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1.5.

15 ERXEIEROZERUHAROEE

151 ERXEIREROER

ARLRY ) X ZAERITHRIEVE TH L7 FLal) ol EZRET S Z LIV
sfRER 2R ik ER CTH D, TOMERICER Lz Scott H1E, LV OIRFHIZ ARIARY Y
XAFHREHGTDHETIMIAZELEE ) 52 2R L, RHUEEZ: EERRIGC A~
% BAV 7=[Scott, 1973], T D%, Allergan tHiX A BIR Y U X 2RI+ S %8, BAZE, Hlik
B LOWGE R & OHEF] & Scott L 0 7k L, 1989 4|2 K [EIC CTHHIE X ORISR D 7&GR
A% LCLICk, 20124 6 H BIfETHS 85 » [E TR~ e BT xE L CRRBE BT L T 5.
AAz T 20 4 7 1 GSK1358820 (0524 : AR b v 7 A®PEST 50/100 Hifr, L
T, KA ORGERTFTEAKRBILTH LT 7 MASHN T T 7Y « AI AT T4 UHAE
FEAAHFNORLEIRGEAROAMREIT, T E T, RS, USRS, RIERE, 2
7% DAL o0/ INR IR R ER I 31T D PRI 9 AR, B 3 & O T BREHE o0 T I E
WZOWTHERAZIEL TS, £72. AR TIEZITAE] O IcB L Tid, RKGRE -
WIS ERIAR DB OB R A Z T, [ER EOMEEMEO SR AR - #Ies RT3
WCBWCER EOLEEREWEHB SN, 7T77 Y « AI 27 T4 UBRREHcx LT
FEEGE (EEMR 052155 175, HEHFEERL 05214 175, P 245H 21 H) &hi-bo
Thod, KEZ, THEEOFBIERESZITIE] 22068 - 2R &3 2KRBFH ML EAR
BEBENE LTEAAORKHRBICET A2EMEEL DD THD,

L. AFBTHEME L - ERRBRICB T, [HEEOFBEERESTE) ([T 24880/
B L OZEENHER I NI Z 00D, SR ZBINT 5 72 OFKGEFIH 4 B KGR
HEE (LU, —ZEHFE) 21750 Th D,

152. REZFEIZDONT

1.5.2.1. RE S TEORERVESE

t MFRICIE, =7 VTR, 7R 7 UV AFRB IO R U AFRBGEIET 208, £
THEDJRK E 2 BFHILZ D) b= U UFRD B S5 [, 2007], =27 U iR =
U U AEEMARRIC L DS SN CRBY ., TReF Aol R s U ATFRO U T ABIEICE
FDLATNY R ERPLS 5 Z LI LV RETFEZFHERT D LEE 2 5TV H[Schlereth,
2009; Gelbard, 2008], Z Tl LIRIRFRENIC M B AR T R A8 2 CRITT 2WAVIREE & © 3%
ALU[Atkins, 2002; Stolman, 1998], 42L& OFEITF AR HEINT D B H HEZITIE & RO —H O A DHIT
BN 2 RATESITHEICSHSND, 2. TRENOZITEICITRKREEN 2 TH
FME (FERME) SIE) & Y, WROWOEE, FHEE R EomoREBISER L CORIE
T5 gtk (M) 2IE) Bd 5, FRMSZITEIX, TE, BE, EiWImRHEL
CERALD DR RITF AR D T ENRZV, BEICEZTEN A LN L ON [RESTE] ©
» 5 (X 1.5.2-1) [Strutton, 2004; H #*, 20104],
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1.5.
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- RENBBEUTTHS
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RFEME 2 FIE | EERIERFALFESTIND RS T
T - 1EAMEDEFOIEY-MNAHS
RIEBENAEND
CENBICEYBBAE ST

REURELZTE | srmcanssmmsonimo | T

: s g 2T BNEE6s B L EHON, Lii2EE | BERAR RS
RFEEFEZTIE um%gm% ° EHES

BREMEELTE R

R HER
R4 - B R
AR EE
FreyfE{&# 41&

M 152-1 ZFEOBET7ILTYXL
Data source: [ H, 20104]

MR TR TETT L IREVERIT OIAET DR R BREE NI H U | S ITE Tl xR
PRI DO ZTF R A LI, FERY Y VICLANTE HI1FEERD, -, e RIGEE
FADILL . AFEMED S 2 FEROBEENIEFICHE | ALFEOHR, FERIIER), LYy —722
EDOHEAEL X OHESETICBOTHIRS S 21X 0 T, LB E R ER % &
7o AR BT & % [Strutton, 2004; [ 1, 2010a; Hornberger, 2004],

KENZERIT 2R FHHA TR, LEREEDG DI 96,500 7, 234,500 4 % fEt x5 &
LIS S, TORERELY 780 5 A (NHD 2.8%) NEITHET, M LITIE
34400 TN (ANBAD 14%) . £D 5 6 HFEEIFITEN & HMESTIEIX 130 7 A (A
M@ 05%) T b &HEE S LTV S[Strutton, 2004],

A TOEFRMAEIL, BELFHL 19 » T, 5~64 I E M RICT 7 — FHEZITV., 7%
[A1% 5,807 4 % b x4 & L 72 RS STV B[, 2010b], AFAEOF T I7F) T
HEAERICKEZ - FTIE ER - TV D ERIE L7 N3 14%, 20 9 HEMIERBZ R 70
WERMEDRFTZITE (T2, BE, W) OBEILT44THY . WESITEDOREARIX
5.75% Tho7c LEINTWD, JFIEMRITEZIHELRE D 5> 6. ST B EE R
J% (Hyperhidrosis Disease Severity Scale : HDSS) A = 72 K 5 iAW CTEIE DFFIE & 72
% 3FEIF AT FHFATEGITH 5% Th o7z, LLEDFEER G AT TITH 358 1 A D
H i ATE BN B 2 RS 2 THE & HEE S LTV A [ HH, 20100],

1.5.2.2. BEROBK EERERA

WA RTA > COREEBITEDIGET VIV XA L% K 15.2-2 1R T, WO TA
RZA 2B Wi, fROHENTA, HET IV =0 2 X 28U e HiEEN SBIME L,
SAHIEHRIC L D ENPAR TR BEICH L TCARIRY U X AFRICLDBEI RS T
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1.5.

V5 [Hornberger, 2004], & H12F O OIERE TR SR WEE TR LT, NN
B A AR AT  (Endoscopic Thoracic Sympathectomy : ETS) <07 TR Z 24 % Fifi/a X
FAFRIE DA IR EE BT BT D, F2, A4 b7+ L—3 2 (BITEML
ZAREKIZIR L, Z ZIZHERE I L CERDMEZR Z L, TR D OIFO AR % Jifl 4%
1) BLOBI=2 ) VAIONRIE, FFEOBEICE T, FIHRIEZ TS 20 LT
FWnEiRanTng,

Educate regarding proper use of over-the-counter antiperspirants versus deodorants

i

10-35% Aluminum Chioride hexahydrate using proper technique to avold imitation’

J

Intradermal injections of botulinum fawin A

U

Surgery: loeal sweat gland resection’? or endescopic thoracie sympatheciomy?

