However, weakness of nearby muscles may also occur due to spread of toxin [see Warnings and
Precautions (5.2)].

Glabellar Lines

Table 2 lists selected adverse reactions reported by >1% of BOTOX Cosmetic treated subjects
(N=405) aged 18 to 75 who were evaluated in the randomized, placebo-controlled clinical studies to
assess the use of BOTOX Cosmetic in the improvement of the appearance of glabellar lines.

Table 2: Adverse Reactions Reported by >1% of the BOTOX Cosmetic treated Patients and
More Frequent than in Placebo-treated Patients in Double-blind, Placebo-controlled Clinical
Studies of Treatment of Glabellar Lines

Adverse Reactions by System Organ Class BOTOX Cosmetic Placebo
(N=405) (N=130)
General Disorders and Administration Site
Conditions
Facial pain 6 (1%) 0 (0%)
Nervous System Disorders
Facial paresis 5 (1%) 0 (0%)
Eye Disorders
Eyelid ptosis 13 (3%) 0 (0%)
Musculoskeletal and Connective Tissue
Disorders
Muscular Weakness 6 (1%) 0 (0%)

Lateral Canthal Lines

Table 3 lists selected adverse reactions reported within 90 days following injection by >1% of
BOTOX Cosmetic treated subjects (N=526) aged 18 to 75 who were evaluated in two randomized,
double-blind, placebo-controlled clinical studies to assess the use of BOTOX Cosmetic in the
improvement of the appearance of lateral canthal lines alone.

Table 3: Adverse Reaction Reported by 21% of BOTOX Cosmetic treated Patients and More
Frequent than in Placebo-treated Patients Within 90 Days, in Double-blind, Placebo-controlled
Clinical Studies of Treatment of Lateral Canthal Lines

Adverse Reactions by System Organ Class BOTOXCosmetic24  Placebo(IN=530)
Units(N=526)
Eye disorders
Eyelid edema 5(1%) 0 (0%)
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6.2 Imnmunogenicity
As with all therapeutic proteins, there is a potential for immunogenicity. Treatment with botulinum

toxins may result in the formation of neutralizing antibodies that may reduce the effectiveness of
subsequent treatments by inactivating biological activity of the toxin.

In three Lateral Canthal Line trials, 916 subjects (517 subjects at 24 Units and 399 subjects at 44 Units)
treated with BOTOX Cosmetic had specimens analyzed for antibody formation. Among the 916
BOTOX Cosmetic treated subjects, 14 subjects (1.5%) developed binding antibodies and no subjects
(0%) developed the presence of neutralizing antibodies.

The data reflect the subjects whose test results were considered positive or negative for neutralizing
activity to BOTOX Cosmetic in a mouse protection assay. The results of these tests are highly
dependent on the sensitivity and specificity of the assay. Additionally, the observed incidence of
antibody (including neutralizing antibody) positivity in an assay may be influenced by several factors
including assay methodology, sample handling, timing of sample collection, concomitant medications,
and underlying disease. For these reasons, comparison of the incidence of antibodies to BOTOX
Cosmetic with the incidence of antibodies to other products may be misleading.

The critical factors for neutralizing antibody formation have not been well characterized. The results
from some studies suggest that botulinum toxin injections at more frequent intervals or at higher doses
may lead to greater incidence of antibody formation. The potential for antibody formation may be
minimized by injecting with the lowest effective dose given at the longest feasible intervals between
injections.

6.3 Post-marketing Experience

Because these reactions are reported voluntarily from a population of uncertain size, it is not always
possible to reliably estimate their frequency or establish a causal relationship to drug exposure.

There have been spontaneous reports of death, sometimes associated with dysphagia, pneumonia, and/or
other significant debility or anaphylaxis, after treatment with botulinum toxin [see Warnings and
Precautions (5.4, 5.7)].

There have also beenreports of adverse events involving the cardiovascular system, including
arrhythmia and myocardial infarction, some with fatal outcomes. Some of these patients had risk factors
including cardiovascular disease.

New onset or recurrent seizures have also beenreported, typically in patients who are predisposed to
experiencing these events.

The following adverse reactions by System Organ Class have been identified during post-approval use
of BOTOX/BOTOX Cosmetic:

Ear and labyrinth disorders

Hypoacusis; tinnitus; vertigo

Eye disorders

Diplopia; lagophthalmos; strabismus; visual disturbances; vision blurred
Gastrointestinal disorders

Abdominal pain; diarrhea; dry mouth; nausea; vomiting

General disorders and adminis tration site conditions

Denervation; malaise; pyrexia

Metabolism and nutrition disorders

Anorexia
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Mus culoskeletal and connective tissue disorders

Muscle atrophy; myalgia
Nervous system disorders

Brachial plexopathy; dysarthria; facial palsy; hypoaesthesia; localized numbness; myasthenia gravis;
paresthesia; peripheral neuropathy; radiculopathy; syncope

Respiratory, thoracic and mediastinal disorders
Aspiration pneumonia; dyspnea; respiratory depression and/or respiratory failure
Skin and subcutaneous tissue disorders

Alopecia, including madarosis; hyperhidrosis; pruritus; skin rash (including erythema multiforme,
dermatitis psoriasiform, and psoriasiform eruption)

7 DRUG INTERACTIONS

No formal drug interaction studies have been conducted with BOTOX Cosmetic (onabotulinumtoxinA)
for injection.

7.1 Aminoglycosides and Other Agents Interfering with Neuromus cular Trans mission
Co-administration of BOTOX Cosmetic and aminoglycosides or other agents interfering with
neuromuscular transmission (e.g., curare-like compounds) should only be performed with caution as the
effect of the toxin may be potentiated.

7.2 Anticholinergic Drugs

Use of anticholinergic drugs after administration of BOTOX Cosmetic may potentiate systemic
anticholinergic effects.

7.3 Other Botulinum Neurotoxin Products

The effect of administering different botulinum neurotoxin products at the same time or within several
months of each other is unknown. Excessive neuromuscular weakness may be exacerbated by
administration of another botulinum toxin prior to the resolution of the effects of a previously
administered botulinum toxin.

7.4 Muscle Relaxants

Excessive weakness may also be exaggerated by administration of a muscle relaxant before or after
administration of BOTOX Cosmetic.

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy
Teratogenic Effects: Pregnancy Category C.

There are no adequate and well-controlled studies in pregnant women. BOTOX Cosmetic should be
used during pregnancy only if the potential benefit justifies the potential risk to the fetus.

When BOTOX Cosmetic (4, 8, or 16 Units/kg) was administered intramuscularly to pregnant mice or
rats two times during the period of organogenesis (on gestation days 5 and 13), reductions in fetal body
weight and decreased fetal skeletal ossification were observed at the two highest doses. The no-effect
dose for developmental toxicity in these studies (4 Units/kg) is approximately 5 times the average high
human dose for glabellar lines and lateral canthal lines of 44 Units on a body weight basis (Units/kg).
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When BOTOX Cosmetic was administered intramuscularly to pregnant rats (0.125, 0.25, 0.5, 1, 4, or 8
Units/kg) or rabbits (0.063, 0.125, 0.25, or 0.5 Units/kg) daily during the period of organogenesis (total
of 12 doses inrats, 13 doses inrabbits), reduced fetal body weights and decreased fetal skeletal
ossification were observed at the two highest doses inrats and at the highest dose in rabbits. These
doses were also associated with significant maternal toxicity, including abortions, early deliveries, and
maternal death. The developmental no-effect doses in these studies of 1 Unit/kg inrats is approximately
1.4 times the average human dose based on Units/kg, and the developmental no-effect dose of 0.25
Units/kg inrabbits is less than the average high human dose based on Units/kg.

When pregnant rats received single intramuscular injections (1, 4, or 16 Units/kg) at three different
periods of development (prior to implantation, implantation, or organogenesis), no adverse effects on
fetal development were observed. The developmental no-effect level for a single maternal dose in rats
(16 Units/kg) is approximately 22 times the average high human dose based on Units/kg.

8.3 Nursing Mothers

It is not known whether BOTOX Cosmetic is excreted in human milk. Because many drugs are excreted
in human milk, caution should be exercised when BOTOX Cosmetic is administered to a nursing woman.

8.4 Pediatric Use

Safety and effectiveness in patients below the age of 18 years have not been established.

8.5 Geriatric Use
Glabellar Lines

In the two initial glabellar lines clinical studies of BOTOX Cosmetic, the responder rates appeared to
be higher for subjects younger than age 65 than for subjects 65 years or older [see Clinical Studies (14)].

Lateral Canthal Lines

In the two lateral canthal lines clinical studies of BOTOX Cosmetic, the responder rates appeared to be
higher for subjects younger than age 65 than for subjects 65 years or older.

10 OVERDOSAGE

Excessive doses of BOTOX Cosmetic (onabotulinumtoxinA) for injection may be expected to produce
neuromuscular weakness with a variety of symptoms.

Symptoms of overdose are likely not to be present immediately following injection. Should accidental
injection or oral ingestion occur or overdose be suspected, these patients should be considered for
further medical evaluation and appropriate medical therapy immediately instituted, which may include
hospitalization. The person should be medically supervised for several weeks for signs and symptoms
of systemic muscular weakness which could be local, or distant from the site of injection [see Boxed
Warning and Warnings and Precautions (5.2, 5.7)].

If the musculature of the oropharynx and esophagus are affected, aspiration may occur which may lead
to development of aspiration pneumonia. If the respiratory muscles become paralyzed or sufficiently
weakened, intubation and assisted respiration may be necessary until recovery takes place. Supportive
care could involve the need for a tracheostomy and/or prolonged mechanical ventilation, in addition to
other general supportive care.

In the event of overdose, antitoxin raised against botulinum toxin is available from the Centers for
Disease Control and Prevention (CDC) in Atlanta, GA. However, the antitoxin will not reverse any
botulinum toxin-induced effects already apparent by the time of antitoxin administration. In the event of
suspected or actual cases of botulinum toxin poisoning, please contact your local or state Health
Department to process a request for antitoxin through the CDC. If you do not receive a response within
30 minutes, please contact the CDC directly at 1-770-488-7100. More information can be obtained at
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http://www.cdc.gov/mmwr/preview/mmwrhtml/mm5232a8.htm.

11 DESCRIPTION

BOTOX Cosmetic (onabotulinumtoxinA) for injection, is a sterile, vacuum-dried purified botulinum
toxin type A, produced from fermentation of Hall strain Clostridium botulinum type A intended for
intramuscular use. It is purified fromthe culture solution by dialysis and a series of acid precipitations
to a complex consisting of the neurotoxin, and several accessory proteins. The complex is dissolved in
sterile sodium chloride solution containing Albumin Human and is sterile filtered (0.2 microns) prior to
filling and vacuum-drying.

The primary release procedure for BOTOX Cosmetic uses a cell-based potency assay to determine the
potency relative to a reference standard. The assay is specific to Allergan's products BOTOX and
BOTOX Cosmetic. One Unit of BOTOX Cosmetic corresponds to the calculated median intraperitoneal
lethal dose (LDsgg) inmice. Due to specific details of this assay such as the vehicle, dilution scheme
and laboratory protocols, Units of biological activity of BOTOX Cosmetic cannot be compared to nor
converted into Units of any other botulinum toxin or any toxin assessed with any other specific assay
method. The specific activity of BOTOX Cosmetic is approximately 20 Units/nanogram of neurotoxin
complex.

Each vial of BOTOX Cosmetic contains either 50 Units of Clostridium botulinum type A neurotoxin
complex, 0.25 mg of Albumin Human, and 0.45 mg of sodium chloride; or 100 Units of Clostridium
botulinum type A neurotoxin complex, 0.5 mg of Albumin Human, and 0.9 mg of sodium chloride in a
sterile, vacuum-dried form without a preservative.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

BOTOX Cosmetic blocks neuromuscular transmission by binding to acceptor sites on motor nerve
terminals, entering the nerve terminals, and inhibiting the release of acetylcholine. This inhibition
occurs as the neurotoxin cleaves SNAP-25, a pre-synaptic protein integral to the successful docking
and release of acetylcholine from vesicles situated within nerve endings. When injected intramuscularly
at therapeutic doses, BOTOX Cosmetic produces partial chemical denervation of the muscle resulting
inalocalized reduction in muscle activity. In addition, the muscle may atrophy, axonal sprouting may
occur, and extrajunctional acetylcholine receptors may develop. There is evidence that reinnervation of
the muscle may occur, thus slowly reversing muscle denervation produced by BOTOX Cosmetic.

12.2 Pharmacodynamics

No formal pharmacodynamic studies have been conducted with BOTOX Cosmetic
(onabotulinumtoxinA) for injection.

12.3 Pharmacokinetics

Using currently available analytical technology, it is not possible to detect BOTOX Cosmetic in the
peripheral blood following intramuscular injection at the recommended doses.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenesis

Long term studies in animals have not been performed to evaluate carcinogenic potential of BOTOX
Cosmetic.
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Mutagenesis

BOTOX Cosmetic was negative in a battery of in vitro (microbial reverse mutation assay, mammalian
cell mutation assay, and chromosomal aberration assay) and in vivo (micronucleus assay) genetic
toxicologic assays.

Impairment of Fertility

In fertility studies of BOTOX Cosmetic (4, 8, or 16 Units/kg) in which either male or female rats were
injected intramuscularly prior to mating and on the day of mating (3 doses, 2 weeks apart for males, 2
doses, 2 weeks apart for females) to untreated animals, reduced fertility was observed in males at the
intermediate and high doses and in females at the high dose. The no-effect doses for reproductive
toxicity (4 Units/kg in males, 8 Units/kg in females) are approximately 5-10 times the average high
human dose for glabellar lines and lateral canthal lines of 44 Units on a body weight basis (Units/kg).

14 CLINICAL STUDIES

14.1 Glabellar Lines

Two phase 3 randomized, multi-center, double-blind, placebo-controlled trials of identical design were
conducted to evaluate BOTOX Cosmetic for use in the temporary improvement of the appearance of
moderate to severe glabellar facial lines. The trials enrolled healthy adults (ages 18 to 75) with
glabellar lines of at least moderate severity at maximum frown. Subjects were excluded if they had
ptosis, deep dermal scarring, or an inability to substantially lessen glabellar lines even by physically
spreading them apart. Subjects received a single treatment with BOTOX Cosmetic (N=405, combined
trials) or placebo (N=132, combined trials). Injection volume was 0.1 mL/injection site, for a
dose/injection site in the active treatment groups of 4 Units. Subjects were injected intramuscularly in
five sites, 1 in the procerus muscle and 2 in each corrugator supercilii muscle, for a total dose in the
active treatment groups of 20 Units.

The co-primary efficacy endpoints were the investigator's rating of glabellar line severity at maximum
frown and the subject's global assessment of change in appearance of glabellar lines, both at Day 30
post-injection. For the investigator rating, using a 4-point grading scale (0=none, 3=severe) a responder
was defined as having a severity grade of 0 or 1. For the subject's global assessment of change, the
ratings were from +4 (complete improvement) to -4 (very marked worsening). A responder was defined
as having a grade of at least +2 (moderate improvement). After completion of the randomized studies,
subjects were offered participation in an open label, repeat treatment study to assess the safety of
repeated treatment sessions.

The combined results of these two efficacy trials are presented here. The mean age was 46 years, with
32 subjects (6%) =65 years of age. Most of the subjects were women (82%), and Caucasian (84%). At
baseline, 210 subjects (39%) had glabellar line severity scores at rest of moderate or severe.

In these trials, the severity of glabellar lines was reduced for up to 120 days inthe BOTOX Cosmetic
group compared to the placebo group as measured both by investigator rating of glabellar line severity
at maximum frown (Table 4), and by subject's global assessment of change in appearance of glabellar
lines (Table 5).

Table 4: Investigator's Assessment of Glabellar Line Severity at Maximum Frown — Responder
Rates (% and Number of Subjects with Severity of None or Mild)

Day BOTOX Placebo Difference?
Cosmetic
7 74% 6% 68%
299/405 8/132 (62, 74)
30° 80% 3% 77%

Page 19



® 50 1.6

325/405 4/132 (72, 82)
60 70% 2% 69%
283/403 2/130 (64, 74)
90 48% 2% 45%
192/403 3/128 (40, 51)
120 25% 2% 24%
102/403 2/128 (19, 29)

4 95% confidence intervals are shown in parenthesis
b Day 30: Co-Primary Efficacy Time point, p<0.001

Table 5: Subject's Assessment of Change in Appearance of Glabellar Lines — Responder Rates
(% and Number of Subjects with at Least Moderate Improvement)

Day BOTOX Placebo Difference?
Cosmetic
7 82% 9% 73%
334/405 12/132 (68, 80)
30P 89% 7% 83%
362/405 9/132 (77, 88)
60 82% 4% 78%
330/403 5/130 (73, 83)
90 63% 3% 60%
254/403 4/128 (54, 66)
120 39% 1% 38%
157/403 1/128 (33,43)

4 95% confidence intervals are shown in parenthesis
b Day 30: Co-Primary Efficacy Time point, p<0.001

In the subset of subjects with resting severity scores of moderate or severe, the investigator assessment
of aresting severity of mild or none at Day 30 was also achieved by more BOTOX Cosmetic treated
subjects (74%, 119/161) than placebo treated subjects (20%, 10/49).

Analysis of the limited number of subjects 65 years or older suggested a lower treatment-associated
response compared to subjects less than 65 years of age (Table 6).

Table 6: Investigator's and Subject's Assessment — Responder Rates for Subjects <65 and >65
Years of Age at Day 30

Assessment Age Group BOTOX Placebo Difference?
Cosmetic (N=132)
(N=405)
Investigators (maximal <65 83% 2% 81%
frown) 316/382 2/123 (77, 86)
Subjects <65 91% 7% 84%
346/382 8/123 (79, 90)
Investigators (maximal >65 39% 22% 17%
frown) 9/23 2/9 (-17,51)
Subjects >65 70% 11% 58%
16/23 1/9 (31, 86)

4 95% confidence intervals are shown in parenthesis

Exploratory analyses by gender suggested that responder rates inthe BOTOX Cosmetic treated group
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were higher for women than for men for both the investigator assessment (Day 30; 85% of 334 women,
59% of 71 men) and the Subject Assessment (Day 30; 93% of women, 72% of men). In the limited
number of non-Caucasian subjects (n=64 inthe BOTOX Cosmetic treated group) the responder rates
were similar to those observed in the Caucasian subjects.

14.2 Lateral Canthal Lines

Two multicenter, randomized, double-blind, placebo-controlled trials evaluated BOTOX Cosmetic
(N=833, randomized to receive any BOTOX Cosmetic treatment or N=529 randomized to receive
placebo) for the temporary improvement in the appearance of moderate to severe lateral canthal lines
(LCL). Study 1 assessed BOTOX Cosmetic treatment of LCL alone; Study 2 also assessed simultaneous
treatment of LCL and glabellar lines (GL). Both trials enrolled healthy adults with moderate to severe
LCL at maximum smile at baseline; Study 2 also required subjects to have moderate to severe GL at
maximum frown at baseline.

In the 5-month Study 1, subjects were randomized to receive a single blinded treatment of
24 Units/0.6 mL (12 Units per side) consisting of 4 Units/0.1 mL into 3 sites of each orbicularis oculi
muscle with either BOTOX Cosmetic (N=222) or placebo (N=223).

In the 7-month Study 2, subjects were randomized to receive either BOTOX Cosmetic in the LCL
region and placebo inthe GL region (24 Units; N=306), or BOTOX Cosmetic inthe LCL and GL
regions (44 Units [24 Units for LCL and 20 Units for GL]; N=305), or placebo inthe LCL and GL
regions (0 Units; N=306). Subjects received the same 24 Units regimen for LCL as in Study 1, and the
labeled 20 Units (5 injections, 4 Units per site) for GL. Subjects received the same treatment at days 1
and 120.

The primary efficacy measure was the assessment of LCL severity at maximum smile using the 4-point
Facial Wrinkle Scale with Photonumeric Guide (FWS; 0=none, 1= mild, 2=moderate, 3=severe). The
FWS assessment was performed independently by both investigators and subjects. The primary timepoint
was day 30 following the first treatment, as compared to baseline.

The primary efficacy response definition used for the pivotal trials was a composite >2-grade
improvement from baseline in LCL severity at maximum smile, assessed by both investigator and subject
on a per-subject basis. For Studies 1 and 2, the proportion of responders was statistically significant
favoring BOTOX Cosmetic (24 Units [LCL alone] and 44 Units [LCL and GL]) compared to placebo at
day 30 (Table 7).

Table 7: Studies 1 and 2: Composite Investigator and Subject Assessment of LCL at Maximum
Smile at Day 30 — Responder Rates (% and Number of Subjects Achieving >2-Grade
Improvement from Baseline)

BOTOX
BOTO).( Cosmetic
Study COSIIIE.UC 94 Units LCL and Placebo
24 Units 20 Units GL
26.1% 1.3%
Study 1 58/222 - 3/223
20.3% 21.3% 0.0%
Study 2 62/306 65/305 0/306

The secondary endpoint of a responder defined as achieving a grade of none or mild for Study 1 as
measured by the investigator is presented in Figure 4 below.

Figure 4. Percentage of Subjects with Treatment Success (% of Subjects achieving None or Mild
from Baseline) by Visit (Study 1)
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16 HOW SUPPLIED/STORAGE AND HANDLING

BOTOX Cosmetic is supplied in a single-use vial in the following sizes:
50 Units: NDC 0023-3919-50

100 Units: NDC 0023-9232-01

The top and bottom flaps of the BOTOX Cosmetic cartons have a tamper-evident seal that contains a
translucent silver Allerganlogo. Vials of BOTOX Cosmetic have a holographic film on the vial label
that contains the name “Allergan” within horizontal lines of rainbow color. In order to see the hologram,
rotate the vial back and forth between your fingers under a desk lamp or fluorescent light source. (Note:
the holographic film on the label is absent in the date/lot area.) Each BOTOX Cosmetic vial label and
carton also contains the U.S. License number: 1145.

Do not use the product and contact Allergan for additional information at 1-800-890-4345 from 7:00
AM to 3:00 PM Pacific Time if:
e the horizontal lines of rainbow color or the name “Allergan” are not present on the vial label
e the tamper-evident seal is not intact and present on both ends of the carton
¢ the translucent silver Allerganlogo onthe seal is not clearly visible or has a black circle with a
diagonal line through it (i.e., prohibition sign)
e the U.S. License number 1145 is not present on the vial label and carton

Storage

Unopened vials of BOTOX Cosmetic should be stored in a refrigerator 2° to 8°C (36° to 46°F). Do not
use after the expiration date on the vial. Reconstituted BOTOX Cosmetic should be stored ina
refrigerator 2° to 8°C (36° to 46°F) and administered within 24 hours.

17 PATIENT COUNSELING INFORMATION
See FDA-approved patient labeling (Medication Guide)
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Provide a copy of the Medication Guide and review the contents with the patient.

17.1 Swallowing, Speaking or Breathing Difficulties, or Other Unusual Symptoms

Patients should be advised to inform their doctor or pharmacist if they develop any unusual symptoms
(including difficulty with swallowing, speaking, or breathing), or if any existing symptom worsens [see
Boxed Warning and Warnings and Precautions (5.2, 5.7)].

17.2 Ability to Operate Machinery or Vehicles

Patients should be counseled that if loss of strength, muscle weakness, blurred vision, or drooping
eyelids occur, they should avoid driving a car or engaging in other potentially hazardous activities.

Manufactured by: Allergan Pharmaceuticals Ireland
a subsidiary of: Allergan, Inc.

2525 Dupont Dr.

Irvine, CA 92612

© 2015 Allergan. All rights reserved.

® marks owned by Allergan, Inc.
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MEDICATION GUIDE
BOTOX®
BOTOX®Cosmetic(Boe-tox)
(onabotulinumtoxinA)

for Injection

Read the Medication Guide that comes with BOTOX or BOTOX Cosmetic before you start using it
and each time itis givento you. There may be new information. This information does not take the place
of talking with your doctor about your medical condition or your treatment. You should share this
information with your family members and caregivers.

What is the most important information I should know about BOTOX and BOTOX Cosmetic?

BOTOX and BOTOX Cosmetic may cause serious side effects that can be life threatening,
including:

¢ Problems breathing or swallowing

¢ Spread of toxin effects

These problems can happen hours, days, to weeks after an injection of BOTOX or BOTOX
Cosmetic. Call your doctor or get medical help right away if you have any of these problems after
treatment with BOTOX or BOTOX Cosmetic:

1. Problems swallowing, speaking, or breathing. These problems can happen hours, days, to
weeks after an injection of BOTOX or BOTOX Cosmetic usually because the muscles that you use
to breathe and swallow can become weak after the injection. Death can happen as a complication if you
have severe problems with swallowing or breathing after treatment with BOTOX or BOTOX
Cosmetic.

e People with certain breathing problems may need to use muscles in their neck to help them breathe.
These people may be at greater risk for serious breathing problems with BOTOX or BOTOX
Cosmetic.

e Swallowing problems may last for several months. People who cannot swallow well may need a
feeding tube to receive food and water. If swallowing problems are severe, food or liquids may go
into your lungs. People who already have swallowing or breathing problems before receiving
BOTOX or BOTOX Cosmetic have the highest risk of getting these problems.
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2. Spread of toxin effects. In some cases, the effect of botulinum toxin may affect areas of the body
away from the injection site and cause symptoms of a serious condition called botulism. The symptoms
of botulism include:
® loss of strength and muscle weakness all over the body
double vision
blurred vision and drooping eyelids
hoarseness or change or loss of voice (dysphonia)
trouble saying words clearly (dysarthria)
loss of bladder control
trouble breathing
trouble swallowing

These symptoms can happen hours, days, to weeks after you receive an injection of BOTOX or
BOTOX Cosmetic.

These problems could make it unsafe for you to drive a car or do other dangerous activities. See "What
should I avoid while receiving BOTOX or BOTOX Cosmetic?"

There has not been a confirmed serious case of spread of toxin effect away from the injection site when
BOTOX has beenused at the recommended dose to treat chronic migraine, severe underarm sweating,
blepharospasm, or strabismus, or when BOT OX Cosmetic has been used at the recommended dose to
treat frown lines and/or crow's feet lines.

What are BOTOX and BOTOX Cosmetic?

BOTOX is a prescription medicine that is injected into muscles and used:

® to treat overactive bladder symptoms such as a strong need to urinate with leaking or wetting
accidents (urge urinary incontinence), a strong need to urinate right away (urgency), and urinating
often (frequency) in adults when another type of medicine (anticholinergic) does not work well
enough or cannot be taken.

e to treat leakage of urine (incontinence) in adults with overactive bladder due to neurologic disease
when another type of medicine (anticholinergic) does not work well enough or cannot be taken.

e to prevent headaches in adults with chronic migraine who have 15 or more days each month with
headache lasting 4 or more hours each day.

e to treat increased muscle stiffness in elbow, wrist, and finger muscles in adults with upper limb
spasticity.

e to treat the abnormal head position and neck pain that happens with cervical dystonia (CD) in adults.

® o treat certain types of eye muscle problems (strabismus) or abnormal spasm of the eyelids
(blepharospasm) in people 12 years and older.

BOTOX is also injected into the skinto treat the symptoms of severe underarm sweating (severe
primary axillary hyperhidrosis) when medicines used on the skin (topical) do not work well enough.

BOTOX Cosmetic is a prescription medicine that is injected into muscles and used to improve the look
of moderate to severe frown lines between the eyebrows (glabellar lines) in adults for a short period of
time (temporary).

BOTOX Cosmetic is a prescription medicine that is injected into the area around the side of the eyes
to improve the look of crow's feet lines in adults for a short period of time (temporary).
You may receive treatment for frown lines and crow's feet lines at the same time.

It is not known whether BOTOX is safe or effective in people younger than:
e 18 years of age for treatment of urinary incontinence
e 18 years of age for treatment of chronic migraine
e 18 years of age for treatment of spasticity
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16 years of age for treatment of cervical dystonia
18 years of age for treatment of hyperhidrosis
12 years of age for treatment of strabismus or blepharospasm

BOTOX Cosmetic is not recommended for use in children younger than 18 years of age.

It is not known whether BOTOX and BOTOX Cosmetic are safe or effective to prevent headaches in
people with migraine who have 14 or fewer headache days each month (episodic migraine).

It is not known whether BOTOX and BOTOX Cosmetic are safe or effective for other types of
muscle spasms or for severe sweating anywhere other than your armpits.

Who should not take BOTOX or BOTOX Cosmetic?
Do not take BOTOX or BOTOX Cosmetic if you:

are allergic to any of the ingredients in BOTOX or BOTOX Cosmetic. See the end of this
Medication Guide for a list of ingredients in BOTOX and BOTOX Cosmetic.

had an allergic reaction to any other botulinum toxin product such as Myobloc®, Dysport®, or

Xeomin®

have a skin infection at the planned injection site

are being treated for urinary incontinence and have a urinary tract infection (UTI)

are being treated for urinary incontinence and find that you cannot empty your bladder on your own
(only applies to people who are not routinely catheterizing)

What should I tell my doctor before taking BOTOX or BOTOX Cosmetic?

Tell your doctor about all your medical conditions, including if you:

have a disease that affects your muscles and nerves (such as amyotrophic lateral sclerosis [ALS or
Lou Gehrig's disease], myasthenia gravis or Lambert-Eaton syndrome). See "What is the most
important information I should know about BOTOX and BOTOX Cosmetic?"

have allergies to any botulinum toxin product

had any side effect from any botulinum toxin product in the past

have or have had a breathing problem, such as asthma or emphysema

have or have had swallowing problems

have or have had bleeding problems

have plans to have surgery

had surgery on your face

have weakness of your forehead muscles, such as trouble raising your eyebrows

have drooping eyelids

have any other change in the way your face normally looks

have symptoms of a urinary tract infection (UTI) and are being treated for urinary incontinence.
Symptoms of a urinary tract infection may include pain or burning with urination, frequent urination,
or fever.

¢ have problems emptying your bladder on your own and are being treated for urinary incontinence
® are pregnant or planto become pregnant. It is not known if BOTOX or BOTOX Cosmetic can harm

your unborn baby.
are breast-feeding or plan to breastfeed. It is not known if BOTOX or BOTOX Cosmetic passes
into breast milk.

Tell your doctor about all the medicines you take, including prescription and nonprescription
medicines, vitamins and herbal products. Using BOTOX or BOTOX Cosmetic with certain other
medicines may cause serious side effects. Do not start any new medicines until you have told your
doctor that you have received BOTOX or BOTOX Cosmetic in the past.

Especially tell your doctor if you:
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¢ have received any other botulinum toxin product in the last four months

e have received injections of botulinum toxin, such as Myobloc® (rimabotulinumtoxinB), Dysport®
(abobotulinumtoxinA), or Xeomin® (incobotulinumtoxinA) in the past. Be sure your doctor knows
exactly which product you received.

have recently received an antibiotic by injection

take muscle relaxants

take an allergy or cold medicine

take a sleep medicine

take anti-platelets (aspirin-like products) and/or anti-coagulants (blood thinners)

Ask your doctor if you are not sure if your medicine is one that is listed above.

Know the medicines you take. Keep a list of your medicines with you to show your doctor and
pharmacist each time you get a new medicine.

How should I take BOTOX or BOTOX Cosmetic?

e BOTOX or BOTOX Cosmetic is an injection that your doctor will give you.

e BOTOX is injected into your affected muscles, skin, or bladder.

e BOTOX Cosmetic is injected into your affected muscles.

¢ Your doctor may change your dose of BOTOX or BOTOX Cosmetic, until you and your doctor
find the best dose for you.

¢ Your doctor will tell you how often you will receive your dose of BOTOX or BOTOX
Cosmetic injections.

What should I avoid while taking BOTOX or BOTOX Cosmetic?

BOTOX and BOTOX Cosmetic may cause loss of strength or general muscle weakness, or vision
problems within hours to weeks of taking BOTOX or BOTOX Cosmetic. If this happens, do not
drive a car, operate machinery, or do other dangerous activities. See "What is the most important
information I should know about BOTOX and BOTOX Cosmetic?"

What are the possible side effects of BOTOX and BOTOX Cosmetic?

BOTOX and BOTOX Cosmetic can cause serious side effects. See "What is the most important
information I should know about BOTOX and BOTOX Cosmetic?"

Other side effects of BOTOX and BOTOX Cosmetic include:

dry mouth

discomfort or pain at the injection site

tiredness

headache

neck pain

eye problems: double vision, blurred vision, decreased eyesight, drooping eyelids, swelling of

your eyelids, and dry eyes.

urinary tract infection in people being treated for urinary incontinence

painful urination in people being treated for urinary incontinence

e inability to empty your bladder on your own and are being treated for urinary incontinence. If you
have difficulty fully emptying your bladder after getting BOTOX, you may need to use disposable
self-catheters to empty your bladder up to a few times each day until your bladder is able to start
emptying again.

e allergic reactions. Symptoms of an allergic reactionto BOTOX or BOTOX Cosmetic may
include: itching, rash, red itchy welts, wheezing, asthma symptoms, or dizziness or feeling faint.
Tell your doctor or get medical help right away if you are wheezing or have asthma symptoms, or if
you become dizzy or faint.
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Tell your doctor if you have any side effect that bothers you or that does not go away.

These are not all the possible side effects of BOTOX and BOTOX Cosmetic. For more information,
ask your doctor or pharmacist.

Call your doctor for medical advice about side effects. You may report side effects to FDA at 1-800-
FDA-1088.

General information about BOTOX and BOTOX Cosmetic:
Medicines are sometimes prescribed for purposes other than those listed in a Medication Guide.

This Medication Guide summarizes the most important information about BOTOX and BOTOX
Cosmetic. If you would like more information, talk with your doctor. You can ask your doctor or
pharmacist for information about BOTOX and BOTOX Cosmetic that is written for healthcare
professionals.

What are the ingredients in BOTOX and BOTOX Cosmetic?

Active ingredient: botulinum toxin type A

Inactive ingredients: human albumin and sodium chloride

Revised: 08/2015

This Medication Guide has been approved by the U.S. Food and Drug Administration.

Manufactured by: Allergan Pharmaceuticals Ireland

a subsidiary of: Allergan, Inc.

2525 Dupont Dr.

Irvine, CA 92612

© 2015 Allergan. All rights reserved.

® marks owned by Allergan, Inc.

Patented. See: www.allergan.com/products/patent_notices

Myobloc® is a registered trademark of Solstice Neurosciences, Inc.
Dysport® is aregistered trademark of Ipsen Biopharm Limited Company.
Xeomin® is a registered trademark of Merz Pharma GmbH & Co KGaA.

£ ALLERGAN

72284US18

OnabotulinumtoxinA

BOTOX®

Cosmetic

for injection

50

Units/vial

ALLERGAN®

Dispense the enclosed Medication Guide to each patient.
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KT 200370t L, WL D0 0#E Tk, BEICH S RNEORERECMOEE 2 H KEEN H - 72, BOTOXDuwRAME i IZ B
HLUEEWERAO U 27 2K EE DR 2HET D IEERSI AT TH D5, #ISIMERIC X 2BOTOXD 22 &M K O 1T L TV 720,

54 BEEWES
T SRR 0O @ S s |
N

WCHREESNTWS, ZUHDOGNE LTE, 77 4 7% —, MIER. S5, WOkEE, FPIRINEEN S 5,
ZD LD BRRIGHECTHEI

\Z1%. Botox® CosmeticDF G- % H11E L CH BICHYRIGEETZ L, UV RIS v 2mRAE LTHERAL, 7F 7
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A THRVZRDECICESTZE WD FMEDR D 575, BAEANIFERENT ThH - 7o e Gl e b - THIET 5 Z I3 TE e,

55 DMER
Botox®& 514 (C AREER L OV iE2E 2 B e D il A SRICBIE L e A EFRORBBFI N R E SN TEY, HCICESLFILROLNATWVS, Thb
DEZEO—EIT, LILEREEEDHERE T2/ LT\, DMEREROME2ETLBE KRG T L TEETH L,

56 BEEOMEMGEE

R BRI R, A ZEMEVE R SR LE S AR A B i B T (B RS I E S dA — b T 23— NMERERES) 28T 2 B#EIZBotox®
Cosmeticx #5254 121%, BELZBERIT DI L, MRBEELZAT2RFICBV L, ARIRY J XAFEEMFNE2BE5TH52 Lickh, &
EYER KT, B, IR T, RAENEE, TEE, EE O FEE IR RS SOERNICERREEBOY 27 BNEEDLZEND D,
[ MZ2EROHH ELorE 5.7H) | 28],

57 EETEER UK KRS

Botox® CosmeticZ (X U ETHHRY U X ABmERAN OB GIZ LY, WETREXIIMERREL 7292 6835, T CILOHE T REE X R #E4
HT2BETE, CROOMENRN-ZIELLTL DI ELEZOND, TmWTWORE, TGO IZ BG4 2 5 X3 F iz 54
D AMEMREER OfF MEF LR e LTAE LS, [ MEELROEM LoEE (521H) | 28],

AV U XRAERERGZICEEOE FTREEN S CICE S T2HIRHREIN TN D, BEFEEZEIED HIZh 0 L.+ 725 0K =18
HI-OICRERBEEMLELTH DD, BEOWTRENOEML X232 bH 0, 3 CITHE FARE X IMFIRSREIC RN H 5 g~
B 5Tl S FrIcfER T 5,

RV R AFFRLEEGT DL MEHTGE L TEWTOSSEIHREORF IMET T2 2 2035 0, FEREREED 29 T2 Z ORI ICKTF
LTV 5 B IS B R ERNSIA T 25T 72 0 237y, R R 4 % & To B A WP IR B S TR B2 ISR STV B,

SHEL A T DD 72 W B K OYERMERISH ORI B W Tl O SIFLISHICER T2 L B0 H 5 BH T, BEFEEDOY A7 NEWZ LG ST
W5, MISHALZER ~DO B RE F/NRICMZ 5 2 S IC X Vg FEFORBBE XN X 254805 5, 8P M ~OEH T ERTERY: K& O
TREFEDY A7 ZWRKSELBENRD D,

RV XABROEE 221 T 5 BH T FREE, SaREE UIMPRIEEEOFRBENRD GNGEIIE, BEHICEMOBEEZ T 5 LERD
Do INOHDOKIGIE, RY U X AFERERGHBEEBRCHZ Z b b, R ->TRHATL2Z2E00D [ EEROMEH EOEE (52
H) | R,

5.8 YENEALOBEFE
ST EEALORIE, RIS TE, SH5REH O OB IRZEME RS B D54 12 1XBotox® CosmeticZ HEIZHELGT 52 &,

5.9 [RGB DOIFRICTIS T 5 AIEE N R OARBEER

AR %~ > Botox® CosmeticlEHT 12 & 2 B H i E, FRICH VI #RBEE D H 5 BEF T W TAMRE L, Frselt LR KR OISR 45 Sk 2
TEEINAD D, BRI 2B 2REETTO 28, ZOWREICIE, REAIRA, BER, WRHY 7 a2 Lo X IREEIC
LD L RDGERD D,