1, Apply to dry axilla at bedtime, wash ofl in 5-8 hours, Use 3.7 imes/week until euhidrofic. Maintenance

treatment avery 1-3 weeks,
2. Curellage, liposuction, or limited axcision.
3. Patient should be saen by both the surgeon and a demmatologist, and be informed of local success and

complication rales

K 152-2 HEZTEDARETILIIAL (GBS)

Data source: [Hornberger, 2004]

AITIEL, ZFHEITEHAMERBE L LGRS TE LT, RKIEED LIEERZ V=v 7,
TATT 4 v 7% ECHHERNRLEN 2SN TWDLONRBIRTH D, ZDLX D728 H
DOARFIZIBNT S EAEE IS U7l B 2GR 7o s K 9512, Wil L ORI A
RZ A PNKRESNZ[HH, 20108, ENTA 74 > COREZITIEDIRE T LT Y XA
Z, M 152-31ZR-F, AHA KT A4 Tld, L, b7 V=0 AoBMSNT £ 7213
w5 (BLER) 75 (Occlusive Dressing Technique: ODT) % £ IR+ 2% Z L3R ST
Do AFY N7 x b— U RAIMREISK LIRS AT, b7 v I =0 ABMSHODT
TRHERNRNGE, F2IRE LTAMRARY Y XRAFERN/HERINL TV D, ABIRY U X2
FRICOWVTIIFCK TIHIEF ITHERE DR WIRE ThH 208, A TIIREEICN Th 5729
HEREIIB~CL & SN TWD, ROBPIFRIEEL LTETISHR®H LD, AITIEHLIHDD,
SARIER AR Y U X AR OAHHFNER TH 22 b a— LR 5 L9 2 &
MHEIBRATED LN TR, WTFRHETETF VA L ULRRRENN, #iRk T ey 7 L
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— =L, Pra U A EoRNARIEE, s (LDED) EERELHVW T InE STy
60

REMRE L TIEZER

|
| 10-35%$& L7 N3z LB $E5+ A~ ODT

= U\
B~C1

| BT-A B:E(50U/KRE)

Z¥ 3
l w ATO4R45
BAET NIz LS R+ /
BT-A B¥(50U/HE)
¥ Oz, fFRgEELTHET OV, LY —EL(H#ERECT)
RIRFE. SHAE(DE)REEAVTHLLO(HEEC1~C2)

X NEAEERNIEE. RENAREICERETEERAORVWFENH L L(HRECT)
F=, UMREMLIET2E8 1T 5 AL ELLVHEERECT)

X 15.2-3 BEZTEDARET7ILIIVAL (ERN)
Data source: [ H 1, 20104

BIE, AHE L OVMEN CEIE SN TV D IEEOMBESIC OV TIE, BLFO X 5 728085
bivd,

o HUET NI =T LA RIEERER e EEEONSIRDOHNBND Z ERH D |
BRI T2 2 NELWGERH D, D7D, 1HEOIKRIE, AT a4 M
ETxHNT ALENRD D, REEEIGO H 5N e < BENRA & LT ST
DHTH D,

o AAUITFL—TR EEIITHEITAEEL S, HEIMESISEZTZENH D,

o HLa U UAIOWIRIEE : BIZERMHEN SO T B F 3 ) O A bIERT 5720 018,
IR, BEOREORERNTHT S, LR T, 2HR2H&E L CTHET 5 & RIERN
W 5720, e T DEPELNDIEEDEN TSN,

o ETS, {TRbREZR EOFHHEE : WTNOFTITE N T HMOENLY D BFFIT 2 2
HREMERITFRMEE 725, RAlWEETH 5,

153. BEHEOEEIZONT

1531  AHRYYXZAEROREFNSE

o & (Fn) ABIARY Y XXFEFE (¥%) Botulinum Toxin Type A

o AHE:ARYURXAHE (Clogridiumbotulinum) (2L EASH D MY 308
o HEIE : MRRFEFRE. MEREEER I X OIEMRER —IEMERKEER NSO 2R 5 EA K
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1.5.

AFNL, AU XAE (Clogtridiumbotulinum) (Z XV FEAIND AR Y U X RAEHEL
BRIy & T DRMRERITd D, ARANTEEIFFE F 72 13RS R O Z BRRENLITHE A L
THREHERNICA Y AL, TEFa ) U2+ 2 2 & CHRiiicE 4 lE T 2, B
RENCIE, FIRERANT/MEL AL T FLa ) U a2 S8 5 DI EE &S %2 R
LTCW5 25kD £ CTOYF 7 kY —LB# & 378 (SNAP-25) % iR 0N ylr4 5
[Simpson, 1989; Simpson, 1981], =7 U TR bIZ 2 U AFEMERRIC L W FRgi S T
WAHZEND, ZIFEQIREICEE L TiE, 2 U AEEMEMRES L =7 U UAFIROEA IS
BWT, MRERENOOTEF a2 ) U Z2mfl L, sifeELAE S22 L1k,
TR 7238 BEAR N VEH & 79 [Campanati, 2003; Skroza, 2011],

1.5.3.2. ABICEWVTREIN-ZhEE - DR

AICIBWTAH] RIEL « A b v 7 ZAC1EH 501100 HAT) (ZIRMRE S 2 2hHE - IR & L
T 19964 10 A 9 HIZHI AR S 4L, £Dtk, #hagBne U ChMIgEmEE, erEpsE, 2
7% LA o> /N VR R BRIR R IS F8 1T B TR I L 5 R, _ERERHE X OV R HE o I IE
IZOWTHERBATIF L T D (R 1531 , AANTERGMEIEH DR ST, FiHEH~D
TERL W GFRR7Z2 &) ~DfEH, E#OERIEMI LN D L 91220 | W T, il
RN, FEER O PRI G Sl oW T LR SN T\ D, BUEE TICAHKI O M2 #
HENTRREIL 200 2 EICE 2 D & & B[ HIF, 2007),

& 1531 FBITHEVLWTEIEShTI=-ZEE - DR L EDEEB

1t it 7K H
AR A e gt 1996 4F 10 ] 9 H
A 1R B g 200041 A 18 H
FEM AR SH 2001456/ 20 A
VA AV APUNRY E /AR 85 E b ST 20094E2 A 23 A
TREEREICRE D e
IR, T RO 20104 10 A 27 H

1.5.3.3. A—EBRFICBFTIBET—2 /v 7r—2I1221VT

SR CIE, BHICERINE LUK E T FEM S 2R RBRIC L W SR SRS — 2 3y
r— (£1532) HWT, 20124 6 HBUEKE, #E, 77 A, FAYEHHEL
THR 69 % [E T [HEZITIE) 12%F LC 50 AL/ F i O A &I TR ST D
( IZHE] &L TEKREINTWD 13 EEZET) |

KR CIE, W OFFe R M S 2T IE R 2 k5 & L, AHI 50 AL iR £ 7213
7T R BRI G U BEOR R SO E G L2 7 7 2Rk R T SRR b
FRBR (191622-505 #Bk) 88 L OARRBOMERE 125 EHi X ek 3 E TREHR G T 2IEEM
iR (191622-506 7klR) 23 FEfi S, HFFERE & Shc, KETIE RiR L7z 2888z,
R EE O T 36 K ORI E N OIS I ORER 217 - 72 191622-015 75k, I L Ol
W ORI FR MR SITIEBE 2R 5 & L, AK| 75 BAL A e, 50 AL,/ R iR £ 7=
37T v R & ERNHRE LEBROA R L Ot 2 i i L= 77 v AR5 R EE Mk
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1.5.