510 AHAOBEIBITEBALRYHE. BHEEVRER
1720 LEE OB RS Z 0 28R R4Sk, B, RrenECsZ2 b5, RIRERWETAZ L TIALDIEREEMTE S &
N5,

511 AMET VT I &AL NAKRBOGE

AAENT, ANEHEKROT VT I v E2EH/ LTS, 2R V=27 V==V T ROARFORIE TN S EZ T, VA NVARBOGEFITIT L
NERNWEWNWZ D, Z7rAY T )b - ¥ aTH (CID) OEGRIRERFEI A7 biFEAERNEEZEZ OGNS, TATIVICELT, AR
PREUICID 2Meff L7ZERNIE Z N E TITlmE ST,

6 BIfEA

Botox® Cosmetic (onabotulinumtoxin A) JERDOEGIZ L DRIEAD 9B, LU TORIERIZOW CEARIRM CEOMOEIZFE L LT 5,
- ERERNE [ MEZ2E RO EoEE 52H) | &)
CEUE [ AR 1) | RO TEEROMA EorE (543H) | 2H]
- BETREE L OWER REE [ S R OMER FoER (5.73H) | 2]

6.1 FRAKABRER

FEARRBIIZNENFEHSEUNRKE S E2 50T, FHEAORERLZHRRE CEHBELET5 2 LIXTE 3, KRB CORBEEL KB L T
Wiz Ebd b,

Botox® & Botox® Cosmetic & Tl&, A& GBI E R — 72 23 A SCENC TR OZIHE - RN R > T D, L7235 T, Botox®D 5 TH
5 7- FIE 23Botox® Cosmetic D% 5-Th A SN L ATHEMN H 5,

—HRIZBIVEF 1 XBotox® Cosmetic% 5-#% 1 B LANIZE L, F2L Tl TH 28, B AL LRI 225D, BEICX Y RFER.
Y, RIE, R, BEIR, ALBEeHif, NS E T D Z ER3H D, HEHEEIH O OARLIT L0 MR MRS (AR, RIMES) AL
U, @8N BgEEZLEE T8 L H D,

BeEFORFOFIMET IR Y UV XAFERICTHRINLIEIEEHCTH D, 277 LEZROIEBIZ L > TEMIC LM AINEC 25508365

[ TSRO EoEE 521 | 21],

JE TH DA
F2UTIT, 18~TSROPIRE 2ot R & LT OREBONMBILEEL T L2 T > &7 2L 7T £ AR GEERIZ 51 TBotox® Cosmeticf-5-171
(N=405) D1%LA LIRS S T=BIWER DFl %7~

&2 BREIOFREREING L LI-_EEHR 7 T A0 AR T Botox® Cosmetic F5F1D 1%L, FTRE L., ORBELRN ST R 5]
LY ‘Yo -BIER

. _ Botox® CosmeticEf AR -3
BEXAR/ AR (N=405) (N=130)
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—f - EHEER L OB S ORE
BRI 6 (1%) 0 (0%)

PRRRIEE
P I AN 22 PR 5 (1%) 0 (0%)
RfEE
R Mg T 13 (3%) 0 (0%)

HERRE L ORISR E
R 6 (1%) 0 (0%)

EVR2ER 71
FE3UTIE, 18~TSikDOWERE A X5 & L CHROEEWMOIBRLED 2 Z I L7207 v ¥ MEZEER T 7 B A5 BRIZEVT, Botox®
Cosmetic# 5451 (N=526) D1%LL ETHE£90 A LINIZHBL L 72RITEH Ol 2=,

#3 BERORERE LR L LE_EERT T 2 RAHEER T Botox® Cosmetic #5410 1%L L THEH 00 HLAINICRE L, 1 OHBHR
BT 7R EEH X D Eh - BIER

Botox® Cosmetic - -
BERSE BIER 24388 i
(N=526) B
HR
MR e v e 5 (1%) 0 (0%)
62 FERM

EOWRFHEAE CTHE 972725, Botox® Cosmetic b ZFMEAH T D AHEMENH D, ABIRY U X AFRICHT 2 FHARNEA S, FEHR
INEVEHNCARTEL S, Botox® Cosmetic (2 X ARENK T 2540865,

B OFER 2 x5 & LIz3 O BERRERIZI VT, Botox® Cosmetic DFE5-% 5211 7291665 (247 : 5176, 44HAL : 39961) 12k Lk
BRI LT, 9166105 B 1461 (1.5%) BEGHUREZ A LTV, FRTURDOLRABIIA LD o7,

INBOT =1L, ~ 7 AR5 #EEER (mouse protection assay) 1233\ T Botox® CosmetictZ %4 % HFRTE P oD Il iGN B ST et & 1l S h
EEEDOLDOTHS, ThHDMERMRILT v A OBER OIS U TRECRR S, £72, 7 v A TRO LA PRIEEOFEHRFIC
3 BT e ba— BREORB, BRIEORIRY, OFHE, EHERERE, W ONDBERBPEEL KITL WL ARERH 2, LLED
BMHIZ &Y Botox® CosmetictZ 3 2 PFIFEMEDFEHFR & O RS THE SN TV D PFHEILORBR L LT 2 2 &3, HETER2nEER
LD,

PFIPUAEA DR ERERIIH S TROVA, FEROBKRR T, R Y X 2AmRRF OHER G 303Em R G L0 EEERN AT 5
ZENFRENTWD, B/ERmE W, HockEMRE HIF 2 2 &Ick v, PUEEEDFREEZF/NRICHZOND EEZX LN D,

63 TR RRER

INDOFEGUIA MG CTREMOHE (Thbbar) BNRHARD, BEMEOH 2RI E OHEECAFIRTE & OREBRONUEITLT L
HAHETIEZR W,

AV Y XAFHRE G, LT RE SN TEBY . FHOIWETREE, MDD WVIEEDIINOERBREFUIT T 7 47X — %o T\
[ MEEROEM EoEE (54, 5.713H) | /],

AEENR S OV 2E 2 B e DUV SR ISR L 2 HEER O MICHME SN THEY EEILES12BRBO LN TV D, THDOBFEO—HIL, L
I R BEOERIA T 2 A LTz,

EAEOFHBE IFELMESNTEY . —RICHFEZEZI LOTWEETEL TN,
Botox® &% U'Botox® Cosmetic D KGR D CHER SN B FF L 2B R T L IZLUTFITRT

B L UkmEE
BEETR, B, HEsfED Ev

IREEE
B RHRL HTERTE, B

BIBREE
JER. A, AR, ELL, VER:

—f% - EEEER L UOREHFAORE
BRApiE, MREURE, FER

Rt L URRES

I EHERR X UOR SRS
ES N AL

R R EE
TPt s, HEREIEE , BAmAPRREL, IRTESUR, FRIBIE L O, BUEREAE, SERIE, RMME= = —w N — PhERREEE, Kb

FRRER. MERES L UHERRE
ARV JE PRUR AR, PRI M O SR AR 4
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R L OB TR
BiEiE (MEEBEEBWEELGT) « ZTPE. € O8IE, 2 (SRR ORRIOS 2 5T) | GRREE R, SRS 25 T)

7 HEEH
Botox® Cosmetic (onatoburinumtoxin A) 738D ER R W A/ERRERIZ - E THEEL TWH72RW,

71 T 7Y av FREEMERZIILD LT 2HRBHEELEET 2 3A

T 7) 3y RRVAEME H 2 WVITHRIREZLE T 2 MoHER (7 T — LERMEEY) (3. Botox® CosmeticDHRIFM A IIRT 2 Z &1 d
L2, AT 258 TEEICEG T2 L,

72 Hi=a Y A

Botox® Cosmeticf G- 12t U VA FEHT L & 2= ) AAERMERT 2820035 5,

73 HMORY Y XX ERUAF

BB MAFFHOR Y U X A5 4 2 K & RIR 30 A RIS L7256 OMEFERIIARHTH 5, &5 SRV U X ZFHROZRN
HETHANMMDOARY V X 2AFHREHKE LI2GE1E, WA BT 52 L0135 5,

7.4 fBARSE

Botox® Cosmetic D LA IS MR Z 535 &, MBI IR E HIZHBT 2820136 5,

8  HRRBELEA~ORL

8.1 FF~DOEE  FRAT Y —C

W e xR A E &, KL< EPLEN TR (adequate and well-controlled study) 1%, 4w & %5 & L CIdEHE L T 72\, Botox® Cosmetic % 44
AW DAL, IBE EOFRRENRRIICRHT 2 R Z2 ERD Sl SN 25 5ICRO 5552 &,

IR~ 7 A XL T » Mk LBotox® Cosmetic (4, 8, XI%16 Hifir/kg) AZFEAIIC2 B (AEIRS H R ON3 H) HANEN LZL &, K&
B EZOROARETHRBEEORD R OIREOFTLEO BB SRz, ZRbORBRICBI 2 RAFBHEOEEHE (4 Bi/ke) X, BMOEE
B OH R OREPIHK T 5 PR TH 544 BALLRTY - 0 i (Bifi/ke) THELKSETH- T,

Botox® CosmeticZ 447 >~ b (0.125, 0.25, 0.5, 1. 4 I8 ¥ifir/kg) SUTAEIR U X (0.063. 0.125, 0.25 XiX0.5 Hifir/ke) (T8 E R
A (Zv MIFH2E, UYFEE3E) FANERLZEE, 7y FCTREKEAREEZOROART, v F CllkmHAETIiIBAEDRY
K OMIROBEBDBFRD b, ZNHORETIHE, WE. FELXOBEBYOR T CEELRFIYEE LR b, BREMEERELT
v N Tl Efi/kg s REY -V #E (Ukg) Tt b TOREOHNLAE, 7 ¥ TIiX0.25 Bii/kg Tt hTORHEL VKD -7,

MR v MZL, 4 16 Hifi/kg 2 AWM O 53 Bes GEIRAT, &R, SREBAM) CHREIFNNER LizL 245, RILORAEICHEE
RIEFRO N2 olz, 7 v MORBMWICHT 2 B G5- ORAEMBERE (16 HAlke) 1%, KRENLZ VK (Ukg) Tt M TOHEDK22
fECThot,

83 BB/ ~OESE

AF DO ML F~OBITOFEIIHGE SN TV, EFHIOL T MR ~BITT 5 2 L6, ZILIE~Botox® Cosmeticx #5324
HEETLZ L,

84 /INRZE~OES5

18 AR D A 123 1) % Botox® Cosmetic D22 £ K O ZPEITHESL L TV R0,

85 mE~ORE
JE R oK A8k
Botox® Cosmetic D25 AR FRER IZF T, 65 AT D BHE TIX65SHELL EOBFICH R THERNE WL D Tho7z [ TERRE (14 1H) | 8] .

EV RO 71
Botox® CosmeticD2B K RBRICI T, 65mAdM; D EH TIX65E L LD BFITH AR THERNE N L D Tho7o [ THERR (14 ) | 28] .

10 BERS

Botox® Cosmetic (onabotulinumtoxin A) 7F/H DB EEGIC X VRGN AE T, Bxr RERDBET L 2L TIN5,
BEFEORERIT, EHET IR LV, BEE IR LESEA, UTRREEREREDN A GEITIE. S D EFENIZSE L,
A aateilt) 2 NEEEEZEBICBBT 52, 2N SDERFIZHOWVWTITEE DO AT O UIER 2 FOR M DL FESZACBlZT 5 =
& [(Fe Ao MR R OMEA EodE (5.2, 5.71H) | 2],

FREEE K OVEE O PIAR AR I R FTE T 2 5 A, e A4 U CRRABEMEITRICE 256035 5, MRIZHEN A CUGA1, B+ 5 £ T
& R ORI E DS EE & 72 B, Sl ORHERIEICMZ . [E DB A O/ ISR ROEEZ VE L T8 L H 5,

WERGRIZIE, Ca—UTIMT T OKEEE X — (CDC) NHRY U XAHBRICHTIHHEEEATTEDS, RELIHEZEZHN
T, TORLGRHFETIIARY Y XAFRIZLY T TICHERINIAMEREE T Z LT TE RN, BV U XAHBRBEEDI D DI RER D H 215
Bid, IR ORI LC, CDCZB UMERZ ERT L FRE 2 L 52 L, 30 pLANICEE DS b WA X, CDCIZER:
HE S 2y (FEREE S 1 1-770-488-7100) . RO U =7 %A RO DLEEMIERAGOND ¢

http://www.cdc.gov/mmwr/preview/mmwrhtml/mm5232a8.htm,

11 PR

Botox® Cosmetic (onabotulinumtoxin A) 3%, Hall ¥kA %I Clostridium botulinum % F8E% S8 CAFE L 7-3E - EZER0E - FERIATIER Y U X A3
FTHY, HANERT L, BIIAOC—HORILEIC LY | MR HFEZERCEROMBEANORIELSEREEED»O ORI T D, ZOBEGEE,
NIET VT I ERWERT MY U ARICEMR L, EREEE (L0222 I 7)) LThbRE - BRI,

Botox® Cosmetic ®—¥K Y U —ZAFJ[H (primary release procedure) 1%, fF#EM & O ERIZ XV Fli % 3R D Mla~— 2Dl > & A AL T
W5, ZOT veAlE, 7T H A RO TH 5BOTOX K U'Botox® CosmeticEH Dt D Tdh 5, Botox® Cosmetic | HEALIX, ~ 7 RZBIT 5
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JEe PN % GBI R L 72 50% 2B R (LD50) R fiic Al 4%, kExZa~ 7 ALDSOERICH W AR, FRELOCRE 1 Fa— LN EnEh
H7p b7, BOTOX OEMIEIERNL 2O AR Y U X AERXITE R 55 E O EELETHE LI-HROAWFIEMERA & ks Lz s
IZEHT D Z L1ETER, Botox® Cosmetic® FLiEMEIX, #MREHEEAEAIRL ./ 7T MO EK20 BALTH D,

Botox® Cosmetic I%1 /XA 7 /L1Z, A FlClostridium botulinum R HEH#HE A K50 AL (U) . AMIET7 V7 X 2025mg K OEALT MY & 450.45mg
EEAT 50, b L <IXA B Clostridium botulinum M B R EAA100 AL (U) . AMIET V7 X 20.5mg L O LT U 7 A09mg 5 A L
THBY, WH - BRI TOTRFAITE £ 20,

12 ¥
121 {EFRE

Botox® Cosmeticld, HEEN UIZZFEMERDOZRINITAES L, MR TT v F ) UHHEET 2 Z 2128 MR EZIENT 5,
ZOMFERIZ. 7T U OFES EMRERNICIFIET 2/Mans b DI K )72 WEH TH HSNAP-25 28T 2 Z LItk o TAET
%, BOTOX ZIEEE CTHNWNER T L. HOEDII R LZARMRENE L, TORR, HIEENRPFTNET 5, 512, BN, i
R OMREH L, BEAWMAT EF L a ) UERIERENEZDZ DD D, HOMRIENREIET L2 E08H 5729, Botox® CosmeticlZ &
STHEUIEHOBMRENR DoV EFRIIRDIZIEHHV LD ET UV ARBFLNTVND,

Botox® Cosmetic % FZNTES L7 86, ITFIROALFZRIBRAPIR N — R B L Z S4v, AISEIRETIICED 32, S 612, fOZFM, RN 6
DML, AT TV a ) VSREBEAEDR D ENH D, HOMRIENEIET S EBH 579, Botox® CosmeticlZ & - TH
Lo DOBRMRENR Do W ETRICRDIZEHHV I DL DZET VARBFLNTWND,

122 ¥FEAhH%E
Botox® Cosmetic D3 )7 2 3§ 2 3BT LN L Tuiauy,

123 HyHE
UGS CHRI T & 20 Hii T, HEDE I % /5 PO P TR S 12 LR R I 1 CBotox® Cosmetic & i 472 2 LIXT&E 220,

13 JERRREMRR
131 R, BRFM, Zh56E

Fem A
Botox® CosmeticD 23 AJEMERHI 2 H ) & 3~ 5 BRI OB EBRITFNE L TV,
25 B0

Botox® Cosmeticid, —HDin vitro BARTEVERER (MR &2 W 7RIS 2SR SRR, Wi LBEAIIE 2 F V7o 2808 SRARIR M DN IR SR RAR)
WNZin vivo BIRTEMERER (MZRER) CTERFEMZ RS o7z,

Zhaee

M feEk TBotox® Cosmetic (4, 8 1316 Hifir/kg) A ARILEOMEMET » MIAZRLRTR OASHL B FFRIPITES (RECIZ28HIBE T3m, M2
WM T2E) Lzl 2 A, WA EBER O B O HED ONC & B OME T RO TR O biviz, a0 MIERE (M T4800/kg,
W T8EfI/kg) 1E. REY VR (Ukg) THEMORERKLOERORERIIT 2 S TOREYEHE (44547) OFIS~105Th o7,

14 BRPRAE
14.1 JEEORIER

Rl—FYA LTI X afb, Siisk,. ~EHEWR., 77 2R ROBUHFRERRR 220830 U, PESEN D HEOFROEHRONE &2 —5
M9 5 B 19 CTBotox® CosmeticZ i L CRFli L7=, RBRIT. OLBEEZOZDT & ZITHEEL EOEMOEERE LA O D HEEERA (18
~75i%) ExHE Lz, IR TE, ROEHHENR D 20, KEELERIZE] -ik> THEMOERERI T E A ETEZ 2O ERE 1T 50 5 ERS
L7, #¢BRE 21X, Botox® Cosmetic (28BR{FA. 4056)) b LIX7 7R QRBROFA. 1326]) ZHEESG L, SRAH1Y TR OER O
JERBENERU2H T, GRS AFTCHIANGES %2 L, AAIBGRHI A R0 &5 ST,

AT DG NEO ZEFE B X, EHR30ARKICBT D, KkbEEZOZ OO EMORE O EEE BT 2R EBLEMIC L 55472 5 O
IZJEH OREBOIMEOZAIZBE T 28 H B & ORFEM Th o7z, IBRETEAIT4EME (0=7c L., 3=HE) TIHM L., ZO7FMmRER
TEIEENRO TN ThNITLE L Uiz, 2T 285E B & ORI, +4 GERIC%E) 220 —4 (0E<ER) £TEL, +2
(FEESE) UEThbhultEr Lz, 7 0% MERBRE THRIC, HBREICK L CIREERRBR~OSMESEY | B0 K LUESZ L TOXERE
DML LT,

ZO2ZRBROUFAEFERZ LU TFITHR A5, #RE OFYFE im0 T, 3261 (6%) 2365l ETh o7z, Lt (82%) KUOEAN (84%) A KL
EEHO T, R=AT7 A VEEOJEMORIEROEEE AT T, 21061 (39%) (FFF LBV LT EEEIFEECTH o7,

INHORBRTIE, BRbEXOZDIE EOBEMOEREBOFEIEEICET 2GR ELEM OFN(FL) 72 & B O E G OB O ZEAIZ BT
ARG B H O (325) OMIFITIE T, Botox® Cosmetictk 58 TIL120 H % £ TREMOEFEW O EIEEN T 7 B RBECHNTE T LTV,
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%4 BHEEOTDEROEROUDOEEECET 2 IERETEMOIM —%EE (REENTE b L IBEOHEREDO %R OAK)