B (191622-016 #ER) AHFEEE L LTHWOR TS, ZHHORERD 5 b, AHFIHR
B 5 X072 191622-505 7Bk, 191622-506 7tk k5 L OY 191622-016 35k 2 K FHUZ 81T 5 H &k
EOZYUMEZ RTHBRE U CiHMiiRBR 528 & LT,

& 1532 WOMNCBTERBREROBEKT—41\vr—o

BRIRT — & Sy r—3
=4 191622- | 191622- | 191622- | 191622- TR TKFBIRE - 2hER
505 506 016 015

KIE] O O O O 200447 A ISTIE SR RARASHIE A AP gWAS
UNERBE D SRS IR R SV TE TR
U

Pk O O 200147 A HIFEIRCIFIE D12 X 2 JRFTIRE
TR DG HIRNEE DI
EEITIETRR

7T A O O 200347 A SR TR A A 7 < LERAYE &
[0S DI RS 2 N SRR
SEMREE ZITIE

(N4 O O 200348 A B & AIGICH AN H 0 ST
RS 72 Rt o0 FAE IR FE M
R 2 TTIE

EIROWESEEIRRER A E 2. AU T D ERRBA R & LT, WA CHEME SRR
FRER & FIERIC BN DR I 2V TE B xR & U7l 3l L 72 (LOC114078 7
BR) o ARREBRCIX, AKI 50 AL iR 2 5 LIEBEORIMEIC DLW TEENEEICKL D
FITHEZEIEL LT, 7RI 2EBEMEEAHEEL . & OICAH Z9)E#H G2 5 Ok
R 2EBIKEEE LTIZBEOF MR LOLet 2 it L, fHiiRe 52528 L L,

Z DA, #EAMTIBUWT Allergan #2330 U 72 B MEIR & 7 TE BE & 605 & L CARH 2 4%
H U2 REERO 9 6, Bk U7 s R ek LAt 0 191622-046 78R, 191622-513 #AER
5 LUV 191622-075 FERICHOWTIEB BRI & L, AFUCB T DHIRT — 2 Ny r— V%
Dz ke L (£1533) .
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1.5.

#1533 BERT—41\vyr—9o
AREF S BRI SE T BT A v B 5051k R
B i 3% 2% ik - HE
AR
[EEEARER]  GHERER)
LOC114078 | A A 14 gk < _HEMRH> 7T 2R ETIIAK] 50 B &4 | AKI ;78
AR WREE DD 10~15 » FTICH\] | 7F 7K @ 74
“HER 5
mEAk 16~24 JH[H
7°F Rt
<FEEWHH > I E AR LI2A
EEM i 50 BN & KR O N O 10
FExf IR ~15 5 AT 2 N 5-
HalPE G225 40 1
BRI : 2010/4 —2011/8
(—HEMMET)
(st ER]  GHIEER)
191622-505 | KA /7 HEz% AR 7T R ETIIARK] S0 AL A K | AK 242
HE[E 6 Mk “HEEWM MR DN D 10~15 » FTiCHEl | 74 @ 78
~ALX— 2% | BEEAL 5
AA R 2Nk 75t Rt IR 16 38 [#]
BRI : 1999/4 — 2000/3
191622-506 | K1 /6 HEzk A AFH) 50 BN & IR DO N D 207
H[EH 6 % G, FEXTR 10~15 » e, ik 16 # o
AR — 2 %% | 191622-505 5Bk D | & 5-RHINE TRk 3[E E TR A
52 1 [
SRBRIINE : 1999/8 — 2001/1
191622-016 | >K[E, 17 gz AR 7T R, AHI 50 HALE i AF 75 BT
T E LR “HEEM 75 BN & 25 o 2N D 10~15 | 110
IEAE 2 b HETC, BIK 8 oG EE | A 50 AL -
75 Rt R Tk 60 % TG FTHE 104
52 3 R 77 %R : 108
AERIART : 2001/4 — 2002/10
[Ho R RER]  (BERR)
191622-046 | K[E, 16 fia sk % W55 AR AFH) 50 BN & &R DN D 193
B 1k e, FEXTH 10~15 » Aric. Ik 8 O
191622-016 sk > | H-[]kA Tk 1811 £ TH G- Al HE
S TR 36
RERIART : 2002/2 — 2005/10
191622-513 | K[E, 8 ik A /IVAR AH) 50 HAL & KA DO END 1 | 424
KA /8 fiik e, FEXTH ~2 cm BT LIS RO,
AT x—F /2 K 4 » H OFRGRIE TR 8
s o] % G5 ATRE
Ye[E 4 e 36 1
BRI - 2003/11 — 2007/4
191622-075 | >K[E /11 Jii g% HIVH 2~ 17D BE ZXGUT, A | 144
HF 5 /5 Mgk IEEM, FEXTH 50 BN & 25 fif e O F N o 10~15
J TS, Ak 8 ) 0 5k
T K 68 E TH 5. TRE
52 1 [
BRI : 2005/8 — 2007/6
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1.5.

INDDEREAED > B, ARMEICE L CIXEN THEME L7 LOC114078 #lBk, 4t T3
fiti L 7= 191622-505 7kl 191622-506 ikt 35 L O 191622-016 #klk 0 aliks 2 F TR L 7=
(25.4) .
FTo. LAMIZE L TIEER 1633108 LIEA 1ikiRds L OVEs: 6 sABROFF 7 300k D Rl
ZHWTHEI L= (255) .
E N Fs L OV DG REER 2B 9~ 5 BHFE ORI 2 B 1.5.3-1 1TR L7z,
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1.5.

1.5.3.4. BELBIZEDIHI T VRARUBE

2l ER B Pcr5 7 Y - AR T R ARSI T B 3R R R
ARt (LT, A (A AR TR 21T o 7o,

AL, AL TORFERFOREIRT — & Xy 7r— 0 FHE LT 2 BRRRER O R T 1
v B L OHEMEORIREIFHEIZ N2 T & O HDSS @ H AGEIMIERR FIEIZK L TS %2k
LD ThHoT,

BABENSOBEDOBLRARIZLLFTO LY Tho7o (113.2)

Oct 05 2012 11:42:34
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1.5.3.5. AFIDBEIME

WS ZTE I T DR OBUR A E 2. RAORXKXT 4 FE LT, UTFTOHORHIT

bihvd,

o  AHNEMERITICENEREGT L2 LIk, BEEMICEEOITIRCIER L, RTe 7%
FEAEZIET 2R3 G ON 5,

o  HEAE~OEENRBIN, SVEHEENEOND,

o 1HOEETEMM (4~9 % H) OFRFMNLRIENTOND,

o IEEE LIEHATHRRITETI T, REOENELND,

o EMTTT A MIENE LM RERICBFTH Y, KEFEGIZBW T AL
£,
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1.5.

WD TA KT A4 BN TR, BRRBRABHRRIZEE D < AFNC X DR ESIHEBE BT
LRITFEERD . QOL DUER L OZEOREMEN S AHIBE COIRN AR+ 7 BF I
L CAFNC L DI MHELE S, PITRIEEZ O U A7 LMRUEMERT 2 EOHEBIC L v AK
2 X DIRIECTORDG B W ITRT 2 Bl R BHRIE L ALEAH T HiLTVn D, AAINC
EDWEMIE, AMIZB T, A OERRRBRAE & RISRICITEEORD . BREEOUE,
QOL B L N EIZB W TRRDHER SN2 LD, AHIRECHRN R+ BEIC
XD ROIRHE & U TREEMO @O FIRIE 2RI & 5 215720 o BLIR O [ E % fift ik
LD D72 E AR I 2 L OBRN L, BONHIR T 4y MIKREVWHDEEZ L
b,

— . WEZIHEICH T DARBNOIREDO ) 27 L LTI, LTFOLORHITHND,
o RELISDIIT

AFNDOREE~OFGIZ LD . FEE S OFITFRIH S5 DIV, ETSHRICE S AbT
D RABVERIT & [FRRIC . DS OEML (FE, P72 E) 220 ORITFENHIINT 2 v rerk
FEETE R, LrLAans, ENREBRE X0 6 RIS T — 2 23 L7ZFER, A
B 514 I LA ORI N RBLT L /RIS 5 b 00, FHEOEEMREZETH51FED
HLOTEHRWEB 2 BN,

o EBHAL CTOMERICEE LA HEFS

AHNIOBGIZ LD BEEA L B L TR WEIBEMIZIBWN T, AV U X 2HEOEM
NRHBTHAEMENEZ BND, ZD7=), 405D MedDRA JEAGE & m @iz CO/ERIC
Bl LA EERE L TER L, ENE L OVESRER T2 ORILE G L 7=,

ZORER, ENE L OUNNRBRICEB T 2RI COEMRICEE L AEFEERLE LTER
L 72 MedDRA JEAGE 40 FfAIC — 3 L 7o A HEF G O R BUH LI IAH 50 L T 0.8~1.2% T H
0. ENCEEAGROMEINE T U A7 % LAl % AIEEMEIRV & B 2 DAL [N TERE AN E
R ERR IR A, 2010], L2NL72d D, RESITIE R ISR T A AREE G288V T,
BEFEAL CTOMEH N FEBLT 2 ATREMEIT A E TE 222, BEAGR OB IE & R IZ R MEER AL
TOERICEET 2 EFEFRRICOWVWTIRMIE () Gl sl EELsRTo L L
L7,

o HFIHURDREL

AKEIDHANE L AR VXX FERTHDL LN, KROKRG 2 RHIF# VIR
Yitr. RNOSIZILE I L0 ARFNTT 2 PRGUEDNPEAL SN D FIREMED B %

JR MM 8 2 TIE & kP 5 & U TR IREABR 2361 2 HANHUARREAE RN D | AH 2w U fE ]
L72G BBV T, AANTKRT 2 FRHUAD PEA S L5 rIREMEIZFER IRV & B 2 BTz,
LU, 2oGH5E (REE - &5 (12X o> TE, AANTH 5 HFgigns
PEA SN ARMEZECHETE 20D TIERW D, BIAROBENE & FERIZIRG SCE
(F) \CHFHUAELICE T 2 EoEEEZTR#E L, EEERT L& L
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1.5.

fiame LC, MESTHERE OME AR Z NS T2 Licky, EEUEEICLD
T EEOFERA . HDSSIZ X 2 HIEE OWENHER SN2 En b, SMHIGE TR
MARFI3 e BEIK T D2ROEEEE LTHERTE 2R A ThHL B2 b5, £, ETS
72 & DFHPRIEI L AMRREETH Y . ETSORWEH & LTI Ao REMTRIT (S
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HIGHLIGHTS OF PRESCRIBING INFORMATION

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

BOTOX (onabotulinumtoxinA) for injection, for intramuscular,
intradetrusor, or intradermal use
Initial U.S. Approval: 1989

WARNING: DISTANT SPREAD OF TOXIN EFFECT
See full prescribing information for complete boxed warning.
The effects of BOTOX 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)

RECENT MAJOR CHANGES

» Warnings and Precautions, Injections In or Near Vulnerable Anatomic

Structures (5.3) 11/2011
INDICATIONS AND USAGE

BOTOX is an acetylcholine release inhibitor and a neuromuscular blocking agent

indicated for:

o Treatment of urinary incontinence due to detrusor overactivity associated with a
neurologic condition [e.g., spinal cord injury (SCI), multiple sclerosis (MS)] in
adults who have an inadequate response to or are intolerant of an anticholinergic
medication (1.1)

o Prophylaxis of headaches in adult patients with chronic migraine (>15 days per
month with headache lasting 4 hours a day or longer) (1.2)

o Treatment of upper limb spasticity in adult patients (1.3)

o Treatment of cervical dystonia in adult patients, to reduce the severity of
abnormal head position and neck pain (1.4)

o Treatment of severe axillary hyperhidrosis that is inadequately managed by
topical agents in adult patients (1.5)

o Treatment of blepharospasm associated with dystonia in patients >12 years of
age (1.6)

o Treatment of strabismus in patients >12 years of age (1.6)

Important limitations:

o Safety and effectiveness of BOTOX have not been established for the
prophylaxis of episodic migraine (14 headache days or fewer per month).

1.2)

o Safety and effectiveness of BOTOX have not been established for the
treatment of upper limb spasticity in pediatric patients, and for the
treatment of lower limb spasticity in adult and pediatric patients. (1.3)

o Safety and effectiveness of BOTOX for hyperhidrosis in body areas other
than axillary have not been established. (1.5)

DOSAGE AND ADMINISTRATION

e Indication specific dosage and administration recommendations should be
followed; Do not exceed a total dose of 360 Units administered in a 3 month
interval (2.1)

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

o Detrusor Overactivity associated with a Neurologic Condition:

Recommended total dose 200 Units, as 1 mL (~6.7 Units) injections across
30 sites into the detrusor (2.3)

o Chronic Migraine: Recommended total dose 155 Units, as 0.1 mL (5 Units)
injections per each site divided across 7 head/neck muscles (2.4)

o Upper Limb Spasticity: Select dose based on muscles affected, severity of
muscle activity, prior response to treatment, and adverse event history;
Electromyographic guidance recommended (2.5)

o Cervical Dystonia: Base dosing on the patient’s head and neck position,
localization of pain, muscle hypertrophy, patient response, and adverse event
history; use lower initial dose in botulinum toxin naive patients (2.6)

o Axillary Hyperhidrosis: 50 Units per axilla (2.7)

o Blepharospasm: 1.25 Units-2.5 Units into each of 3 sites per affected eye
(2.8)
o Strabismus: 1.25 Units-2.5 Units initially in any one muscle (2.9)
DOSAGE FORMS AND STRENGTHS
Single-use, sterile 100 Units or 200 Units vacuum-dried powder for reconstitution
only with sterile, non-preserved 0.9% Sodium Chloride Injection USP prior to
injection (3)

CONTRAINDICATIONS

o Hypersensitivity to any botulinum toxin preparation or to any of the
components in the formulation (4.1, 5.4, 6)

o Infection at the proposed injection site (4.2)

« Intradetrusor Injections: Acute Urinary Tract Infection and/or Acute
Urinary Retention (4.3)

WARNINGS AND PRECAUTIONS

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

 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, 5.5)

o Care should be taken when injecting in or near vulnerable anatomic
structures. (5.3)

* Concomitant neuromuscular disorder may exacerbate clinical effects of
treatment (5.6)

e Use with caution in patients with compromised respiratory function (5.5,
5.7,5.10)

e Corneal exposure and ulceration due to reduced blinking may occur with
BOTOX treatment of blepharospasm (5.8)

o Retrobulbar hemorrhages and compromised retinal circulation may occur
with BOTOX treatment of strabismus (5.9)

* Bronchitis and upper respiratory tract infections in patients treated for
upper limb spasticity (5.10)

o Urinary retention: Post-void residual urine volume should be monitored in
patients treated for detrusor overactivity associated with a neurologic
condition who do not catheterize routinely, particularly patients with MS.
(5.11)

ADVERSE REACTIONS

The most common adverse reactions (>5% and >placebo) are (6.1):

o Detrusor Overactivity associated with a neurologic condition: urinary tract
infection, urinary retention

o Chronic Migraine: neck pain, headache

o Spasticity: pain in extremity

o Cervical Dystonia: dysphagia, upper respiratory infection, neck pain, headache,
increased cough, flu syndrome, back pain, rhinitis

o Axillary Hyperhidrosis: injection site pain and hemorrhage, non-axillary
sweating, pharyngitis, flu syndrome

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

DRUG INTERACTIONS

o Patients receiving concomitant treatment of BOTOX 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 may be potentiated (7)

USE IN SPECIFIC POPULATIONS

o Pregnancy: Based on animal data, may cause fetal harm (8.1)

» Pediatric Use: Safety and efficacy are not established in patients under
18 years of age for the prophylaxis of headaches in chronic migraine, the
treatment of detrusor overactivity associated with a neurologic condition,
upper limb spasticity, and axillary hyperhidrosis, in patients under
16 years of age for the treatment of cervical dystonia, and in patients
under 12 years of age for the treatment of blepharospasm and strabismus
(8.4)

See 17 for PATIENT COUNSELING INFORMATION and Medication
Guide
Revised: 09/2012
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FULL PRESCRIBING INFORMATION

WARNING: DISTANT SPREAD OF TOXIN EFFECT

Postmarketing reports indicate that the effects of BOTOX 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 spasticity 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 at lower doses. [See Warnings and Precautions (5.2)]

1 INDICATIONS AND USAGE
Detrusor Overactivity associated with a Neurologic Condition

BOTOX (onabotulinumtoxinA) for injection is indicated for the treatment of urinary incontinence due to detrusor overactivity
associated with a neurologic condition (e.g., SCI, MS) in adults who have an inadequate response to or are intolerant of an
anticholinergic medication.