FEFT A 2K AFN 51 77 R 7=
74% 6% 68%
! 299/405 8/132 (62,74)
. 80% 3% 77%
% 325/405 4/132 (72,82)
o 70% 2% 69%
283/403 2/130 (64,74)
48% 2% 45%
% 192/403 3/128 (40, 51)
25% 2% 24%
120
102/403 2/128 (19,29)

2 H o A NIE95%]E HE X [,
P30A % : AOEO EEFEMIE H O RS, P<0.001

x5 B OHONMIOEACIC BT S HEE B & O — SR (FHEEL O L B LICRE O %k TAK)

ELER SR ENalk:ecRii 77w ARRE 7
82% 9% 73%
! 334/405 12/132 (68, 80)
. 89% 7% 83%
3 362/405 9/132 (77, 88)
82% 4% 78%

0 330/403 5/130 (73.83)
63% 3% 60%

% 254/403 4/128 (54, 66)
20 39% 1% 38%

157/403 1/128 (33, 43)

ST A NIE95%(E HEIX [,
®300 % : AEO EEREME H OFFHRE A, P<0.001

Fr LR ERERE A 2 7 S SO T o TR DWW TR E b, 30 BRI FR Lo B FE AR SO IE v LRI T EERT 23R4T L
T- W5 E DEIE S, Botox® Cosmetici 5-HE (74%. 119/16141) TIXT 7 REER0%, 1049 TE L 22> Tz,
65 LA EOWERE OBFIEITIR SN TV b DD, EfBIFENT OFE RN B, 65 LL ETIE6SIHEARMICH R CHWEBRMEN -T2 (F£6)

6 TRBREEER R OBRE B & OFFfi — 65 LA L & 65 AN TD 30 H kR

= (T ” AHN B G- 75 AR .
AL TRl N=405 N=132 7
TRBR AR ERT <65 83% 2% 81%
(JBxOZEo- LX) 316/382 2/123 (77, 86)
91% 7% 84%
WEE A g < 65 346/382 2123 (79. 90)
TRIRIT AR AT > 65 39% 22% 17%
(JBxOZEo LX) - 9/23 2/9 (-17,51)
A 70% 11% 58%
BB R = 05 16/23 1/9 (31, 86)

S A NIE95%(E HE X,

BEBNOFERANZ DD TIRBWIFENT 21T 572 & T A, Botox® Cosmetic 5-HEIZ 81T 5 B ITIRR B LEM OFHE (30H % : £ci4:334651CT85%.
BT T59%) ROMERRE H 5 0L G0H% : &M T3%, BMTT2%) OWTIITIBW T H LM TIZEMEICENTEL 2o T, il
TPV EANE A AL (Botox® Cosmetict 5-FE TIL64f5]) OBERF I 0T CTHRT LIz E 2 A, MiHE OWERIIFRRBE CH -7,

142 EROXRE#H

F U HMMe, Sk, —EEBR., 77 B RMROBENHEGERRBRZ 2B ER L, TEENSEEOBROEER (LCL) OIMEZ —Rrick
#9425 HIY TBotox® CosmeticZ i L TRl L7=, #%BRFE 121, Botox® Cosmetic QFREROFA. 833%1) & L<Ix7 7 tvHR QHBRIEE. 52941)
Z¥E Uz, R ORBRTIE. BRDOFRERIZX T 2 Botox® CosmeticlZ X ATERO L ZFAM L., 2FH OREBRTlX., BHROFED L BB ORE
B (GL) (Cxrd 2EFFHA LA L7, WTIhORBRICYH, R—2 T A VIR KMERICFEELL Lo B R OFEEBS 5 5 2 /KA %
®g e Lic, 2FHORB T, PEEL FOBRORERIINZ T, HBBEZOTHRE XITHFEEL EOBRIORE N A LN HH5E %
xR E LT,

EE ORER (5 AR Tk, #HRE 2 EELI2ODOR (Botox® CosmetichE22261], 7°F wREE22341) 12E] v {71F. Botox® Cosmetic 24 HA/7.
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SUMMARY OF PRODUCT CHARACTERISTICS

VISTABEL, 4 Allergan Units/0.1 ml, Powder for solution for injection 1/14
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1. NAME OF THE MEDICINAL PRODUCT
VISTABEL, 4 Allergan Units/0.1 ml, Powder for solution for injection
2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Botulinum toxin type A ..................... 4 Allergan Units per 0.1 ml of reconstituted solution.
'of Clostridium botulinum

Allergan Units are not interchangeable with other preparations of botulinum toxin.
Vial of 50 units.

For a full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Powder for solution for injection.
White Powder

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

When the severity of the following facial lines has an important psychological impact in adult patients,
VISTABEL is indicated for the temporary improvement in the appearance of:

e moderate to severe vertical lines between the eyebrows seen at maximum frown (glabellar lines),
e moderate to severe lateral canthal lines (crow’s feet lines) seen at maximum smile,

e moderate to severe crow’s feet lines seen at maximum smile and glabellar lines seen at maximum
frown when treated simultaneously.

4.2 Posology and method of administration

Posology
Refer to specific recommendations for each indication described below.

Botulinum toxin units are not interchangeable from one product to another. Doses recommended in
Allergan Units are different from other botulinum toxin preparations.

Elderly patients
There is limited phase 3 clinical data with VISTABEL in patients older than 65 years (see section 5.1).

No specific dose adjustment is required for use in the elderly.

Paediatric population

The safety and effectiveness of VISTABEL in the treatment of glabellar lines seen at maximum frown
or crow’s feet lines seen at maximum smile in individuals under 18 years of age have not been
demonstrated. The use of VISTABEL is not recommended in individuals under 18 years (see section
4.4).

VISTABEL, 4 Allergan Units/0.1 ml, Powder for solution for injection 2/14
FR/H/0230/001/11/064
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Method of Administration
VISTABEL should only be administered by physicians with appropriate qualifications and expertise in
this treatment and use of the required equipment.

VISTABEL, after reconstitution, must be used only for one session of injection(s) per patient. The
excess of unused product must be disposed of as detailed in section 6.6. Particular precautions should
be taken for product preparation and administration as well as for the inactivation and disposal of the
remaining unused solution (see section 4.4 and 6.6).

The recommended injection volume per muscle site is 0.1 ml. See also dilution table in section 6.6.
For instructions for use, handling and disposal of the vials, see section 6.6.

Care should be taken to ensure that VISTABEL is not injected into a blood vessel when it is injected
in the vertical lines between the eyebrows seen at maximum frown (also known as glabellar lines) or

in the lateral canthal lines seen at maximum smile (also known as crow’s feet lines), see section 4.4.

Administration Instructions for Glabellar Lines seen at maximum frown:

Reconstituted VISTABEL (50 Units/1.25 ml) is injected using a sterile 30 gauge needle. 0.1 ml
(4 Units) is administered in each of the 5 injection sites (see Figure 1): 2 injections in each corrugator
muscle and 1 injection in the procerus muscle for a total dose of 20 Units.

Before injection, the thumb or index finger is to be placed firmly below the orbital rim in order to
prevent extravasation below the orbital rim. The needle should be oriented superiorly and medially
during the injection. In order to reduce the risk of eyelid ptosis, the maximum dose of 4 Units for each
injection site as well as the number of injection sites should not be exceeded. In addition, injections
near the levator palpebrae superioris muscle must be avoided, particularly in patients with larger brow-
depressor complexes (depressor supercilii). Injections in the corrugator muscle must be done in the
central part of that muscle, a distance of at least 1 cm above the arch of the eyebrows.

Figure 1:

Improvement of severity of glabellar lines seen at maximum frown generally occurs within one week
after treatment. The effect was demonstrated for up to 4 months after injection.

VISTABEL, 4 Allergan Units/0.1 ml, Powder for solution for injection 3/14
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Treatment intervals should not be more frequent than every three months. In the event of treatment
failure or diminished effect following repeat injections, alternative treatment methods should be
employed.

Administration Instructions for Crow’s Feet Lines seen at maximum smile.

Reconstituted VISTABEL (50 Units/1.25 ml) is injected using a sterile 30 gauge needle. 0.1 ml
(4 Units) is administered in each of the 3 injection sites per side (total of 6 injection sites) in the lateral
orbicularis oculi muscle, for a total dose of 24 Units in a total volume of 0.6 ml (12 Units per side).

In order to reduce the risk of eyelid ptosis, the maximum dose of 4 Units for each injection site as well
as the number of injection sites should not be exceeded. In addition, injections should be made
temporal to the orbital rim, thereby maintaining a safe distance from the muscle controlling eyelid
elevation.

Injections should be given with the needle tip bevel up and oriented away from the eye. The first
injection (A) should be made approximately 1.5 to 2.0 cm temporal to the lateral canthus and just
temporal to the orbital rim. If the lines in the crow’s feet region are above and below the lateral
canthus, inject as shown in Figure 2. Alternatively, if the lines in the crow’s feet region are primarily
below the lateral canthus, inject as shown in Figure 3.

Figure 2: Figure 3:

,@N\\
= TONY

1.5-2.0 cm /
pa—

W

For simultaneous treatment with glabellar lines seen at maximum frown, the dose is 24 Units for
crow’s feet lines seen at maximum smile and 20 Units for glabellar lines (see Administration
Instructions for Glabellar Lines, and Figure 1), for a total dose of 44 Units in a total volume of 1.1 ml.

Improvement of severity of crow’s feet lines seen at maximum smile, when assessed by the
investigator, occurred within one week of treatment. The effect was demonstrated for a median of 4
months after injection.

Treatment intervals should not be more frequent than every 3 months.

VISTABEL, 4 Allergan Units/0.1 ml, Powder for solution for injection 4/14
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General information

In case of treatment failure after the first treatment session, i.e. in the absence, at one month after

injection, of significant improvement from baseline, the following approaches may be considered:

e Analysis of the causes of failure, e.g. incorrect muscles injected, injection technique, formation of
toxin-neutralising antibodies, insufficient dose;

e Re-evaluation of the relevance of treatment with botulinum toxin type A;

In the absence of any undesirable effects secondary to the first treatment session, initiate a second
treatment session with at least a three-month interval between the two treatment sessions.

For glabellar lines seen at maximum frown, in case of insufficient dose, initiate a second treatment
session by adjusting the total dose up to 40 or 50 Units, taking into account the analysis of the
previous treatment failure.

The efficacy and safety of repeat injections of VISTABEL beyond 12 months has not been evaluated.

4.3 Contraindications

VISTABEL is contraindicated,

- In individuals with a known hypersensitivity to botulinum toxin type A or to any of the excipients of
the formulation;

- In the presence of myasthenia gravis or Eaton Lambert Syndrome;

- In the presence of infection at the proposed injection sites.

4.4 Special warnings and special precautions for use

Particular precautions should be taken for product preparation and administration as well as for the
inactivation and disposal of the remaining unused solution (see sections 4.2 and 6.6).

This medicinal product contains less than 1 mmol sodium (23 mg) per dose, i.e. essentially “sodium
free”.

The relevant anatomy, and any alterations to the anatomy due to prior surgical procedures, must be
understood prior to administering VISTABEL and injection into vulnerable anatomic structures must
be avoided.

The recommended dosage and frequency of administration of VISTABEL should not be exceeded.

An anaphylactic reaction may occur very rarely after injection of botulinum toxin. Epinephrine
(adrenaline) or any other anti-anaphylactic measures should therefore be available.

Patients with unrecognised neuromuscular disorders may be at increased risk of clinically significant
systemic effects including severe dysphagia and respiratory compromise from typical doses of
botulinum toxin type A. In some of these cases, dysphagia has lasted several months and required
placement of a gastric feeding tube (see section 4.3).

Caution should also be exercised when VISTABEL is used for treatment of patients with amyotrophic
lateral sclerosis or with peripheral neuromuscular disorders.

Adverse reactions possibly related to the spread of toxin distant from the site of administration have
been reported very rarely with botulinum toxin (see section 4.8). Patients treated with therapeutic
doses may experience exaggerated muscle weakness. Swallowing and breathing difficulties are serious

VISTABEL, 4 Allergan Units/0.1 ml, Powder for solution for injection 5/14
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and can result in death. Injection of VISTABEL is not recommended in patients with a history of
dysphagia and aspiration.

Patients or caregivers should be advised to seek immediate medical care if swallowing, speech or
respiratory disorders arise.

Too frequent or excessive dosing may enhance the risk of antibody formation. Antibody formation
may lead to treatment failure of botulinum toxin type A even for other indications.

As is expected for any injection procedure, localised pain, inflammation, paraesthesia, hypoaesthesia,
tenderness, swelling/oedema, erythema, localised infection, bleeding and/or bruising have been
associated with the injection. Needle-related pain and/or anxiety have resulted in vasovagal responses,
including transient symptomatic hypotension and syncope.

Caution should be taken when VISTABEL is used in the presence of inflammation at the proposed
injection site(s) or when the targeted muscle shows excessive weakness or atrophy.

Care should be taken to ensure that VISTABEL is not injected into a blood vessel when it is injected
in the glabellar lines seen at maximum frown or in the crow’s feet lines seen at maximum smile, see
section 4.2.

There is a risk of eyelid ptosis following treatment, refer to Section 4.2 for administration instructions
on how to minimise this risk.

The use of VISTABEL is not recommended in individuals under 18 years. There is limited phase 3
clinical data with VISTABEL in patients older than 65 years.

4.5 Interaction with other medicinal products and other forms of interaction

Theoretically, the effect of botulinum toxin may be potentiated by aminoglycoside antibiotics,
spectinomycin, or other medicinal products that interfere with neuromuscular transmission (e.g.
neuromuscular blocking agents).

The effect of administering different botulinum neurotoxin serotypes at the same time or within
several months of each other is unknown. Excessive neuromuscular weakness may be exacerbated by
administration of another botulinum toxin prior to the resolution of the effects of a previously
administered botulinum toxin.

No specific tests have been carried out to establish the possibility of clinical interaction with other
medicinal products. No other interactions of clinical significance have been reported in this indication.

4.6 Fertility, pregnancy and lactation

Pregnancy
There are no adequate data from the use of botulinum toxin type A in pregnant women. Studies in

animals have shown reproductive toxicity (see section 5.3). The potential risk for humans is unknown.
VISTABEL is not recommended during pregnancy and in women of childbearing potential not using
contraception.

Breast-feeding
There is no information on whether VISTABEL is excreted in human milk. The use of VISTABEL

during breast-feeding cannot be recommended.
Fertility
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There are no adequate data on the effects on fertility from the use of botulinum toxin type A in women
of childbearing potential. Studies in male and female rats have shown fertility reductions (see section
5.3).

4.7 Effects on the ability to drive and use machines

No studies on the effects on the ability to drive and use machines have been performed. However,
VISTABEL may cause asthenia, muscle weakness, dizziness and visual disturbance, which could
affect driving and the operation of machinery.

4.8 Undesirable effects
a) General

In controlled clinical trials for glabellar lines seen at maximum frown, adverse events considered by
the investigators to be related to VISTABEL were reported in 23.5% (placebo: 19.2%) of patients. In
treatment cycle 1 of the pivotal controlled clinical trials for crow’s feet lines seen at maximum smile,
such events were reported in 7.6% (24 Units for crow’s feet lines alone) and 6.2% (44 Units: 24 Units
for crow’s feet lines administered simultaneously with 20 Units for glabellar lines) of patients
compared to 4.5% for placebo. Adverse reactions may be related to treatment, injection technique or
both. In general, adverse reactions occur within the first few days following injection and are transient.
Most adverse events reported were of mild to moderate severity.

The expected pharmacological action of botulinum toxin is a local muscle weakness. However,
weakness of adjacent muscles and/or muscles remote from the site of injection has been reported.
Blepharoptosis, which may be technique-related, is consistent with the pharmacological action of
VISTABEL. As is expected for any injection procedure, pain/burning/stinging, oedema and/or
bruising may be observed in association with the injection. Fever and flu syndrome have also been
reported after injections of botulinum toxin.

b) Adverse reactions - frequency

The adverse reactions are classified by System Organ Class and frequency defined as follows: Very
Common (> 1/10); Common (> 1/100, <1/10); Uncommon (> 1/1,000, <1/100); Rare (> 1/10,000,
<1/1,000); Very Rare (<1/10,000).

Glabellar Lines
System Organ Class Preferred Term Frequency
Infections and infestations Infection Uncommon
Psychiatric disorders Anxiety Uncommon
Nervous system disorders Headache, paraesthesia Common
Dizziness Uncommon
Eye disorders Eyelid ptosis Common
Blepharitis, eye pain, visual Uncommon
disturbance (includes vision
blurred)
Gastrointestinal disorders Nausea Common
Oral dryness Uncommon
Skin and subcutaneous tissue Erythema, skin tightness Common
disorders Oedema (face, eyelid, Uncommon
periorbital), photosensitivity
reaction, pruritus, dry skin
Musculoskeletal and connective | Localised muscle weakness Common
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® 50 1.6
tissue disorders Muscle twitching Uncommon
General disorders and Face pain, injection site Common
administration site conditions oedema, ecchymosis, injection
site pain, injection site irritation
Flu syndrome, asthenia, fever Uncommon

Crow’s Feet Lines

The following adverse drug reactions were reported in the double-blind, placebo-controlled clinical
studies following injection of VISTABEL 24 Units for crow’s feet lines alone:

System organ class Preferred term Frequency
Eye disorders Eyelid oedema Common
General disorders and Injection site haemorrhage™, Common
administration site conditions injection site haematoma*

Injection site pain*, injection Uncommon

site paraesthesia

*procedure-related adverse reactions

Crow’s Feet Lines and Glabellar Lines

The following adverse drug reactions were reported in double-blind, placebo-controlled clinical
studies following injection of VISTABEL 44 Units (simultaneous treatment of crow’s feet lines and

glabellar lines):

System organ class Preferred term Frequency
General disorders and Injection site haematoma* Common
administration site conditions Injection site haemorrhage™, Uncommon

injection site pain*

*procedure-related adverse reactions

No change was observed in the overall safety profile following repeat dosing.

c) Post-Marketing data (frequency not known)

The following adverse reactions or medically relevant adverse events have been reported since the
drug has been marketed for the treatment of glabellar lines, crow’s feet lines and other clinical

indications:

System organ class

Preferred term

Immune system disorders

urticaria

Anaphylaxis, angioedema, serum sickness,

Metabolism and nutrition disorders

Anorexia

Nervous system disorders

Brachial plexopathy, dysphonia, dysarthria, facial
paresis, hypoaesthesia, muscle weakness,
myasthenia gravis, peripheral neuropathy,
paraesthesia, radiculopathy, syncope, facial palsy

Eye disorders

disturbance

Angle-closure glaucoma (for treatment of
blepharospasm), strabismus, vision blurred, visual

Ear and labyrinth disorders

Hypoacusis, tinnitus, vertigo

VISTABEL, 4 Allergan Units/0.1 ml, Powder for solution for injection

FR/H/0230/001/11/064

Allergan confidential

Page 50

8/14




Respiratory, thoracic and mediastinal disorders Aspiration pneumonia, dyspnoea, bronchospasm,
respiratory depression, respiratory failure

Gastrointestinal disorders Abdominal pain, diarrhoea, dry mouth,
dysphagia, nausea, vomiting

Skin and subcutaneous tissue disorders Alopecia, dermatitis psoriasiform, erythema
multiforme, hyperhidrosis, madarosis, pruritus,
rash

Musculoskeletal and connective tissue disorders Muscle atrophy, myalgia

General disorders and administration site Denervation atrophy, malaise, pyrexia

conditions

Adverse reactions possibly related to the spread of toxin distant from the site of administration have
been reported very rarely with botulinum toxin (e.g. muscle weakness, dysphagia, constipation or
aspiration pneumonia which can be fatal) (see section 4.4).