11
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1.2 Chronic Migraine
BOTOX is indicated for the prophylaxis of headaches in adult patients with chronic migraine &15 days per month with headache
lasting 4 hours a day or longer).

Important limitations
Safety and effectiveness have not been established for the prophylaxis of episodic migraine (14 headache days or fewer per month) in
seven placebo-controlled studies.

1.3 Upper Limb Spasticity

BOTOX is indicated for the treatment of upper limb spasticity in adult patients, to decrease the severity of increased muscle tone in
elbow flexors (biceps), wrist flexors (flexor carpi radialis and flexor carpi ulnaris) and finger flexors (flexor digitorum profundus and
flexor digitorum sublimis).

Important limitations

Safety and effectiveness of BOTOX have not been established for the treatment of other upper limb muscle groups, or for the
treatment of lower limb spasticity. Safety and effectiveness of BOTOX have not been established for the treatment of spasticity in
pediatric patients under age 18 years. BOTOX has not been shown to improve upper extremity functional abilities, or range of motion
at a joint affected by a fixed contracture. Treatment with BOTOX is not intended to substitute for usual standard of care rehabilitation
regimens.

14 Cervical Dystonia
BOTOX is indicated for the treatment of adults with cervical dystonia, to reduce the severity of abnormal head position and neck pain
associated with cervical dystonia.

15 Primary Axillary Hyperhidrosis
BOTOX is indicated for the treatment of severe primary axillary hyperhidrosis that is inadequately managed with topical agents.

Important limitations

The safety and effectiveness of BOTOX for hyperhidrosis in other body areas have not been established. Weakness of hand muscles
and blepharoptosis may occur in patients who receive BOTOX for palmar hyperhidrosis and facial hyperhidrosis, respectively.
Patients should be evaluated for potential causes of secondary hyperhidrosis (e.g., hyperthyroidism) to avoid symptomatic treatment of
hyperhidrosis without the diagnosis and/or treatment of the underlying disease.

Safety and effectiveness of BOTOX have not been established for the treatment of axillary hyperhidrosis in pediatric patients under
age 18.

1.6 Blepharospasm and Strabismus
BOTOX is indicated for the treatment of strabismus and blepharospasm associated with dystonia, including benign essential
blepharospasm or VI nerve disorders in patients 12 years of age and above.

2 DOSAGE AND ADMINISTRATION

2.1 Instructions for Safe Use

The potency Units of BOTOX (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 cannot be compared to nor converted into units of any other botulinum toxin products assessed with any other
specific assay method [see Warnings and Precautions (5.1) and Description (11)].

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

The safe and effective use of BOTOX depends upon proper storage of the product, selection of the correct dose, and proper
reconstitution and administration techniques. Physicians administering BOTOX must understand the relevant neuromuscular and/or
orbital anatomy of the area involved and any alterations to the anatomy due to prior surgical procedures. An understanding of standard
electromyographic techniques is also required for treatment of strabismus and of upper limb spasticity, and may be useful for the
treatment of cervical dystonia.

Use caution when BOTOX treatment is used in the presence of inflammation at the proposed injection site(s) or when excessive
weakness or atrophy is present in the target muscle(s).

p.3
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2.2 Preparation and Dilution Technique

BOTOX is supplied in single-use 100 Units and 200 Units per vial. Prior to injection, reconstitute each vacuum-dried vial of BOTOX
with sterile, non-preserved 0.9% Sodium Chloride Injection USP. Draw up the proper amount of diluent in the appropriate size syringe
(see Table 1, or for specific instructions for detrusor overactivity associated with a neurologic condition see Section 2.3), and slowly
inject the diluent into the vial. Discard the vial if a vacuum does not pull the diluent into the vial. Gently mix BOTOX with the saline
by rotating the vial. Record the date and time of reconstitution on the space on the label. BOTOX should be administered within 24
hours after reconstitution. During this time period, reconstituted BOTOX should be stored in a refrigerator (2° to 8°C).

Table 1: Dilution Instructions for BOTOX Vials (100 Units and 200 Units)

Diluent* | Resulting Dose | Diluent* Resulting Dose
Added to Units per 0.1 Added to | Units per 0.1 mL
100 Unit mL 200 Unit
Vial Vial
1mL 10 Units 1mL 20 Units
i | dao | am | o
8 mL 1.25 Units 4ml 5 Units
8 mL 2.5 Units
10 mL 2 Units

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

Note: These dilutions are calculated for an injection volume of 0.1 mL. A decrease or increase in the BOTOX dose is also possible by
administering a smaller or larger injection volume - from 0.05 mL (50% decrease in dose) to 0.15 mL (50% increase in dose).

An injection of BOTOX is prepared by drawing into an appropriately sized sterile syringe an amount of the properly reconstituted
toxin slightly greater than the intended dose. Air bubbles in the syringe barrel are expelled and the syringe is attached to an
appropriate injection needle. Patency of the needle should be confirmed. A new, sterile needle and syringe should be used to enter the
vial on each occasion for removal of BOTOX.

Reconstituted BOTOX 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.

2.3 Detrusor Overactivity associated with a Neurologic Condition
Patients should not have an acute urinary tract infection prior to treatment. Prophylactic antibiotics (except aminoglycosides, see Drug
Interactions (7)) should be administered 1-3 days pre-treatment, on the treatment day, and 1-3 days post-treatment.

Patients should discontinue anti-platelet therapy at least 3 days before the injection procedure. Patients on anti-coagulant therapy need
to be managed appropriately to decrease the risk of bleeding.

Appropriate caution should be exercised when performing a cystoscopy.

An intravesical instillation of diluted local anesthetic with or without sedation, or general anesthesia may be used prior to injection,
per local site practice. If a local anesthetic instillation is performed, the bladder should be drained and irrigated with sterile saline
before injection.

The recommended dose is 200 Units of BOTOX per treatment, and should not be exceeded.

Reconstitute a 200 Unit vial of BOTOX with 6 mL of 0.9% non-preserved saline solution and mix the vial gently. Draw 2 mL from
the vial into each of three 10 mL syringes. Complete the reconstitution by adding 8 mL of 0.9% non-preserved saline solution into
each of the 10 mL syringes, and mix gently. This will result in three 10 mL syringes each containing 10 mL (~67 Units in each), for a
total of 200 Units of reconstituted BOTOX. Use immediately after reconstitution in the syringe. Dispose of any unused saline.

Alternatively, reconstitute two 100 Unit vials of BOTOX, each with 6 mL of 0.9% non-preserved saline solution and mix the vials
gently. Draw 4 mL from each vial into each of two 10 mL syringes. Draw the remaining 2 mL from each vial into a third 10 mL
syringe. Complete the reconstitution by adding 6 mL of 0.9% non-preserved saline solution into each of the 10 mL syringes, and mix
gently. This will result in three 10 mL syringes each containing 10 mL (~67 Units in each), for a total of 200 Units of reconstituted
BOTOX. Use immediately after reconstitution in the syringe. Dispose of any unused saline.
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Reconstituted BOTOX (200 Units/30 mL) is injected into the detrusor muscle via a flexible or rigid cystoscope, avoiding the trigone.
The bladder should be instilled with enough saline to achieve adequate visualization for the injections, but over-distension should be
avoided.