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system
listed in Appendix V.

4.9 Overdose

Overdose of VISTABEL is a relative term and depends upon dose, site of injection, and underlying
tissue properties. No cases of systemic toxicity resulting from accidental injection of botulinum toxin
type A have been observed. Excessive doses may produce local, or distant, generalised and profound
neuromuscular paralysis. No cases of ingestion of botulinum toxin type A have been reported.

Signs of overdose are not apparent immediately post-injection. Should accidental injection or
ingestion occur, the patient should be medically supervised for several days for signs and symptoms of
general weakness or muscle paralysis. Admission to hospital should be considered in patients
presenting symptoms of botulinum toxin type A poisoning (generalised weakness, ptosis, diplopia,
swallowing and speech disorders, or paresis of the respiratory muscles).

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Muscle relaxants, peripherally acting agents,
ATC code: MO3A XO01.

Botulinum toxin type A (Clostridium botulinum neurotoxin) blocks peripheral acetylcholine release at
presynaptic cholinergic nerve terminals by cleaving SNAP-25, a protein integral to the successful
docking and release of acetylcholine from vesicles situated within the nerve endings leading to
denervation of the muscle and therefore to a paralysis.

After injection, there is an initial rapid high-affinity binding of toxin to specific cell surface receptors.
This is followed by transfer of the toxin across the plasma membrane by receptor-mediated
endocytosis. Finally, the toxin is released into the cytosol. This latter process is accompanied by
progressive inhibition of acetylcholine release, clinical signs are manifest within 2-3 days, with peak
effect seen within 5-6 weeks of injection.
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Recovery after intramuscular injection takes place normally within 12 weeks of injection as nerve
terminals sprout and reconnect with the endplates.

Clinical data:

Glabellar Lines
537 patients with moderate to severe glabellar lines seen at maximum frown have been included in
clinical studies.

VISTABEL injections significantly reduced the severity of glabellar lines seen at maximum frown for
up to 4 months, as measured by the investigator assessment of glabellar line severity at maximum
frown and by subject’s global assessment of change in appearance of his/her glabellar lines seen at
maximum frown. None of the clinical endpoints included an objective evaluation of the psychological
impact. Thirty days after injection 80% (325/405) of VISTABEL-treated patients were considered by
investigators as treatment responders (none or mild severity at maximum frown), compared to 3%
(4/132) of placebo-treated patients. At this same timepoint, 89% (362/405) of VISTABEL-treated
patients felt they had a moderate or better improvement, compared to 7% (9/132) of placebo-treated
patients.

VISTABEL injections also significantly reduced the severity of glabellar lines at rest. Of the 537
patients enrolled, 39% (210/537) had moderate to severe glabellar lines at rest (15% had no lines at
rest). Of these, 74% (119/161) of VISTABEL-treated patients were considered treatment responders
(none or mild severity) thirty days after injection, compared with 20% (10/49) of placebo-treated
patients.

There is limited phase 3 clinical data with VISTABEL in patients older than 65 years. Only 6.0%
(32/537) of subjects were >65 years old and efficacy results obtained were lower in this population.

Crow’s Feet Lines

1362 patients with moderate to severe crow’s feet lines seen at maximum smile, either alone (N=445,
Study 191622-098) or also with moderate to severe glabellar lines seen at maximum frown (N=917,
Study 191622-099), were enrolled.

VISTABEL injections significantly reduced the severity of crow’s feet lines seen at maximum smile
compared to placebo at all timepoints (p <0.001) for up to 5 months. This was measured by the
proportion of patients achieving a crow’s feet lines severity rating of none or mild at maximum smile
in both pivotal studies; until day 150 (end of study) in Study 191622-098 and day 120 (end of first
treatment cycle in Study 191622-099). For both investigator and subject assessments, the proportion of
subjects achieving none or mild crow’s feet lines severity seen at maximum smile was greater in
patients with moderate crow’s feet lines seen at maximum smile at baseline, compared to patients with
severe crow’s feet lines seen at maximum smile at baseline. Table 1 summarises results at day 30, the
timepoint of the primary efficacy endpoint.

In Study 191622-104 (extension to Study 191622-099), 101 patients previously randomised to placebo
were enrolled to receive their first treatment at the 44 Units dose. Patients treated with VISTABEL
had a statistically significant benefit in the primary efficacy endpoint compared to placebo at day 30
following their first active treatment. The response rate was similar to the 44 Units group at day 30
following first treatment in Study 191622-099. A total of 123 patients recieved 4 cycles of 44 Units
VISTABEL for combined crow’s feet and glabellar lines treatment.

Table 1. Day 30: Investigator and Patient Assessment of Crow’s Feet Lines Seen at Maximum Smile
- Responder Rates (% of Patients Achieving Crow’s Feet Lines Severity Rating of None or Mild)

Clinical Dose VISTABEL | Placebo VISTABEL | Placebo
Study

Investigator Assessment Patient Assessment
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191622-098 | 24 Units 66.7%%* 6.7% 58.1%%* 5.4%
(crow’s feet lines) (148/222) (15/223) (129/222) (12/223)

191622-099 | 24 Units 54.9%%* 3.3% 45.8%* 3.3%
(crow’s feet lines) (168/306) (10/306) (140/306) (10/306)
44 Units 59.0%%* 3.3% 48.5%* 3.3%
(24 Units crow’s feet (180/305) (10/306) (148/305) (10/306)
lines;
20 Units glabellar lines)

*p <0.001 (VISTABEL vs placebo)

Improvements from baseline in subject assessment of the appearance of crow’s feet lines at maximum
smile were seen for VISTABEL (24 Units and 44 Units) compared to placebo, at day 30 and at all
timepoints following each treatment cycle in both pivotal studies (p < 0.001).

Treatment with VISTABEL 24 Units also significantly reduced the severity of crow’s feet lines at rest.
Of the 528 patients treated, 63% (330/528) had moderate to severe crow’s feet lines at rest at baseline.
Of these, 58% (192/330) of VISTABEL-treated patients were considered treatment responders (none
or mild severity) thirty days after injection, compared with 11% (39/352) of placebo-treated patients.

Improvements in subjects’ self-assessment of age and attractiveness were also seen for VISTABEL
(24 Units and 44 Units) compared to placebo using the Facial Line Outcomes (FLO-11) questionnaire
at the primary timepoint of day 30 (p<<0.001) and at all subsequent timepoints in both pivotal studies.

In the pivotal studies, 3.9% (53/1362) of patients were older than 65 years of age. Patients in this age
group had a treatment response as assessed by the investigator, of 36% (at day 30) for VISTABEL
(24 Units and 44 Units). When analysed by age groups of <50 years and >50 years, both populations
demonstrated statistically significant improvements compared to placebo. Treatment response for
VISTABEL 24 Units, as assessed by the investigator, was lower in the group of subjects >50 years of
age than those <50 years of age (42.0% and 71.2%, respectively).

Overall VISTABEL treatment response for crow’s feet lines seen at maximum smile is lower (60%)
than that observed with treatment for glabellar lines seen at maximum frown (80%).

916 patients (517 patients at 24 Units and 399 patients at 44 Units) treated with VISTABEL had
specimens analysed for antibody formation. No patients developed the presence of neutralising
antibodies.

5.2 Pharmacokinetic properties
a) General characteristics of the active substance:

Distribution studies in rats indicate slow muscular diffusion of '*’I-botulinum neurotoxin A complex
in the gastrocnemius muscle after injection, followed by rapid systemic metabolism and urinary
excretion. The amount of radiolabeled material in the muscle declined with a half-life of
approximately 10 hours. At the injection site, the radioactivity was bound to large protein molecules,
whereas in the plasma it was bound to small molecules, suggesting rapid systemic metabolism of the
substrate. Within 24 hours of dosing, 60% of the radioactivity was excreted in the urine. Toxin is
probably metabolised by proteases and the molecular components recycled through normal metabolic
pathways.

Classical absorption, distribution, biotransformation and elimination (ADME) studies on the active
substance have not been performed due to the nature of this product.

b) Characteristics in patients:
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It is believed that at therapeutic doses, low systemic distribution of VISTABEL occurs. Clinical
studies using single fibre electromyographic techniques have shown increased electrophysiologic
neuromuscular activity in muscles distant to the injection site, with no associated clinical signs or
Symptoms.

5.3 Preclinical safety data

In reproductive studies in mice, rats, and rabbits, embryo toxicity was observed with high doses
(delayed ossification and reduced foetal bodyweight). No teratogenic effects were observed in these
species. In rats adverse effects on male fertility and female estrous cycling and fertility occurred only
at high doses.

Studies on acute toxicity, repeated dose toxicity, local tolerance, mutagenicity, antigenicity and blood
compatibility did not show unusual adverse local or systemic effects at clinically relevant dose levels.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Human albumin
Sodium chloride

6.2 Incompatibilities

In the absence of compatibility studies, this medicinal product should not be mixed with other
medicinal products.

6.3 Shelf life

3 years.
After reconstitution, immediate use of the solution is recommended; However, physicochemical

stability for 24 hours between +2°C and 8°C has been demonstrated.
6.4 Special precautions for storage

Store in a refrigerator (2°C - 8°C).
For storage conditions of the reconstituted medicinal product, see section 6.3.

6.5 Nature and contents of container

Powder in a vial (Type I glass) fitted with a stopper (chlorobutyl rubber) and a seal (aluminium);
Vial of 50 Allergan Units of Botulinum toxin type A — pack of one or pack of two

NOT ALL PACK SIZES MAY BE MARKETED
6.6 Special precautions for disposal and other handling

Reconstitution should be performed in accordance with good practices rules, particularly for the
respect of asepsis. VISTABEL has to be reconstituted with a 0.9% preservative free sodium chloride
solution for injection. As per the dilution table below, the requested amount of sodium chloride

9 mg/ml (0.9%) solution for injection has to be drawn up into a syringe in order to obtain a
reconstituted solution at a concentration of 4 Units/0.1 ml;
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Amount of solvent added Resulting dose
(0.9% sodium chloride (Units per 0.1 ml)
solution) to a 50 Units vial

1.25 ml | 4.0 Units

The central part of the rubber cap has to be cleaned with alcohol.

To avoid VISTABEL denaturation, the solution is prepared by injecting the solvent slowly into the
vial and by gently rotating the vial avoiding bubble formation. The vial has to be discarded if the
vacuum does not pull the solvent into the vial. Once reconstituted, the solution should be visually
inspected prior to use. Only clear, colourless to slightly yellow solution without particles should be
used.

It is mandatory that VISTABEL is used for one single patient treatment only during a single session.

Procedure to follow for a safe disposal of vials, syringes and materials used:

Immediately after use, and prior to disposal, unused reconstituted VISTABEL solution in the vial
and/or the syringe must be inactivated, with 2 ml of dilute sodium hypochlorite solution at 0.5% or 1%
and should be disposed of in accordance with local requirements.

Used vials, syringes, and materials should not be emptied and must be discarded into appropriate
containers and disposed of as a Medical Biohazardous Waste in accordance with local requirements.

Recommendations in the event of an accident when handling botulinum toxin.

In the event of an accident when handling the product, whether in the vacuum-dried state or
reconstituted, the appropriate measures described below must be initiated immediately.

¢ The toxin is very sensitive to heat and certain chemical agents
¢ Any spillage must be wiped up: either with an absorbent material soaked in a solution of sodium
hypochlorite (Javel solution) in the case of the vacuum-dried product, or with a dry absorbent

material in the case of the reconstituted product.

e Contaminated surfaces must be cleaned with an absorbent material soaked in a solution of sodium
hypochlorite (Javel solution) and then dried.

e [fa vial is broken, carefully collect up the pieces of glass and wipe up the product as stated above,
avoiding cutting the skin.

e If splashed, wash with a solution of sodium hypochlorite and then rinse thoroughly with plenty of
water.

e [f splashed into the eyes, rinse one’s eyes thoroughly with plenty of water or with an eye wash
solution.

e [f the operator injures himself (cuts, pricks himself), proceed as above and take the appropriate
medical steps according to the dose injected.

This instruction for use and handling, and disposal should be strictly followed.
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7. MARKETING AUTHORISATION HOLDER

<[To be completed nationally]>

8. MARKETING AUTHORISATION NUMBER(s)

<[To be completed nationally]>

9. DATE OF FIRST AUTHORISATION / RENEWAL OF THE AUTHORISATION
<[To be completed nationally]>

10. DATE OF REVISION OF THE TEXT

<[To be completed nationally]>
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5 3ERE (122 RBR)
122 3RBRIE, BRBRRHCPEENDEED CFL KO GL 287 2 #E 2 x4 & LT
AFH) 44 AT KON 32 BAAL (CFL fEIRIC 24 BAZ X 12 AL, GL fE3KIC 20 HAA7) 2 5Ff L
7o, ZhigkdtFE, —EEMR, BEAL, WATHME 3 HERBRCTh o7, KERGZOFER
MR OV et & it Lz,

114 3Bx TH DT BIAF 2 B2 OfE 5%, CFLIZ%F LT 24 B2 KON 12 BEAZ K T GL IS
® LT 20 BAL (GL KT 2 ENEEABHAE) 2 M= CFL & GL ORIFHAER (44 HAL
O 32 BAZ « [CFL fEfiC 24 AT 12 AL, GL fHlC 20 HAZ]) 2 %5 L7z, 122 3
BCAHALNTZREROA I LV EMFT b7,

KRB TILT 7 B RIEHR 2 il L2 o 7ol AFIREF Tl 21T o7, a2fke LT,
GL & [FFRFEHE L7 & & O CFLIZXT DA MET, AH] 44 HNLOD 2 5Ff L 725N 3 48
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BR (099 3BR KN 104 3BR) T CFL & GL ORIEEEA S T -HETHALNT- A0 & —
HLTW= (2.7.3 : BERAMEOREEE 2% 2.1.3-1 LY 2.2.3-1)

AAKID CFL KT DRBR 7 0 77 AOETORBRIZBNT, [R—2AT7 A VKD
KEEIERFO CFL OFRREEDS [HEE] UL [HE] 226iaH A 74 1 @ 30 HHIZ [#RE]
XiE T2 L) ~odkdE) &g LA EEHMIE ISV T, AFIC L D CFL 1/
X7 78R % ERlo7- (p<0.001) , FEEFAMEER TIX, & TORIKE K OE OO R
HELRRICER SN, 2O 0FMEICET 2RI, KERE (114 B THRK S
[) Z@LTC—EBLCHRFSZ, AANCLSD CFL & GL DO RIIFIER % Ik L 7= i ek Br
IZBWT, KEHRE (122 BB CHRoK 4 [8]) 12X DAA|D CFL BB A MWE % BT D4R
W r STz,

ENRBROMBR : Zoetk
AANZ LD CFLIRIROLAMEIL, HARANGERTE 300 § 2 X ATAH] 24 BAL KL Y 12 BAL
I % CFL OKEIRELEZFHME L7z 114 RERIC LD FIHFE ST o0 TH S, 114 3K
BRCIE. BeRK 2 MIOIBRY A 70 (6 18, 6 AHAR) TARAIL 7 TR EDOHKEZFT-
T, FHAREMEZ R L2 TOMBRE ITRK 3 BIOEEY A 70 (58 2 #, 7 EAHM)
TAFIEZEE Lz, Lo T, BREEMMIT 1388 TRK SEIOEEYA 7L E otz

AHNZ L 5 CFL & GL OFRIRFRREOZ 2L, B ARAGERE 100 il % k52 AR A 44 HiAL
O 32 AL (CFL SISk IC 24 BN XX 12 B2, GL fEIRIC 20 HA7) (2L % CFL & GL DA
RESCAEVRIE 2 55 L 72 122 SBR CERICRHE ST Hiviz, 122 RBR Tl 7 7 AR RIEER T
7einolz, BRTOMEREN, 13 FHHIZDZ 0 K 4 BIOEET A 7 )V TRBOERG %% 1)
7=,

RERT A RO EOEVICED . AFIOENE 3 HBROLZ 2T — 2 130
w9, HERIZIESI L CORT, BEMEOHITIZE T, RBRIEDDVe< L | BoRG 2%
7o 2T ORERTE D> 6 D M MRAT S RE I DWW TR L7z, 114 3B TIX, ITT fi#dT
KGR D2 T OYERE DL RV S SR E 7 (N=300) . 122 B TIE, 1
B 1 HHOWEFERNZH I Le OTT AT RERM - N=101, ZatEmr s 24EMd
N=100) ,

L LT, IBRIGRT TRIALLAFTFER (BREMESHIEMIC I VIEREICLY
A UCTAREMED V) L SN2 FR) LEAANC K DM & DI, — B L7 ReRFRBINE S
S EAHBMEIE Do 1o, REMBESFEHOREEZ RRT D &5 RAEFRONZ—
REEITRD bR o T,

114 3B 122 HBRICEB W T, W ORBR TAF & # 5 L - lRE 2R 0 54.6%
(215/394 #ll) (2B #K D7 &b 1 ED TEAE ¥ L7Z (2.7.4 : BRAZEL MO E
#2.1.1.1-1)

AH 44 HEAEE (CFL & GL ORIFFER) : 61.7% (29/47 i)
AF 32 AL BE (CFL & GL O[FIRFAIE) : 56.6% (30/53 4i)
AHK| 24 HAL BE (CFL OB DIERR) : 47.0% (71/151 1)
AHN 12 AL BE (CFL DA DIER) : 59.4% (85/143 i)

7' Z Rk (CFL OADOIEHE) : 35.1% (34/97 f1)
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kL LT, TEAE ORBRIIKER G L & LI L,

®b% < ATz TEAE (&, — MBI I B (B @ SRR K OBRE) XI3E
Bz X v & aEic X < BT 2FS (B - EEEALH I VRS EALA L) TH Y
(2.7.4 : BRIRAYZAVEOWBE % 2.1.1.1-2) | BEAKGROARA] 20 HAZIZ LD GL 1GEDERIKR
RERICBITALEET a7 7 A Ve —F LTV,

7t 24 D TEAE 2MEBRE(E (40R) ERIC X 0 IRBREE & ORI RBMR NG E TE /aun L f)
WrE i, ZOWNFITAFIREC 21 1 (5.3% [21/394 %)) KOT 7 BAREC 34 (3.1% [3/97]
f5il) ThHolz, FF 12 HFOEFE TEAE 25, AKFEED 2.8% (11/394 f5il) kT 7 REED
1.0% (1/97 f) 1Z@E shiz, IRBRIEE DREBERBEE T2V E MBS EE R
TEAE 1372< (2.7.4 : FRIRZEMEOBE £ 2.1.1.1-1) | FHCH S RhoTz, KEIREDOFT
4451 (1.0% [4/394 f5]]) DAFFEZICLVABREZFIL L (274  BIRLZSMEOBE #*
2.1.1.1-1) ,

BIRE LT, AFNCKHT 2ENG 3 HHRRICB T 2287 7 74 0T, T L1
AR & —F LT, AFI24 BT & 12 I CLE M7 e 7 7 A VIR CTH - 7=,

1.8.3 Hi& - AERUVZDRERM
1831 HRiE-HE

HRDOFIES
WH . 65 BATEOMAICIE A RAR Y Y X 2FHHEZ L L TAHE 12~24 B,L & 24 O IR
DOHINZE 3 T (HEE 6 T ([ZHWEITHEI L CHANER T, BAOREHIME
MO ETICHLLGEIEFN 1 OLSICEEGT 5, BHRLOREWDBIMEA D T HICH L5651
X2 OLHIcHET DL, B, EREROGEIITIHRGTHZENTELR, 3 5 HEL

WNOFERG TR Z &,
<TEHHERAL>
X 1 X 2

1.5-2.0cm

1.5-2.oxcm’@
X

(.~
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1.8.3.2 EZREIRM

(1)

& - JEORERL

BROEES

KETHERRINTWD CFL (T 2AAOHE « AEFLLTO®EY © 10.1mL (4 HAL)
TR 3 AL (BEF 6 FAL) 12, AEF 24 B (R 12 HAL) & 725 K9 IS
5J o

M 2 B (512 BB L OY 514 388R) Ti. AAID 6 AL (Al 3 HiAr) 75 36 H
AL O] 18 Hifir) F COBEDHARZIMM L, S12 R BRICEB W T, KA 6 BALOAF M
NHDTRNZ EXRENTTZ0, AHEX 514 R CIIEHME L 2o 72, 512 RBR LD
514 RER O T IZHB VT, ARAI 24 BALE 36 HALIZFEBEOAIMNET 0 7 7 A VRO, R
T%ﬁféﬁfﬁ774»ﬁﬁ6mtobﬂb WBREOREIZL DT T b h LG
(PRO) 1Z8WT, AA| 24 BALIL 36 HZIZHRXTL AR X —DEIGNE N> T2, AAE|
QEML%it§ﬁ§C§@ﬁﬁ$w?t%otﬁx FE A EDOFMMIEE . E£21T 8 A E DR
KA WT, 24 AL RN 36 HALICH N THEDNME ) -7, THDOT —FIZHED X,
AFH| 24 BAIS, WEANVE 3 FHERIRERBRIZI VT CFL OB & L TR+ 2 & & L COEIR
=iz,

SR DENZNEE « ZhFHEETO CFL ICx 2L - H&ElX, ENE 3 HiEi (114 35
KON 122 58BR) OFERICESEFHEI N, ENEARRBRIZIX, FEE)»DEEDO CFL &
BT 55 401 BlOWERE NSRS, 2 DOEEAL, —EHEHEMRE 3 HRBRTIX. AH
24 AL TN 12 BZIZ KD CFL O A DiE# (CFL, N =300, 114 &%) & CFL & BEAGR
® GL O FEIFFEHE (CFL+GL, N=101, 12235R) Z 3 L7,

ENABROMR : Aok

(1)

A 2 DO TR K OFRHT 5 1

ENE 3 HRBRCTHW ORI AMEORIRE X, WIS 3 R cH ozt &
F—To-olz, HMEOEEFMALIL, ENRB L OMARBRTENETNT U7 AHE
BEAEAL T A A& EHmBERE (FWS-A) K OEBEHEEST A N EEmHRE (FWS)
ZRWTIRREMT () EMZFHE L72#5RE O CFL OREIZE S DO ThoTe, Z
iE, AFIO GL T 2837077 2B T 5HMEO EEFHMOEA S LR L TH -7,
FWS-A . OY FWS OF — % % S BT L, BRI K OV OMOFHZ % & L7z, PRO 7
— X wkk e RAEE A OREFEIC L VINE L, BRI UZE OM OGNS & LTS L
72 CFL & GL O[RIFHEHEZ £ L= ABR Tlix, RO REAMH T LT GL x4 5 H%)
PEF— 2 I LT,

EINEE 3 MHREBRIC OV T, 114 RBRCHhE L 72 T8 K OFE LB MEMITIZ T 122
MEBICBWTCHEm L, UL, 122 BT, RBOBEMN CFL & GL DI[EFHE#E
(ARHA| 44 ALK 32 AL OBFMEROLZE2MEZR/HFMS T L EThoTolzd, Wi
OFHEE H & EE UIRIRA MR E S X Lo T,

AHFNZ LD CFLIGE A7 L7228 3 B O 2 TIZ DWW T, 2 TOHEZMEDOMENTIX
TF72IRERICE D O TN T N OIBRICE/ELE D (1 SN2 TOHERE ) G5 intent-
to-treat (ITT) FEMTXISRAEMIZOWTHESE L7z, CFLIEEOFE 3 HRBRE IR\ T, £
PR TR A 2V 1 D30 HHE & LT,
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A bhyr 2R ZCHEH 50 BAL

ARG E E

114 RBOFHFMELE TH D, NEBREML () EEOFRIC L 2 X—2 T 1
DI KEGERFD CFL OREEN [HEE] T TEE] 2o\ A4 2710 1 @ 30 HEIZ
FRAE] Xk 72 L) ~ocksE) Rk Sz, KA 24 Btk 12 HyolHEE L, 7
TEARE EFES (p<0.001) ARMEZR LTz, AAI 24 BfAnix, AAI 12 B2 5EIC -
B ANEORGE, EEFER A THLIEEY A 70 1 @O 30 HE (KA 24 HALEE
68.3%., AF| 12 BALEE @ 56.6%) K& TN90 H B & TOZDtha TORMEERES TR LT,

2

#1.83.2-1 M4RBROFTEFUMERR . FWS-AXZRHWARER (918) EEMOFFMICE
WT., BEYAV)L10D30 BRICERKRERKIED CFLORBEMN ML) XK TEE] ~DhE
(ITT BT REH)

T11#H T12#H T130 H A T160 H H T190 H A
AF 24 HATRE | 59.6%* 66.3%* 68.3%* 48.1%* 32.7%*
AFN 12 BANTRE | 42.4%* 56.6%%* 56.6%* 35.4%%* 17.2%%*
75 v RRE 6.2% 8.2% 8.2% 8.2% 3.1%

T1={REYA 711
*=p<0.001 (kf 7"ZEAR) ;**=p=0.001 (K7 7ER)
AR : 191622-114 3Bk IRBRTEHREE  (5.3.5.1) Table 14.2-1.1

114 BRI T 2 AHA] 24 BATEEORE ST, WESNE 3 FHRBR D B GO & — 8
THHLDOTHoT- (F18.32-2) o

% 1.8.3.2-2 B4 0908 HEE R UL 098 SHER L DLLLBRICH TS 14 HBOETEFIHEHER -
FWS-A XI[& FWS Z ALV /aBRERE (918) EMOFFEMICHS LT, BAEYC 2L 1D 30HEIC
RAERFFD CFLORREMN ML) XL IBE| TG --EREOBE (TTHNRER)

EN 114 &5 ok 098 FBR HESh 099 B
pfE pfE
75t 24HL| KHl24 STv 24 HL
AR xF 77| AR BEe X 77
TR |(N=306) (N=306) &R

pfE
24 BN 12 AL 24 BT
xt 77 Xt 7T %12
‘{Z/_ﬁa E,'-ﬁ[‘.a

AH 24
BN
(N =222) (N=223)

KAl24 HKAl12 FI%&
HNCRE  BACRE O AREE
(N=104) (N=99) (N=97) E&R?®

68.3% 56.6% 8.2% <0.001 <0.001 0.056 66.7% 6.7% <0.001 54.9% 3.3% <0.001
a  JRIEREILELD p EIX, HAKERIERFO CFL OFREIC X Y BEJE AL L7 Cochran-Mantel-Haenszel 1 E 2 L 0 HH
L7,
b IRERMLEER O p I, RBREMIERR I X Y BEE{L L 72 Cochran-Mantel-Haenszel i€ 2 & 0 R L7,
il 273 BRREIARIMEOEE £ 3.2.1-1

FEFEFMMER

® FIXRHIFHEER

114 RBROFIRAOFHEE B X2 TER SN2, AA 24 BALE 12 BN oOEHEE D,
FWS-A # WGBSR () ERTIOFAMN & #BRE OREICL ST U M A5HEOWT
nizsnTh, 78R % ERS (p<0.001) H2MEE2R L2, BIRFEGEE OZNZE
FUZDWT, ARH| 24 BALIT 12 BALZ ERIDAEEO KIS Z R Lz, & TORIKIIFEGIE
HOREEN, 1BIEY A 701D 90 HE F TOIFIEETOEREIZIBWT, HEFICH
B (p<£0.05) Thole, 7—XI2LV | IBBREMT () EMEOEBRE VTS, R
R BB IMEDFAMRE 2 ATz b b3, ARANZ X D CFL 1GED B4 72 2h e % R4
IZHE L TWe Z ER STz, RIRIIGHIEE B O Z N E oW T, RIS 3 18
AR L —E LT\ (273 BRRMIAMMEOREEL 3.221H)

G)
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114 FRERDOE O A TOFAMGE B 1Lk S 4L, AK 24 BAL LY 12 BALO T 7 ' ARIZ3f
T OO R STz, FEE OB RIS 2 8RR E O RIZEICHS < R B E TOREM O
FOElx. AFIOMAEE b, JBEFA 274 11 3.0 HTho7- (2.7.3 : BEIRAIGINED
W R 2.1.2-1) . &L LT, ZOMOANEFHGIE B ICBI3 28535 3 FH55R
E—H LTV (273 : BRBEDMEOME 3221H) |

(4) CFL & GL OFIEE#R (CFL+GL) DAZ)MHE
122 FRBRIZHOWT, FIENEHEY A 7 L0 30 H B O CFLIZKT 5 EERAGIMEDOR R 2 F
1.8323 1T, KRB TIET 7B REZXE Lrd oo/, IIARK O HER T1T
ST, AfEE LT, GL ERBEHER LI L D CFL X 5 AMEIL, Wk 099 RER KL O
104 3ABR T CFL & GL DO[FRIFHRE L T T BIC A DA E —B L T\We (2.7.3 @
IREAIEDOREEE 3¢ 2.2.2-1 LU 2.2.3-1)

# 1.8.3.2-3 122 HBRDAMMERER : FWS-AZRAWARERE (918) EFOFFMICES T,
BERYA VL1030 BEICRKRERIED CFLORBEMN ML) XIE MEE] ITH - -1HBRED
FE (TT BT RER)

TI1@EB TI2@EE T130 HH T160 HH T190 HH
AH| 44 BALTRE 83.3% 89.6% 89.6% 81.3% 56.3%
AFHN 32 HAATRE | 83.0%* 88.7% 84.9% 73.6% 49.1%

TI={REI A 711
HIR @ 191622-122 3R {RBRRIE £ (5.3.5.1) Table 14.2-1

(5) PDROEEKR O LM

114 BB KX OV 122 BB TIELA TR T AR OB 5 A5 E 23R T #BRE N 72 L7 a
(A2 3 L7z« CFL ORRENSFEEL E (1223 B TlL, S 512 GL ORRERF1%E
FELLE) WCRD ; BiRIOIEEN L7t 3EH (84 H) L TW5  RIRBED
FEEN M (EIEATRE 2R L EWRBRE) o CFL OAOIREA I L1z 114 RER T, s
WK S BIOIREY A 7 Va5 1F7-, CFL & GL ORIFFAEEZ Fhn L7- 122 RABRCIid. #%
BREBIIIR R 4 BOBREY A 7 V52T -, Wiz W T, RFNC X B1EEOHEhED R
Z— NIRRT H -7z ARMEIRREZ 2 HE XIL30 HEICE—ZIZEL, ZO®BRKR~LIC
HR L, dEiE, BB igE% 90 HE TRt L7z (2.7.3 : BRIRABZMMEOBEE 5.2
TH) o 114 3RBRCIL. A 24 BEALIT, KK 12 AL Z BE D ADoK 5 Bl o 1aE
A7 NVT—ELTHALI,

® R DFik

114 FBRTIE, JERDROFHREM X, W5 3 R & — BT 2MEtFIEE HV., 7
BRI A 7 WMIZHOWTHEI L=, HIENREY A 7 v O%IiE, 1BBRFEMmFEEICHE L
7o HHE (CFL ORRENREEL BICR 5%) (2 X 0 #ERE 2 L IR R CHR
AT D ZENTEITeD, IREROFHEIIHBREIZ L > TR 572,

RIS A 70 1 D 30 HBICRKEERO CFL ORRER L) L MEE ] ~otkE
EEFR LT, ARMEO EEFMIE H 2oV T, AFIEETH D A7 2h B Erpe B i o Hr g fif 1%
ARF 24 FEALRET 95.0 B L OAH] 12 BEAZEET 85.0 H Th o7 (3¢ 1.83.2-4) , HHNLICH
HIol (W1EHEZ 30 HET5) . ZOBREHERRIIAA] 24 BEALFED 3.2 A, AA
12 HATEEIX 2.8 f A & e o7, BKERIRRFORREN | BB FE L ER LG EGO L A
R —ITONWT, ZhRFH R O BT AR 24 BAEEE 12 HLRECZENE I 118.0
AEON 920 HCTHY, AICHRET L EZNTN 39 BA KD 3.1 EH Thotz, mKEE
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REDOFRREED 1 BERELL EocE L, IRBREE () ERIE BREOmM AT NME TE 5138
DRBBOEEGWVWERL TS, BEMICEE L Z2 5172 (Loweetal, 2005) , L A
Ny X — T RO 1 B EE ER LG AIR. oY 7 (FgiTHE0)
BT L2 d 0, FEEHTOLV AR X —DEENDVIR o TLE W, fima i
T LI TERD o, L, RKRBERICBIT DA LVAR S X —OEROWE FIZE
W, AH 24 B X 200 B E T 12 A2 L 0 &<, 24 BAIZ X D0 BI3KER
ni-#5RETH 5 3 & A LU LT,

EIN 114 308k CTAA| 24 BALIZHE SN -2 RErG R R, MR e REECh - 72, [A
—DVLVARVE—ERZHEHANWTHED 098 RER TOREFGRIEITE TR (4 BFEELL
) . —FH 099 RERTIXIRIFRE B3~4fmH) ThHhot- (F1.83.24) ,

# 1.8.3.2-4 5 098 FABR KR UL 098 SHER & DLLEKICH 11D 114 HERDFER : Kaplan-Meier i&
[CEYHTELEBEYA 2L ICE T REHRERER (TT BT RER)

N 114 R BR WS 098 #BR VS 099 BAER

AH 24 BALLHE  ARH 12 ALEE  ARK 24 HALRE  ARA| 24 BAALRE
FHmIE H (N = 104) (N =99) (N =222) (N = 306)
T KERIRERE T CFL ORLE N 72 L TR E
N (LARZ—D%k) 71 56 146 168
gl (H%%) 95.0 85.0 118.0 91.0
95% CI 85.0, 115.0 65.0,92.0 97.0, 121.0 86.0, 93.0
N FTHE0 619 0 1 23 26
e RERIRRE T CFL OFLEED 1 BEpELL ik
N (LARL H—D%k) 84 75 190 239
ol (H %) 118.0 92.0 125.0 119.0
95% CI1 95.0, 127.0 91.0, 113.0 120.0, 146.0 113.0, 120.0
N (15810 6 °) 26 24 61 81
EEHEF D CFL OFRFEDS 1 BePELL ik
N (L AR X —D%k) 61 41 141 182
gl (H%%) 120.0 155.0 137.0 120.0
95% CI 92.0, 148.0 113.0, NA 120.0, 148.0 120.0, 121.0
N (15810 6 °) 31 31 50 77

FRGE R = IRBCRIE 50D /) VLV ARV IR A F TO B, HR, BBy 20 1 @ 30 HHEIZK

HUARE—ZONWTOREH L=, 18 A 274 1030 B BORHNIIERZ & T LTS 1380 L,

a  JRIEYA 7NV 1 OKRTIZED, BRI A 27010 90 HBALBEOMEA XKL TWH XL/ VAR E—|T
R AHNCIER AR T LI VAR A —I13TH80 & LT,

Hll 2 2.7.3 ERRBIAZMEOBEE £ 5.1-1

® [HBEOH M

VAR HE—DEFE, FWS-A & HWTIRBREME () EROFmIC W TR A
7V 1 @ 30 HEIZHRKEIERO CFL OFREN 172 L) T TR ([CoE LI-girE &
ERLIESGE ., REBEOE NS — NIKERET A 7 VTR TH -T2, VAR H—
DEFE, FWS-A Z HWTIEBRET () ERIOFHMIZ 35\ Tl K ERIRIRE K OVEERIRE D
CFL OFREEN 1 BERELL EdE Lo & B8R L CS DI L7k R %, 2.7.3 @ BFRD
HMEOBEIZFEHK T 5,

FERNE—THoZBET A 70 30 1 EBZRVT, AFI 24 AR, 12 HAEEC
HARTEDRERGE B L ORLE (K1.83.2-1)  (5.3.5.1 : 114 iRBR 1RBRKFE IS &
Table 14.2-1.1) , 77 BRIERMBOIEEY A 70 3. 4 KX 5) Tk, 77 AR AKRA 24
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HALRZ T 7 /A AR A 12 BALBEIC AT, X, ARH 24 AL/ ARHAK] 24 BACERIIARA] 12
HAAL 12 HALHEIZHEAR T, VAR X —DFEIENR B L TaE»roT, Jiudk, KK 24 B
NS X DAEIEDN 12 i & B[R S 7210 2 [BIOIEEY A 7 VOFER L —F L Tz, 4
e LT, 122RBRICB T D RERGOFINESZ — 0%, 11438 & —F L T,

KEBGOFDECET 2 o0 L, #EREN | R THRK 4 BIOEETA 7 v
TSNS 3 FEERER (099 BER L TN 104 3B & —E L TWm (2.7.3 : BEIRAOA Bk
OWEE £ 52.1-1~%5224-1, £6.1-2) ,
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1.8.3.2-1 REBEDAMMEDHER : FWS-A ZRAVERERE (58) EMOFTHEICE LV THRARIRKD CFL OREMN MG L) XIF MEE)
[ =WEREDEIE CARYA VLA (1M4EER, ITT B REH)

100.0 _ Cycle 1 Cycle 2 Cycle 3 Cycle 4 Cycle 5
90.0
80.0 7
S 70.07
2 60.07
& 5
5 50.0]
-c 4
=} ]
2 40.0
L ]
& 30,0
20.0 7 b
1 *
10.0_:._,0—0—0\/,_.’_.\'\.
0'07I T T T \/l/ T T T \/l/ T T T \/1/ T T T I/l/ T T
2 3 4 5 6 17 18 19 20 21 29 30 31 32 33 38 39 40 41 42 44 45 46
Visit
——% BOTOX 24U/BOTOX 24U (N1=104, N2=97, N3=89, N4=73, N5=40)
€4——¢ BOTOX 12U/BOTOX 12U (N1= 99, N2=97, N3=95, N4=82, N5=42 )
——0

Placebo (N1=97, N2=91)
Placebo/BOTOX 24U (N3=46, N4=41, N5=11)