The injection needle should be filled (primed) with approximately 1 mL of reconstituted BOTOX prior to the start of injections
(depending on the needle length) to remove any air.

The needle should be inserted approximately 2 mm into the detrusor, and 30 injections of 1 mL (~6.7 Units) each (total volume of

30 mL) should be spaced approximately 1 cm apart (see Figure 1). For the final injection, approximately 1 mL of sterile normal saline
should be injected so the full dose is delivered. After the injections are given, the saline used for bladder wall visualization should be
drained. The patient should be observed for at least 30 minutes post-injection.

Patients should be considered for re-injection when the clinical effect of the previous injection diminishes (median time to
qualification for re-treatment in the double-blind, placebo-controlled clinical studies was 295-337 days [42-48 weeks] for BOTOX
200 Units), but no sooner than 12 weeks from the prior bladder injection.

Figure 1: Injection Pattern for Detrusor Overactivity associated with a Neurologic Condition
. Dome

Bladder S
base— %

2.4 Chronic Migraine

The recommended dilution is 200 Units/4 mL or 100 Units/2 mL, with a final concentration of 5 Units per 0.1 mL (see Table 1). The
recommended dose for treating chronic migraine is 155 Units administered intramuscularly (IM) using a sterile 30-gauge, 0.5 inch
needle as 0.1 mL (5 Units) injections per each site. Injections should be divided across 7 specific head/neck muscle areas as specified
in the diagrams and Table 2 below. A one inch needle may be needed in the neck region for patients with thick neck muscles. With the
exception of the procerus muscle, which should be injected at one site (midline), all muscles should be injected bilaterally with half
the number of injection sites administered to the left, and half to the right side of the head and neck. The recommended re-treatment
schedule is every 12 weeks.

Diagrams 1-4: Recommended Injection Sites (A through G) for Chronic Migraine
1 2 3 4

A. Corrugator: 5 Ueach side D. Tempaoralis: 20 U each side E. Oecipitalis: 15 Ueach side F. Cervical paraspinal:
10 U each side

B.Procerus: 5 U [one site)

C. Frontalis: 10 U eachside 15 U each side

p.5
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Table 2: BOTOX Dosing by Muscle for Chronic Migraine

Head/Neck Area Recommended Dose (Number of Sites?)
Frontalis® 20 Units divided in 4 sites
Corrugator’ 10 Units divided in 2 sites
Procerus 5 Units in 1 site

Occipitalis® 30 Units divided in 6 sites
Temporalis® 40 Units divided in 8 sites
Trapezius® 30 Units divided in 6 sites
Cervical Paraskpmal 20 Units divided in 4 sites
Muscle Group

Total Dose: 155 Units divided in 31 sites

8 Each IM injection site = 0.1 mL =5 Units BOTOX
® Dose distributed bilaterally

2.5 Upper Limb Spasticity

Dosing in initial and sequential treatment sessions should be tailored to the individual based on the size, number and location of
muscles involved, severity of spasticity, the presence of local muscle weakness, the patient’s response to previous treatment, or
adverse event history with BOTOX. In clinical trials, doses ranging from 75 Units to 360 Units were divided among selected muscles
at a given treatment session.

Table 3: BOTOX Dosing by Muscle for Upper Limb Spasticity

Muscle Recommended Dose

Total Dosage (Number of Sites)
Biceps Brachii 100 Units-200 Units divided in 4 sites
Flexor Carpi Radialis 12.5 Units-50 Units in 1 site
Flexor Carpi Ulnaris 12.5 Units-50 Units in 1 site
Flexor Digitorum Profundus 30 Units-50 Units in 1 site
Flexor Digitorum Sublimis 30 Units-50 Units in 1 site

The recommended dilution is 200 Units/4 mL or 100 Units/2 mL with 0.9% non-preserved sterile saline (see Table 1). The lowest
recommended starting dose should be used, and no more than 50 Units per site should generally be administered. An appropriately
sized needle (e.g., 25-30 gauge) may be used for superficial muscles, and a longer 22 gauge needle may be used for deeper
musculature. Localization of the involved muscles with electromyographic guidance or nerve stimulation techniques is recommended.

Repeat BOTOX treatment may be administered when the effect of a previous injection has diminished, but generally no sooner than
12 weeks after the previous injection. The degree and pattern of muscle spasticity at the time of re-injection may necessitate
alterations in the dose of BOTOX and muscles to be injected.

2.6 Cervical Dystonia

A double-blind, placebo-controlled study enrolled patients who had extended histories of receiving and tolerating BOTOX injections,
with prior individualized adjustment of dose. The mean BOTOX dose administered to patients in this study was 236 Units (25th to
75th percentile range of 198 Units to 300 Units). The BOTOX dose was divided among the affected muscles [see Clinical Studies
(14.4)].

Dosing in initial and sequential treatment sessions should be tailored to the individual patient based on the patient’s head and neck
position, localization of pain, muscle hypertrophy, patient response, and adverse event history. The initial dose for a patient without
prior use of BOTOX should be at a lower dose, with subsequent dosing adjusted based on individual response. Limiting the total dose
injected into the sternocleidomastoid muscle to 100 Units or less may decrease the occurrence of dysphagia [see Warnings and
Precautions (5.2, 5.5, 5.6)].

The recommended dilution is 200 Units/2 mL, 200 Units/4 mL, 100 Units/1 mL, or 100 Units/2 mL with 0.9% non-preserved sterile

saline, depending on volume and number of injection sites desired to achieve treatment objectives (see Table 1). In general, no more
than 50 Units per site should be administered. An appropriately sized needle (e.g., 25-30 gauge) may be used for superficial muscles,
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and a longer 22 gauge needle may be used for deeper musculature. Localization of the involved muscles with electromyographic
guidance may be useful.

Clinical improvement generally begins within the first two weeks after injection with maximum clinical benefit at approximately six
weeks post-injection. In the double-blind, placebo-controlled study most subjects were observed to have returned to pre-treatment
status by 3 months post-treatment.

2.7 Primary Axillary Hyperhidrosis

The recommended dose is 50 Units per axilla. The hyperhidrotic area to be injected should be defined using standard staining
techniques, e.g., Minor’s lodine-Starch Test. The recommended dilution is 100 Units/4 mL with 0.9% preservative-free sterile saline
(see Dilution Table). Using a 30 gauge needle, 50 Units of BOTOX (2 mL) is injected intradermally in 0.1 to 0.2 mL aliquots to each
axilla evenly distributed in multiple sites (10-15) approximately 1-2 cm apart.

Repeat injections for hyperhidrosis should be administered when the clinical effect of a previous injection diminishes.

Instructions for the Minor’s lodine-Starch Test Procedure:

Patients should shave underarms and abstain from use of over-the-counter deodorants or antiperspirants for 24 hours prior to the test.
Patient should be resting comfortably without exercise, hot drinks for approximately 30 minutes prior to the test. Dry the underarm
area and then immediately paint it with iodine solution. Allow the area to dry, then lightly sprinkle the area with starch powder. Gently
blow off any excess starch powder. The hyperhidrotic area will develop a deep blue-black color over approximately 10 minutes.

Each injection site has a ring of effect of up to approximately 2 cm in diameter. To minimize the area of no effect, the injection sites
should be evenly spaced as shown in Figure 2.

Figure 2: Injection Pattern for Primary Axillary Hyperhidrosis

Each dose is injected to a depth of approximately 2 mm and at a 45° angle to the skin surface, with the bevel side up to minimize
leakage and to ensure the injections remain intradermal. If injection sites are marked in ink, do not inject BOTOX directly through the
ink mark to avoid a permanent tattoo effect.

2.8 Blepharospasm

For blepharospasm, reconstituted BOTOX is injected using a sterile, 27-30 gauge needle without electromyographic guidance. The
initial recommended dose is 1.25 Units-2.5 Units (0.05 mL to 0.1 mL volume at each site) injected into the medial and lateral pre-
tarsal orbicularis oculi of the upper lid and into the lateral pre-tarsal orbicularis oculi of the lower lid. Avoiding injection near the
levator palpebrae superioris may reduce the complication of ptosis. Avoiding medial lower lid injections, and thereby reducing
diffusion into the inferior oblique, may reduce the complication of diplopia. Ecchymosis occurs easily in the soft eyelid tissues. This
can be prevented by applying pressure at the injection site immediately after the injection.

The recommended dilution to achieve 1.25 Units is 100 Units/8 mL; for 2.5 Units it is 100 Units/4 mL (see Table 1).

In general, the initial effect of the injections is seen within three days and reaches a peak at one to two weeks post-treatment. Each
treatment lasts approximately three months, following which the procedure can be repeated. At repeat treatment sessions, the dose
may be increased up to two-fold if the response from the initial treatment is considered insufficient, usually defined as an effect that
does not last longer than two months. However, there appears to be little benefit obtainable from injecting more than 5 Units per site.
Some tolerance may be found when BOTOX is used in treating blepharospasm if treatments are given any more frequently than every
three months, and is rare to have the effect be permanent.

The cumulative dose of BOTOX treatment for blepharospasm in a 30-day period should not exceed 200 Units.

2.9 Strabismus

BOTOX is intended for injection into extraocular muscles utilizing the electrical activity recorded from the tip of the injection needle
as a guide to placement within the target muscle. Injection without surgical exposure or electromyographic guidance should not be
attempted. Physicians should be familiar with electromyographic technique.

To prepare the eye for BOTOX injection, it is recommended that several drops of a local anesthetic and an ocular decongestant be
given several minutes prior to injection.
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The volume of BOTOX injected for treatment of strabismus should be between 0.05-0.15 mL per muscle.

The initial listed doses of the reconstituted BOTOX [see Dosage and Administration (2.2)] typically create paralysis of the injected
muscles beginning one to two days after injection and increasing in intensity during the first week. The paralysis lasts for 2-6 weeks
and gradually resolves over a similar time period. Overcorrections lasting over six months have been rare. About one half of patients
will require subsequent doses because of inadequate paralytic response of the muscle to the initial dose, or because of mechanical
factors such as large deviations or restrictions, or because of the lack of binocular motor fusion to stabilize the alignment.

Initial doses in Units

Use the lower listed doses for treatment of small deviations. Use the larger doses only for large deviations.
e  For vertical muscles, and for horizontal strabismus of less than 20 prism diopters: 1.25 Units-2.5 Units in any one muscle.
e For horizontal strabismus of 20 prism diopters to 50 prism diopters: 2.5 Units-5 Units in any one muscle.
e  For persistent VI nerve palsy of one month or longer duration: 1.25 Units-2.5 Units in the medial rectus muscle.

Subsequent doses for residual or recurrent strabismus

e Itis recommended that patients be re-examined 7-14 days after each injection to assess the effect of that dose.

e Patients experiencing adequate paralysis of the target muscle that require subsequent injections should receive a dose
comparable to the initial dose.

e Subsequent doses for patients experiencing incomplete paralysis of the target muscle may be increased up to two-fold
compared to the previously administered dose.

e Subsequent injections should not be administered until the effects of the previous dose have dissipated as evidenced by
substantial function in the injected and adjacent muscles.

e  The maximum recommended dose as a single injection for any one muscle is 25 Units.

The recommended dilution to achieve 1.25 Units is 100 Units/8 mL; for 2.5 Units it is 100 Units/4 mL (see Table 1).

3 DOSAGE FORMS AND STRENGTHS
Single-use, sterile 100 Units or 200 Units vacuum-dried powder for reconstitution only with sterile, non-preserved 0.9% Sodium
Chloride Injection USP prior to injection.

4 CONTRAINDICATIONS

4.1 Known Hypersensitivity to Botulinum Toxin

BOTOX is contraindicated in patients who are hypersensitive 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 is contraindicated in the presence of infection at the proposed injection site(s).

4.3 Acute Urinary Tract Infection and/or Acute Urinary Retention

Intradetrusor injection of BOTOX is contraindicated in patients with detrusor overactivity associated with a neurologic condition who
have acute urinary tract infection, and in patients with acute urinary retention who are not routinely performing clean intermittent self-
catheterization (CIC).

5 WARNINGS AND PRECAUTIONS

51 Lack of Interchangeability between Botulinum Toxin Products

The potency Units of BOTOX 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 cannot be compared to
nor converted into units of any other botulinum toxin products assessed with any other specific assay method [see Dosage and
Administration (2.1), Description (11)].

5.2 Spread of Toxin Effect

Postmarketing safety data from BOTOX 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 been reported hours to weeks after injection. Swallowing and breathing difficulties can be
life threatening and there have been reports of death 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 them to these symptoms. In unapproved uses, including
spasticity in children, and in approved indications, symptoms consistent with spread of toxin effect have been reported at doses
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comparable to or lower than doses used to treat cervical dystonia. 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) 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 for chronic migraine at the labeled doses have been reported.

5.3 Injections In or Near Vulnerable Anatomic Structures

Care should be taken when injecting in or near vulnerable anatomic structures. Serious adverse events including fatal outcomes have
been reported in patients who had received BOTOX injected directly into salivary glands, the oro-lingual-pharyngeal region,
esophagus and stomach. Some patients had pre-existing dysphagia or significant debility. (Safety and effectiveness have not been
established for indications pertaining to these injection sites.) Pneumothorax associated with injection procedure has been reported
following the administration of BOTOX near the thorax. Caution is warranted when injecting in proximity to the lung, particularly the
apices.

5.4 Hypersensitivity Reactions

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

55 Dysphagia and Breathing Difficulties in Treatment of Cervical Dystonia

Treatment with BOTOX and other botulinum toxin products can result 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 swallowing. When distant effects occur, additional
respiratory muscles may be involved [see Warnings and Precautions (5.2)].

Deaths as a complication of severe dysphagia have been reported 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 of cervical dystonia with botulinum toxins may weaken neck muscles that serve as accessory muscles of ventilation. This
may result in a 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, in cervical
dystonia patients.

Patients with smaller neck muscle mass and patients who require bilateral injections into the sternocleidomastoid muscle have been
reported 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) and Adverse Reactions (6.1)].

5.6 Pre-Existing Neuromuscular 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 particularly closely when given botulinum toxin. Patients with
neuromuscular disorders may be at increased risk of clinically significant effects including severe dysphagia and respiratory
compromise from therapeutic doses of BOTOX [see Adverse Reactions (6.1)].

5.7 Pulmonary Effects of BOTOX in Patients with Compromised Respiratory Status Treated for Spasticity or for
Detrusor Overactivity associated with a Neurologic Condition

Patients with compromised respiratory status treated with BOTOX for upper limb spasticity should be monitored closely. In a double-
blind, placebo-controlled, parallel group study in patients with stable reduced pulmonary function (defined as FEV, 40-80% of
predicted value and FEV,/FVC < 0.75), the event rate in change of Forced Vital Capacity >15% or >20% was generally greater in
patients treated with BOTOX than in patients treated with placebo (see Table 4).
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Table 4: Event rate per patient treatment cycle among patients with reduced lung function who experienced at least a 15% or
20% decrease in forced vital capacity from baseline at Week 1, 6, 12 post-injection with up to two treatment cycles with
BOTOX or placebo

BOTOX BOTOX Placebo
360 Units 240 Units
>15% >20% >15% >20% >15% >20%
Week 1 4% 0% 3% 0% 7% 3%
Week 6 7% 4% 4% 2% 2% 2%
Week 12 10% 5% 2% 1% 4% 1%

Differences from placebo were not statistically significant

In patients with reduced lung function, upper respiratory tract infections were also reported more frequently as adverse reactions in
patients treated with BOTOX than in patients treated with placebo [see Warnings and Precautions (5.10)].