- -0 Dlucebo/BOTOX 12U (N3=43, Nd=40, N5=26)
CFL= HROFRIER ; FWS-A=T7 U7 NHSEEHEL T A RfH& B )R E ; ITT = intent-to-treat ; U = Bifif
N1, N2, N3, N4 X O'NS X, ZNFNRET A 701, 2, 3, 4 KOS OFE %=~
KPEA Y 2= 2 BIHOKRE=TX 1D 1#A, 3EIHOKBRE=TX 1O 2#H, 4EHOKE=TX 1D 30 HH., SEHDOKFE=TX 1® 60 HH., 6[EHDKHE=TX 1D
90 HH, 17EIHDOREE=TX 2D 1B, 18SEHDOEKFE=TX 2D 2B, 19FHDOEKFE=TX 2D 30HH, 20 HDFKFE=TX 2D 60 HH, 21[BHDFKLHE=TX 2® 90 H
H. 29\ HD¥Kpet=TX 3D 13@HE. 30@AOKEE=TX3D2HA. 31EHOKEFE=TX 2?30 HH., 32EHDKF=TX 3D 60 HH. 33EHDKKE=TX3D90 HH.
38MEHEDKPi=TX 4D 1EA, 39EHDOKE=TX4D23@A ., 40EHDOKPE=TX 4D 30 A, 41[HHDOKRE=TX 4D 60 HH., 42BHOK=TX 4?90 A H. 44 ]
HoO¥RBE=TXSD 1#HH, 45FEHORRE=TX5D2HH., 46[AHDKFE=TXS5SD 30 HH
o REMENX., BIEREY A 70D 90 H H £ TORFEIZ-OVWTIX. Last Observation Carried Forward (LOCF) &2 AW THIsE L7,
R I L > CTHIREEEZ - TN R R 20T, FEETA 700 90 HEETOT —XDHERT, IHEYA 7V 5 1IRBBESMPRKE 30 HTH D720,
30 HHE CTOTF—H DOHERT,
HigL @ 2.7.3 BEIRAAZIMEOBEEE 4 2.1.2-1
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1.8.3.2-2 REZSOANMDOHER : FWS-A ZAHVVEARERE (H51E) EMOFEICS OV THRARKRRD CFL ORREMN ML) XIE MEE)
- T-EBREDEE CAEYAUIILED) (12258, ITT BT REH)
Cycle 1 Cycle 2 Cycle 3 Cycle 4
110.0

1000
90.0-
80.0 ]
70.0 *

60.0

50.0

Responder Rate (%)

40.0°
300
20,0
100

0‘07\ I I T \/I/ I T T I/I/ T T T I/I/ T T T T
2 3 4 5 6 17 18 19 20 21 29 30 31 32 33 38 39 40 41 42

Visit

——% BOTOX 44U (Nl= 48, N2=43, N3=32, N4=8) *--9--® BOTOX 32U (Nl= 53, N2=52, N3=42, N4=8)

CFL= BJLOFRNER:., FWS-A=T7 U7 NAEEEMELY A N EEEHE, ITT = intent-to-treat ; N =#BRELL ; T=18% Y1 7 /L, U=Hr

N1, N2, N3 K ONN4 = ZNENEFET A 701, 2, 3RO 4O9REEEZRT, TX1, TX2, TX3, TX4=FNTIIEETF A 711, 2, 3, 4

BRIV A 7V 5 B T T2 BRE 1T W s 7,

KEEA Y2 — L 2[BEOKRE=TX 1O 1H#HE, 3EBEOKK=TX 1O 2#HH, 4EHOKRE=TX 1 D30 HH., 5SEHOHKE=TX 1D 60 A H, 6 HDKE=TX 1? 90
HE., 17RIBOKFE=TX 2® 1#A, 18FEBDOKFE=TX 20 2B, 19FBDOKFE=TX 2" 30 HB., 20FHOKE=TX 2® 60 HHB., 21 [FHOKEE=TX 27 90 H H,
29[E B DOKFE=TX3® 1HAB. 30EHEDOKE=TX3D2H@A., 31EHDOKE=TX3D30HB., 32EHEDT A =TX3D 60 HH. 33EADKE=TX3® 90 HH. 38H
HOXP=TX 4D 1HHE. 39REOKEE=TX4D2HHE. 400 HDOKF=TX4 D30 HH. 41 [ HOKE=TX 4D 60 HH. 42[AH D¥KE=TX 4 D 90 H H

RIMEIL, KIS A 7LD 90 H B % TOFRPBEIZ-DOUWTIL, Last Observation Carried Forward (LOCF) 2 W THise L=,

HgL : 2.7.3 BRARAIA 2hit OBEZEX] 2.1.3-1
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RtE AREICET 2R E#R

14 BR KL N2 BROFERERAET D & A 24 BAL LN 12 BALIIWF v BHAAB
B&E D CFL OB E L THZITH D Z oS iz, 114 B Tid, A& 24 HALIZ X 5
CFL OIEHIE, 1T & A EOFHEE B IZ DWW TARA] 12 BAL X 0 BERIC @ W B L2 R LT,
IWRFFHERFE O RABIZDOWN T ARH 24 B3 12 BALIZHAR TR 72, BEAFR O GL
DR - ARICBWTIE, AFNCL2BEICENT 3 EAUNOERG 2T &L
TWAHTD, ZOEITWKMICEE L 25, 114 R TIL., AH 24 B 0L REe R o0
$%ﬁi3@ﬂuif%ok WXL, RBATIE3IEARG Cho72, M T, Ok
REJIZ %&vxfyﬁ DEFETHD [HRKEBEERO CFL ORRED 1 BPELL Lo )
WA AH 24 AL OB RE O ILEX 118.0 H B9 H) Thy . KKl
12$ﬂfi9ﬂﬂi@l @H) Thotz, EHIT, KKl 24 BLIZ LA EMEORIGIE. &
K SEIOIREY A 7V EELT—EBLTAA 1250 % kEl-72, ) RKEOETOHMET
— 2 RNZFREDLZENETn 7 7 A VEBE L, AFIC LD CFL RFEO &G BT H&E
Mz 3L EE LT 12~24 L 2 #5595,

ENRBROKEE : B2k
ARRFEICIR R T D AFNC L D CFL & GL ORIBFEEOE 2T, B ARAYEERE 100 #] %
KEGATAH 44 BT KR 32 BAAT  (CFL FEIRIC 24 B i 12 BAA7, GL fElkiC 20 HiA7) 12
X% CFL & GL ORIBFRIEIEEZ 7l L7 122 B TS T bz, 122 BT 7o
TARRRITR T 2o T2, ETOWBRED, 13 EHICOTEY &K 4 BOIREY A 7 VTR

Kl OG- 252 1T 7=,

(6) “27T® TEAE
BEE LT, RRIGE T TRELLCAEFS (REM[HE]EMICZ D IRBRIEICTL Y
EUTZAREMES U LM SN ER) EARANZ L D76 L OIC, — & L 7o Refd A B M X
W EHEMBAMEIL 2o T, RN EFHEO A EE %%rﬂ#éio&ﬁﬁ%%mﬂa N
SMEITFRD B0 T,

114 R KLY 122 BERIZB W T, WINDLORER CAAIZ G- L2 HBRE KD 54.6%
(215/394 f5]) 121BE#H D72 Ly 1 ED TEAE BFEBLLT7- (2.7.4 : ERIRAYZL MO
F2.1.1.1-1) .

AFH| 44 BEATEE  (CFL & GL ORIENEE) : 61.7% (29/47 f4])
AHA 32 AL BE (CFL & GL ORIFHER) : 56.6% (30/53 f31])
A 24 AL BE (CFL OB DIRNE) : 47.0% (71/151 f1))
AHN 12 AL BE (CFL DR DIERR) : 59.4% (85/143 )
77 ARt (CFL A DOIEHE) : 35.1% (34/97 )
2R L LT, TEAE ORBLRIIERE L & bIgd Lc (F1.83.2-5) .

KbHZ < AbIIz TEAE 1%, —RMICBIE IR (B 0 SIHIAR L OUEFE) XITiE
FH X v i & RE RS i<%ﬁ¢5$%(W:E%%ﬁﬁ@&@&%%ﬁwmm)T%D
(2.7.4 FRRZEMEOBE £ 2.1.1.1-2) . LV EWTFEOFELFE)N CFL & GL D[R
BRIZBNW RO LN (274 BRIROZEMEOBE £ 2.1.1.1-2) | ZTIUIBEAFRO
AH 20 BAALIZ K5 GLIBROERRBRICB T 2227 7 7 A L e —F L Tz,
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Gt 24 14D TEAE 2MEBRE(T () ERHC X 0 IRBREE & ORI EBMR AT E TE /o L f)
Wr &, T OWNFUIAFIREC 2118 (5.3% [21/394 #1]) K OF 7B ARBEC 31 (3.1% [3/97]
i) Tohotz, & 12 HOEE L TEAE 25, AFIFED 2.8% (11/394 #i) KT T BREED
1.0% (1/97 f) (2t Sz, IRBRIE L ORRBEBEPEETE W LB S -EE
TEAE 1372< (2.7.4 : BRI Z 2O E R 2.1.1.1-1) | ECH L R2hoTz, RAIFEDET 4
il (1.0%[4/394 B1]) DAEFRICLVEBREZFIELE (274 BRSO ER
2.1.1.1-1) ,

e LT, AANET 2B WS 3 fRBRICB T2 Lett 7 a7 7 A Wk, 17 Lzl
Fhill & —H LT,



ARy 7 282X 50 AL

7 1.8.3.2-5 RHID CFL [2x9 BHER

L8 I 3E (%)

HER  REY AV ILAD TEAE (REMUXREM)

Page 20

PERAEEL (%)

e 122 38R 114 38 & O 122 38R
ARH 24 BALEE  AHK) 12 BALRE Nl 7T RRAER | AH 44 EAEE®  AH] 32 BALEE® AR Nl
4T ® TEAE
By 701 38/151 (25.2) 42/143 (29.4) 80/294 (27.2) 22/97 (22.7) 18/47 (38.3) 22/53 (41.5) 40/100 (40.0) 120/394 (30.5)
RS A 702 29/138 (21.0) 27/137(19.7)  56/275 (20.4) 16/91 (17.6) 12/43 (27.9) 18/52 (34.6) 30/95 (31.6) 86/370 (23.2)
TRESA 703 23/100 (23.0) 42/121 (34.7)  65/221 (29.4) NA 5/32 (15.6) 8/42 (19.0) 13/74 (17.6) 78/295 (26.4)
RV 704 13/73 (17.8) 18/82 (22.0) 31/155 (20.0) NA 0/8 (0.0) 1/8 (12.5) 1/16 (6.3) 32/171 (18.7)
RIESA 715 4/40 (10.0) 3/42 (7.1) 7/82 (8.5) NA NA NA NA 7/82 (8.5)
TRERIE & o K B4R
DEHEETE RV
TEAE
BEYA 701 4/151 (2.6) 3/143 (2.1) 7/294 (2.4) 3/97 (3.1) 5/47 (10.6) 6/53 (11.3) 11/100 (11.0) 18/394 (4.6)
R A 712 1/138 (0.7) 0/137 (0.0) 1/275 (0.4) 0/91 (0.0) 1/43(2.3) 0/52 (0.0) 1/92 (1.1) 2/370 (0.5)
BV 7 13 0/100 (0.0) 1/121 (0.8) 1/221 (0.5) NA 0/32 (0.0) 0/42 (0.0) 0/74 (0.0) 1/295 (0.3)
TRESA 7V 4 1/73 (1.4) 0/82 (0.0) 1/155 (0.6) NA 0/8 (0.0) 0/8 (0.0) 0/16 (0.0) 1/171 (0.6)
R A 715 0/40 (0.0) 0/42 (0.0) 0/82 (0.0) NA NA NA NA 0/82 (0.0)
7 TEAE
By A 701 0/151 (0.0) 1/143 (0.7) 1/294 (0.3) 1/97 (1.0) 0/47 (0.0) 1/53 (1.9) 1/100 (1.0) 2/394 (0.5)
BRI A 712 0/138 (0.0) 1/137 (0.7) 1/275 (0.4) 1/91 (1.1) 1/43 (2.3) 3/52 (5.8) 4/95 (4.2) 5/370 (1.4)
B A 713 3/100 (3.0) 1/121 (0.8) 4/221 (1.8) NA 0/32 (0.0) 0/42 (0.0) 0/74 (0.0) 4/295 (1.4)
R 714 2/73 (2.7) 1/82 (1.2) 3/155 (1.9) NA 0/8 (0.0) 0/8 (0.0) 0/16 (0.0) 3/171 (1.8)
RFEFA 715 0/40 (0.0) 0/42 (0.0) 0/82 (0.0) NA NA NA NA 0/82 (0.0)
AEBIZ X Bk
B A 701 2/151 (1.3) 0/143 (0.0) 2/294 (0.7) 0/97 (0.0) 1/47 (2.1) 0/53 (0.0) 1/100 (1.0) 3/394 (0.8)
BRI A 712 0/138 (0.0) 0/137 (0.0) 0/275 (0.0) 0/91 (0.0) 0/43 (0.0) 0/52 (0.0) 0/95 (0.0) 0/370 (0.0)
TRES A 703 0/100 (0.0) 0/121 (0.0) 0/221 (0.0) NA 0/32 (0.0) 1/42 (2.4) 1/74 (1.4) 1/295 (0.3)
R 714 0/73 (0.0) 0/82 (0.0) 0/155 (0.0) NA 0/8 (0.0) 0/8 (0.0) 0/16 (0.0) 0/171 (0.0)
B A 75 0/40 (0.0) 0/42 (0.0) 0/82 (0.0) NA NA NA NA 0/82 (0.0)

AE=TEAE ; CFL= HRAOXRER ; GL=JERORER ; NA=%Y4ET ; TEAE=RRIAE T CRIAL-AEFR
a  14RBRTT 7B R KROARAF 24 AL XIT 12 L) O# 52520 7055 2 AH) (24 BACREUT 12 AR | ARISERE T 7 B R EEICED 5,
b A 44 BEALRE RO 32 BT EEIL, CFL (ZFh 24 BAF XUE 12 BifZ) KON GL (20 HiAr) O IC A K oF 5 %2517 1=,
H . 274 BERZEMEOE £ 2.1.3.1-1
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® X< bl TEAE

114 RER LY 122 BB CIX, EE & HE I, IRIEE OREBfRITZ L &l S, #
R OFRBRH ILIZE o 7o ARH) 32 ALREDOMEER 1 E A2 FRE, 2T TEAE [T E 7213
HELRE SN (273 BRROAEDMEOBE 2.1.7.1 1) |

114 FERCTARFN O 5% T T BRE e b 2 < #E 47z 3 D0 TEAE (X & IHEEZK
FEHTEOAL HfL R YRS AN L TH o 72 (2.7.4 1 BRI EMEOME £ 2.1.1.1-2) .
122 BB TlE, D EL<HE SN 3 D TEAE IZEHEA L, SIFETEZ & VRS Th
o7z (274 R ZEMEOME £ 2.1.1.1-2) , WINIORBRIZBWTAA &S5 LT
PR D 2%LL FICHIE LIZZ D> TEAE 1%, S8R, AFE~L~SR | BRI, 4E55E,
Rl TEEOETH -7 274 : BRI ZEMEOBME £ 2.1.1.1-2) ., Zhvboo 6, )R
I FEEIXTEIC GL 1B & BEE T 2 A/ 5 OB [FTfEA & LT, EHE 3% TEAE T
bD, AH| 44 BALREK O 32 HALRE (CFL & GL OFIFFAEE) 12k b < AR T
FTAFRVNT, AH| 24 BAEEE 12 BZEEOM TAEEDO & 5 HEICEE L2 TEAE O/ ¥ —
EBA BN oT- (32 1.83.2-6) o

%< 1.8.3.2-6 AHKID CFLIZ®T HAERNRERIZENT, WIThHDBREED 2% LU EIZHEIF L 1=
TEAE (Z£MxZREMH)

HWRES (%)
114 3R
FTr 122
114 35 122 3Bk Y
AH A PR AHA AH
i 24 BALRE 12 HATHE AAIAR AR | 44 MBS D2 EIREY ARk | RHISE
TEAE FEAGE (N=151) (N =143) (N=294) (N=97) (N=47) (N=53) (N=100) | (N=394)
BHEES 23 (15.2) 39(27.3) 62(21.1)  5(5.2) 5(10.6) 6(11.3) 11 (11.0) | 73 (18.5)
TESERAL Y if. 6 (4.0 7 (4.9) 13 (4.4) 1(1.0) 9 (19.1) 6 (11.3) 15(15.0) | 28(7.1)
e 2(1.3) 1(0.7) 3(1.0) 1(1.0) 2(4.3) 5(9.4) 7(7.0) 10 (2.5)
AT PN HY 6 (4.0) 3(2.1) 9(3.1) 1(1.0) 0 (0.0) 0 (0.0) 0 (0.0) 9(2.3)
il
SE 4(2.6) 3(2.1) 7(2.4) 3.1 0 (0.0) 2(3.8) 2(2.0) 9(2.3)
F e~ L~ 2(1.3) 4(2.8) 6 (2.0) 0 (0.0 2(4.3) 1(1.9) 3(3.0) 9(2.3)
BRI 5(3.3) 2(1.4) 7 (2.4) 0 (0.0) 0 (0.0) 2(3.8) 2(2.0) 9 (2.3)
s 2(1.3) 6 (4.2) 8(2.7) 1(1.0) 0 (0.0) 0 (0.0) 0 (0.0) 8(2.0)
IR T 5 1(0.7) 0 (0.0) 1(0.3) 0 (0.0 4 (8.5) 2(3.8) 6 (6.0) 7(1.8)
PiE 2(1.3) 5(3.5) 7(2.4) 1(1.0) 0 (0.0) 0 (0.0) 0 (0.0) 7(1.8)

CFL= AL OEER ; GL=JEM O RN ; TEAE = 16BIRE N CTRELL LA EFR

W ARFF, 274 21101 HIZBWT TWTFroBREREO 1%Ll B oF—#& 580 2 FILL R LT

TEAE| L EF L7z, < A b7 TEAE OHRBETH D,

a 14 RBRTTIEREARF 24 BT 12 BAD) OBEZZT -8 3AKIEE (24 BATEEUT 12 AT
) . AFRERROT T ERBCED D,

b KK 44 BATEER O 32 BT EEIR. CFL (B EH 24 BN T 12 BAA7) KON GL (20 BEAE) O HITAKI D
V55257,

H 2 2.7 4 BEIRIZE SVEOREE 36 2.1.1.1-2

%< BT TEAE [2OWT, T I H D AF 4 HVE=F—0N @t U, KT R
(BEEE, AL, 1R & ORFEMBEIR, 1RBREM (] EOHWNZ X 27683E L ORI 3
IR DOE M) | AFIOHE, TEAE & AFIOIKENER O —BDORE R OVEE A 7 LD
JER NS = O—BMWZFN L7z, ZOREE. LLFO/@wmNI S LTz

® SIHFHKIL, ENO—EMAREMIBNTE LS ALNLIFERTH D, AH| & EIHIH
RORRPAGRITHERS S 7R o T2,
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® EHFEATIIMIL. AKNCEET S O TR, FRICHBETALOLEEZI BT,
WIRTHE (S#11) [RATIC X 23R40 Tt FHUBARIEO VPR L BER & 5 22
WTRRI L7y o 7,
® EHHERAI AN G, AFNCEE TS L0 TIEARL . FRICEHET I LD LEEZ Lk,
® YL, ENO—REMIIBNTESALNLEETH 72, AKH & ORI ITH
BENARDoT=,
® 114 #BTIX, MBAKTOAARE L 7 I ERBORREDEIT, I RDOIGHEY
A7 (R 2 BIOWRE) BAA (RAR S BIOWHRE) K0 DRVRERT A O
ZzT T,
ENE 3 HRB TR b % < i SNt TEAE AR E A Th o7 (2.7.4 1 BRERHY
RAVEOMEE # 2.1.1.2-2) . BHiORBFITBIRBRTE < . RIHFL ORHFIIENE
SRR CEN 7 (274 1 ARNLRMEOME #2.1.1.12) .

® B & OKEBIRNEE TE 2V TEAE

B E OREBEBRNEE TE 72\ TEAE &%, 1RBRE(T () ERIZAGER 72 alferk
IZEESE, IBRIEICE VAT mREES D Il L7zF5 e L, 114 BB LT 122 3R
TIX, Bt 24 DOIEE & ORI FEBIRN G E TE 72\ TEAE 23845 S vz, REg T & 8ijE %
BRNT, 1ZE A EDIRE E ORERBEBRNPGE TE RV TEAE 1T | fFOHZORETH -T2,
AANZ LD GLIGEDOLZRMET 1 7 7 A L & URENZEE ST o - IR FEiX, 12236k T
6%, 114 RBRTIX 1 FlTHE S nT-,

114 3B LT 122 RBRIZEB VT, 138 A EDIREE OREBEGRNGE TE 72\ TEAE I3
KEOBEMOLZEN T a7 7 AN E—FLTWDHh, UTTEN T & BE LG5 £ 6722 <
BT HHEEANHHHERLTHY, HELIIWEET, BAMRENWTH-o72 (5351 :
191622-114 FRER IRBRAFEHEE Listing 16.2.7-2, 5.3.5.1 : 191622-122 #B GBI FEH AL =
Listing 16.2.7-2) , HEE L HWF 7z TEAE 1372< . BROTIEICE 72 b D b 220 o 72,
1R L& ORRBRAGE TE RV TEAE OFRBLFRIT, REHRGICLY B2 &idkn

>77,

ENE 3 MHRBRCTALNZI NS OFT RiX, AR E L iz (53.53 1SS
Listing 3.1-1~3.1-5) ,



RR w2 AL 22 R 50 BT L8 IS0 (%) Page 23

# 1.8.3.2-7 AHID CFLIZHT 2ENFHBRTREALLAREOARBFRABTETELL TEAE (REMHERER)

WEE (%)
114 3B O
114 35 ° 122 75k 122 7Bk
AHAl AHA A AH

) 24 BANTRE 12 HLALHE ARF Ak 7Rk 44 HLATRE® 32 BAQAE® PRI PRI

TEAE S:AGE (N =151) (N = 143) (N = 294) (N =97) (N =47) (N=153) (N = 100) (N =394

IR T 5 1(0.7) 0 (0.0) 1(0.3) 0 (0.0) 4 (8.5) 2(3.8) 6 (6.0) 7(1.8)
R e v e 0 (0.0) 1(0.7) 1(0.3) 1(1.0) 12.1) 0 (0.0) 1 (1.0) 2 (0.5)
HR i Zan i s = 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 12.1) 1(1.9) 2 (2.0) 2 (0.5)
AR oD 55 Je% 0 (0.0) 1(0.7) 1(0.3) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.3)
IR Ag 1(0.7) 0 (0.0) 1(0.3) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.3)
R 1(0.7) 0 (0.0) 1(0.3) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.3)
((=¥R 1(0.7) 0 (0.0) 1(0.3) 1(1.0) 1(2.1) 0 (0.0) 1 (1.0) 2(0.5)
DA IR 1(0.7) 0 (0.0) 1(0.3) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.3)
TSR AT B 1(0.7) 0 (0.0) 1(0.3) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.3)
BESHERAT 2 9 PR 0 (0.0) 1(0.7) 1(0.3) 1(1.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.3)
mp 1(0.7) 0 (0.0) 1(0.3) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.3)
R 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(1.9) 1 (1.0) 1(0.3)
IEp 0 (0.0) 0 (0.0) 0 (0.0) 2(2.1) 0 (0.0) 2(3.8) 2 (2.0) 2(0.5)
JEE T 1(0.7) 0 (0.0) 1(0.3) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.3)
gD~ I1E 0 & 1(0.7) 0 (0.0) 1(0.3) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.3)

CFL= BJAOREW: ; GL=JEMOEER ; N=1554 ; TEAE = IGBRIRIE T CREL L - A EFES

a  14RBRTT T B RROARA 4 BALXIT 12 BL) OF5 2500 72058 2 A48 (24 BALREUT 12 HALEE) | AAIERE DT 78 REREICED 5,
b AH 44 BARE KON 32 BAALREICIE. CFL (FRFh 24 BAL XIT 12 A7) KONGL (20 BAL) O FICAKIOEE %%} 72,

HiBh o 2.7.4 BRRMOZ MO 3% 2.1.2.1-1
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® -, FOMOEE TEAE kO IHIZZFE -7~ TEAE
- A
RANDOEFEERBAR 7 0 77 5T, SETEOHRE LR o7,

- #H¥E 72 TEAE

PRE LT, HEZ TEAE OWTHUTH, AFNT K AHTEE & ORI i%fbtﬁ#ﬁaﬁﬁﬁeﬁf
SO EFBEMEIT 72 <. ARAI & BEE L 72 Z 2R EHO /REM 2 RI8 3 2% ik 1X
Nienofe, 1NM4RERL D 122 3R TIX, BF 12 O EE /e TEAE " #lE S (2.7.4 : Eun
IR ZEMEOME £ 2.1.7.1-1) . WIhd 1 ORI E SN EMERTH -T2, 122
B CHEE & WME SN MEREE | 2 frE, EEZ TEAE ITWT U HBEIHFEETH
o7z (53.5.1 : 191622-122 3R 1RERIRFEHR S F Listing 16.2.7-2) . 1RBREE (4rfH) EAL
WCEDVIREEORREEPBTETCET RV EHBI s EER T >7 (5351
191622-114 RBR TEBRMAFEHREE Table 14.3-13, 5.3.5.1 : 191622-122 Rbr 1RERIEE AL
Table 14.3-14) , BEE 7 TEAE I X VB AP IE LB E X)o7 (5351 :
191622-114 B IEBRRIEHRIEE Table 14.3-14, 5.3.5.1 : 191622-122 B IBERATEREE
Table 14.3-14)

ENE 3 HRBR AN NGO RIE, AR E —F L Tz (5353 1SS
Listing 3.1-1~3.1-5) . L2>L. 58 3 #6098 RBRTIX. AK 24 HALRECHE Sz 1
D EE’: TEAE (FFE) MNIEBREEERMIC L D IER E OREBRAEE T v &
STz, S 099 FRER TIL, AKI 24 BAEED 1 NSRBI LT 1 fEOEE /L TEAE (O
) IR EOFILICE ST, IBBREME () EAINC L VKR & OREEZ L & T
=iz,

- Hi1kIZE 5 72 TEAE
114 3B KL OV 122 BBRICIB W T, AR GHEO 46128 TEAEIC L Bz Pk L7z

BT A 70 1 TORAK 24 BALE % 117 B HIZHBL L 72 B0E

RIS A 7V 3 TOARK| 24 AL 514 88 H HIZREL L 7=/

TRIEY A 7 v 1 TORA| 44 AL 5% 12 B BIZHEL L2 Rig T~ &

RV A 7V 3 TOARA| 32 BALE G4 131 B BIZRE L BIFRMEIRE R (ERfT

HHRET TBFEHOLV ] T, IOl EEoB ) & bit#E s )
FIEICE 572 TEAE Wb EE CTldeh o7z, IRIE FHED TEAE [ BEEE )8 h &
T, IBBREML () EMICXVIEEE ORREFRENRGE T WSS, 2L
L C TEAE (2 & 2 FIEROK S (3Eshikbe & — & L e (274 BRIRMRZ MO £
2.1.1.2-1) ,
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5.2 Tabular Listing of Studies in BOTOX Crow’s Feet Lines Clinical Development AN A B 2E
Program

53 BERRBRHEE

5.3.1 AWK BREE

An Immunogenicity Report for Study 191622-098 Titled “A Multicenter,
Double-Blind, Randomized, Placebo-Controlled, Parallel-Group, Single
Treatment Cycle Study of BOTOX® (Botulinum Toxin Type A) Purified 5

20 20|11 |All N TN EE %
Neurotoxin Complex in Subjects with Lateral Canthal Rhytides” EE-20NE ergan. fnc 5 Eaakins =
(PK11058-1M)

53.14

Qualitative Determination of Antibodies to Botulinum Toxin A CBONT/A) in
Human Serum Using a Bridging Enzyme Linked Immunosorbent Assay
(ELISA) in Study 191622-099 Entitled "A Multicenter, Double-Blind,
Randomized, Placebo-Controlled, Parallel-Group Study to Evaluate the Safety
and Efficacy of BOTOX®(Botulinum Toxin Type A) Purified Neurotoxin 20l 20l |Allergan, Inc ok | AL
Complex in Subjects with Facial Rhytides (Crow's Feet Lines and Glabellar
Lines)"

(PK 11119-IM)

I
I
\\)ﬁ;
I

An Immunogenicity Report for Study 191622-099 Titled “A Multicenter,
Double-Blind, Randomized, Placebo-Controlled, Parallel-Group Study to
Evaluate the Safety and Efficacy of BOTOX® (Botulinum Toxin Type A)
Purified Neurotoxin Complex in Subjects with Facial Rhytides (Crow’s Feet
Lines and Glabellar Lines)” and Study 191622-104 Titled “A Multicenter,
Double-Blind, Randomized, Placebo-Controlled, Parallel-Group Extension 20l B~-20l M |Allergan, Inc sk | AR
Study to Evaluate the Safety and Efficacy of BOTOX® (Botulinum Toxin Type
A) Purified Neurotoxin Complex in Subjects with Facial Rhytides (Crow’s Feet
Lines and Glabellar Lines)”

(PK12022-1M)

I
I
\\)ﬁ;
I
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5.3.5 ARWEN OVZ A RE S E
BOTOX® in the Treatment of Crow’s Feet Lines in Japan TIAH TV
5351 | (191622-114: HATO HIRO#MMA 4 L L-BOTOX®IC L5 | 20ME~20Mm | * Rttt B I ETE v
H)
BOTOX® in the Treatment of Upper Facial Lines in Japan TIH eV
(191622-122: [ A COEE LM% %14 L L7-BOTOX® 12 X% | 20M 200 |/ Rttt ES N RS E T I
ED)
A Multicenter, Double-blind, Randomized, Placebo-controlled, Parallel-group,
Single Treatment Cycle Study of BOTOX® (Botulinum Toxin Type A) Purified s
Neurotoxin Complex in Subjects with Lateral Canthal Rhytides 208 M~ 20l M |Allergan, Inc 7% PP %
(191622-098)
A Multicenter, Double-blind, Randomized, Placebo-controlled, Parallel-group
Study to Evaluate the Safety and Efficacy of BOTOX® (Botulinum Toxin Type
A) Purified Neurotoxin Complex in Subjects with Facial Rhytides (Crow’s Feet | 20 201l |Allergan, Inc st | e 5%
Lines and Glabellar Lines)
(191622-099)
A Multicenter, Double-blind, Randomized, Placebo-controlled, Parallel-group
Extension Study to Evaluate the Safety and Efficacy of BOTOX® (Botulinum
Toxin Type A) Purified Neurotoxin Complex in Subjects with Facial Rhytides 20l1.~20 W |Allergan, Inc o | ENmEE | 2%
(Crow’s Feet Lines and Glabellar Lines)
(191622-104)
A Multicenter, Double-Blind, Randomized, Placebo-Controlled, Parallel-Group,
Dose-Response Study of the Safety and Efficacy of a Single Treatment of
BOTOX® (Botulinum Toxin, Type A) Purified Neurotoxin Complex in Subjects| 2002. li~ 20l |Allergan, Inc o | HEREREE | &5
with Crow’s Feet
(191622-512)
A Multicenter, Double-Blind, Randomized, Placebo-Controlled, Parallel-Group
Study of the Safety of Treatment of Crow’s Feet with One of Three Dosages of
BOTOX (Botulinum Toxin, Type A) Purified Neurotoxin Complex and the .
Effect on Forehead Lines and Glabellar Lines in Subjects with Crow’s Feet, ZOI'FZO- Allergan, Inc 2% HEPIHE E ]
Forehead Lines and Glabellar Lines
(191622-514)
Integrated Summary of Effectiveness of BOTOX® for the Treatment of
5.3.5.3 Subjects with Moderate to Severe Canthal Rhytides in the Periorbital Region — Allergan, Inc st | e 5

(Crow’s Feet Lines [CFL])
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Integrated Summary of Safety of BOTOX® for the Treatment of Subjects

5353 with Moderate to Severe Canthal Rhytides in the Periorbital Region (Crow’s - Allergan, Inc o | HERwREE | 25
Feet Lines [CFL])
Reliability of Allergan’s Facial Wrinkle Scale with Asian Photonumeric Guide TIH Ty

(FWS-A) Rt
5354 (191622-119: 7 7 W 407 7 NAGEEBEALT A F2 1 Wiz i 2ol F-20mn
B (FWS-A) OfE#EME)

A | fRwEE | 25

537 HBET—HF —EE KL OJER L

5371 [Patients-lists (191622-114) — EN FEPN R AL
Patients-lists (191622-122) — EW FEPE R A
5.3.7.2 Adverse Event Listings (191622-114) — ) FEPNE R Rl
Adverse Event Listings (191622-122) — ) FENE R R
5.3.7.3 Serious Adverse Event Listings (191622-114) — =N LN E R FFAT
Serious Adverse Event Listings (191622-122) — 2! FENE B R
54 BEIER
N ERRR 5 A4 MV e B AL AT
Severe, intractable headache after injection with botulinum A exotoxin: report |Alam M, Arndt KA, Dover JS. J AM Acad Dermatol.
5.4 n.
of 5 cases. 2002;46:62-65.
A multicenter, randomized, double-blind, placebo-controlled study of efficacy |Ascher B, Zakine B, Kestemont P, Baspeyras M, J Am Acad Dermatol.
and safety of 3 doses of botulinum toxin A in the treatment of glabellar lines. Bougara A, Santini J. 2004;51:223-233.
Efficacy and safety of botulinum toxin type A in the treatment of lateral crow’s [Ascher B, Rzany BJ, Grover R. Dermatol Surg.
feet: Double-blind, placebo-controlled, dose-ranging study. 2009;35:1478-1486.
The Merck manual of diagnosis and therapy: infectious diseases. Beers MH. Anaerobic bacteria. In: Beers MH, editor. | 18th ed. Whitehouse

Station, NJ: Merck
Research Laboratories;
2006. p. 1498-9.

Botulinum toxin for the treatment of hyperfunctional lines of the face. Blitzer A, Brin MF, Keen MS, Aviv JE. Arch Otolaryngol Head
Neck Surg.
1993;119:1018-1022.
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Sample size requirements for estimating intraclass correlations with desired Bonett DG. Statist Med.
5.4 precision. 2002:21:1331-1335.
Botulinum A toxin for (expressionistic) ptosis overcorrection after frontalis Borodic GE. Ophthal Plast Reconstr

sling.

Surg. 1992;82:137-142.

BOTOX Vista (Botulinum toxin type A).

Package Insert. Irvine,
CA: Allergan, Inc.; 2009.

Safety and tolerability of onabotulinumtoxinA in the treatment of facial lines: A
meta-analysis of individual patient data from global clinical registration studies
in 1678 participants.

Brin MF, Boodhoo TI, Pogoda JM, James LM,
Demos G, Terashima Y, et al.

J Am Acad Dermatol.
2009;61:961-970.

Treatment of glabellar frown lines with C. Botulinum-A exotoxin.

Carruthers JDA, Carruthers JA.

J Dermatol Surg Oncol.
1992;18:17-21.

A Multicenter, double-blind, randomized, placebo-controlled study of the
efficacy and safety of botulinum toxin type A in the treatment of glabellar lines.

Carruthers A, Lowe NJ, Menter MA, Gibson J,
Nordquist M, Morduant J, Walker P, Eadie N,
BOTOX® Glabellar Lines | Study Group.

J Am Acad Dermatol.
2002;46:840-849.

Consensus recommendations on the use of botulinum toxin type A in facial
aesthetics.

Carruthers J, Fagien S, Matarasso SL, and the Botox
Consensus Group.

Plast Reconstr Surg.
2004;114(6 Suppl):1S-
22S.

Facial Aesthetics Consensus Group Faculty. Advances in facial rejuvenation:
Botulinum toxin type A, hyalyronic

Carruthers JDA, Glogau RG, Blitzer A.

Plast Reconstr Surg.
2008; 121(5 Suppl) 5S-
308S.

A single-center dose-comparison study of botulinum neurotoxin type A in
females with upper facial rhytides: Assessing patients’ perception of treatment
outcomes.

Carruthers A, Carruthers J.

Journal of Drugs in
Dermatology.
2009;8(10):924-929.

Botulinum toxin: A treatment for facial asymmetry caused by facial nerve
paralysis.

Clark RP, Berris CE.

Plast Reconstr Surg.
1989;84:353-355.

Social implications of hyperdynamic facial lines and patient satisfaction
outcomes.

Cox SE, Finn JC.

Int Ophtalmol Clin.
2005;45(3):13-24.

Update on treatment rationale and options for the ageing face.

Dulguerov N, D’Souza A.

Curr Opin Otolaryngol
Head Neck Surg.
2011;19:269-275.

nQuery Advisor - Version 6.01 User’s Guide.

Elashoff JD.

Los Angeles, California;
2005.
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The real truth about beauty: a global report. Findings of the global study on
women, beauty and well-being.

Etcoff N, Orbach S, Scott J, D’Agostino H.

White Paper
commissioned by Dove, a
Unilever Beauty Brand.
2004 September; 1-48.

A Comprehensive Review of Patient-Reported Satisfaction with Botulinum
Toxin Type A for Aesthetic Procedures.

Fagien S, Carruthers JDA.

Plast Reconstr Surg.
2008;122:1915-1925.

Sensitivity to vecuronium after botulinum toxin administration.

Fiacchino F, Grandi L, Soliveri P, Carella F, Bricchi
M.

J Neurosurg Anesthesiol.
1997;9:149-153.

Update on botulinum toxin.

Flynn TC.

Semin Cutan Med Surg.
2006;25(3):115-121.

Infantile botulism.

Gay CT, Marks WA, Riley HD Jr, Bodensteiner JB,
Hamza M, Noorani PA, et al.

South Med J.
1988;81:457-460.

Experimental botulism in monkeys-a clinical pathological study.

Herrero BA, Ecklung AE, Streett CS, Ford DF, King
JK.

Exp Mol Pathol.
1967,6:84-95.

Classification of Crow’s Feet Patterns among Caucasian Women: The Key to
Individualizing Treatment.

Kane MAC.

Plast Reconstr Surg.
2003;112(5 Suppl):33S-
39S.

Botulinum toxin A for hyperkinetic facial lines: results of a double-blind,
placebo-controlled study.
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Smith H, et al.

Plast Reconstr Surg.
1994;94:94-99.

Aesthetic surgery: diagnosing and healing the miscues of human fcial
expression.

Khan JA.

Ophthal Plastic Reconstr
Surg. 2001;17:4-6.

Bilateral, double-blind, randomized comparison of 3 doses of botulinum toxin
type A and placebo in patients with crow's feet.

Lowe NJ, Lask G, Yamauchi P, Moore D.

J Am Acad Dermatol.
2002;47:834-840.

Double-blind, randomized, placebo-controlled, dose-response study of the
safety and efficacy of botulinum toxin type A in subjects with crow’s feet.

Lowe NJ, Ascher B, Heckmann M, Kumar C,
Fraczek S, Eadie N.

Dermatol Surg.
2005;31:257-262.

Meta-analysis of neutralizing antibody conversion with onabotulinumtoxinA
(BOTOX®) across multiple indications.

Naumann M, Carruthers A, Carruthers J, Aurora SK,
Zafonte R, Abu-Shakra S, et al.

Movement Disorders.
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toxin, edited by Simpson LL.

Notermans S, Nagel J.

San Diego: Academic
Press, 1989;319-331.
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