In an ongoing double-blind, placebo-controlled, parallel group study in adult patients with detrusor overactivity associated with a
neurologic condition and restrictive lung disease of neuromuscular etiology [defined as FVC 50-80% of predicted value in patients
with spinal cord injury between C5 and C8, or MS] the event rate in change of Forced Vital Capacity>15% or >20% was generall y
greater in patients treated with BOTOX than in patients treated with placebo (see Table 5).

Table 5: Number and percent of patients experiencing at least a 15% or 20% decrease in FVC from baseline at Week 2, 6, 12
post-injection with BOTOX or placebo

BOTOX Placebo
200 Units
>15% >20% >15% >20%
Week 2 0/12 (0%) 0/12 (0%) 1/11 (9%) 0/11 (0%)
Week 6 2/11 (18%) 1/11 (9%) 0/11 (0%) 0/11 (0%)
Week 12 0/11 (0%) 0/11 (0%) 0/6 (0%) 0/6 (0%)
5.8 Corneal Exposure and Ulceration in Patients Treated with BOTOX for Blepharospasm

Reduced blinking from BOTOX injection of the orbicularis muscle can lead to corneal exposure, persistent epithelial defect, and
corneal ulceration, especially in patients with V11 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.

5.9 Retrobulbar Hemorrhages in Patients Treated with BOTOX for Strabismus
During the administration of BOTOX for the treatment of strabismus, retrobulbar hemorrhages sufficient to compromise retinal
circulation have occurred. It is recommended that appropriate instruments to decompress the orbit be accessible.

5.10 Bronchitis and Upper Respiratory Tract Infections in Patients Treated for Spasticity

Bronchitis was reported more frequently as an adverse reaction in patients treated for upper limb spasticity with BOTOX (3% at 251
Units-360 Units total dose), compared to placebo (1%). In patients with reduced lung function treated for upper limb spasticity, upper
respiratory tract infections were also reported more frequently as adverse reactions in patients treated with BOTOX (11% at 360 Units
total dose; 8% at 240 Units total dose) compared to placebo (6%).

511 Autonomic Dysreflexia and Urinary Retention in Patients Treated for Detrusor Overactivity associated with a
Neurologic Condition

Autonomic dysreflexia associated with intradetrusor injections of BOTOX could occur in patients treated for detrusor overactivity
associated with a neurologic condition and may require prompt medical therapy. In clinical trials, the incidence of autonomic
dysreflexia was greater in patients treated with BOTOX 200 Units compared with placebo (1.5% versus 0.4%, respectively).

In double-blind, placebo-controlled trials, the proportion of subjects who were not using clean intermittent catheterization (CIC) prior

to injection and who subsequently required catheterization for urinary retention following treatment with BOTOX or placebo is shown
in Table 6. The duration of post-injection catheterization is also shown.
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Table 6: Proportion of Patients not using CIC at baseline and then Catheterizing for Urinary Retention and Duration of
Catheterization following injection in double-blind, placebo-controlled clinical trials

BOTOX 200 Unit Placebo
Timepoint (N=108) (N=104)
Proportion of Patients Catheterizing for Urinary Retention
At any time during complete treatment cycle | 33 (30.6%) | 7 (6.7%)
Duration of Catheterization for Urinary Retention (Days)
Median 289 358
Min, Max 1,530 2,379

Among patients not using CIC at baseline, those with MS were more likely to require CIC post-injection than those with SCI (see
Table 7).

Table 7: Proportion of Patients by Etiology (MS and SCI) not using CIC at baseline and then Catheterizing for Urinary
Retention following injection in double-blind, placebo-controlled clinical trials

MS SCI
BOTOX BOTOX
200 Unit Placebo 200 Unit Placebo
Timepoint (N=86) (N=88) (N=22) (N=16)
At any time during 0 o 0 0
complete treatment cycle 27 (31%) 4 (5%) 6 (27%) 3 (19%)

Due to the risk of urinary retention, only patients who are willing and/or able to initiate catheterization post-treatment, if required,
should be considered for treatment.

In patients who are not catheterizing, post-void residual (PVVR) urine volume should be assessed within 2 weeks post-treatment and
periodically as medically appropriate up to 12 weeks. Catheterization should be instituted if PVR urine volume exceeds 200 mL and
continued until PVR falls below 200 mL. Patients should be instructed to contact their physician if they experience difficulty in
voiding as catheterization may be required.

5.12 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 been reported for albumin.

6 ADVERSE REACTIONS
The following adverse reactions to BOTOX (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)]

o Dysphagia and Breathing Difficulties in Treatment of Cervical Dystonia [see Warnings and Precautions (5.5)]

e Bronchitis and Upper Respiratory Tract Infections in Patients Treated for Spasticity [see Warnings and Precautions (5.10)]

6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, the adverse reaction rates 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 with different labeled Indications and
Usage. Therefore, adverse reactions observed with the use of BOTOX Cosmetic also have the potential to be observed with the use of
BOTOX.

In general, adverse reactions occur within the first week following injection of BOTOX 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.
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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)].

Detrusor Overactivity associated with a Neurologic Condition
Table 8 presents the most frequently reported adverse reactions in double-blind, placebo-controlled studies within 12 weeks of
injection for detrusor overactivity associated with a neurologic condition.

Table 8: Adverse Reactions Reported by >2% of BOTOX treated Patients and More Frequent than in Placebo-treated
Patients Within the First 12 Weeks after Intradetrusor Injection in Double-blind, Placebo-controlled Clinical Trials

BOTOX Placebo
200 Units (N=272)
Adverse Reactions by Body Systems (N=262)
Infections and infestations
Urinary tract infection 64 (24%) 47 (17%)
Renal and urinary disorders
Urinary retention 45 (17%) 8 (3%)
Hematuria 10 (4%) 8 (3%)
General disorders and administration site
conditions
Fatigue 10 (4%) 3 (1%)
Psychiatric disorders
Insomnia 4 (2%) 0 (0%)

The following adverse event rates with BOTOX 200 Units were reported at any time following initial injection and prior to re-
injection or study exit (median duration of 44 weeks of exposure): urinary tract infections (49%), urinary retention (17%), fatigue
(6%), constipation (4%), muscular weakness (4%), dysuria (4%), fall (3%), gait disturbance (3%), insomnia (3%), and muscle spasm
(2%).

In the MS patients enrolled in the double-blind, placebo-controlled trials, the MS exacerbation annualized rate (i.e., number of MS
exacerbation events per patient-year) was 0.23 for BOTOX and 0.20 for placebo.

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

Chronic Migraine

In double-blind, placebo-controlled chronic migraine efficacy trials (Study 1 and Study 2), the discontinuation rate was 12% in the
BOTOX treated group and 10% in the placebo-treated group. Discontinuations due to an adverse event were 4% in the BOTOX group
and 1% in the placebo group. The most frequent adverse events leading to discontinuation in the BOTOX group were neck pain,
headache, worsening migraine, muscular weakness and eyelid ptosis.

The most frequently reported adverse reactions following injection of BOTOX for chronic migraine appear in Table 9.
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Table 9: Adverse Reactions Reported by >2% of BOTOX treated Patients and More Frequent than in Placebo-treated
Patients in Two Chronic Migraine Double-blind, Placebo-controlled Clinical Trials

BOTOX Placebo
155 Units-195 Units (N=692)
Adverse Reactions by Body Systems (N=687)
Nervous system disorders
Headache 32 (5%) 22 (3%)
Migraine 26 (4%) 18 (3%)
Facial paresis 15 (2%) 0 (0%)
Eye disorders
Eyelid ptosis 25 (4%) 2 (<1%)
Infections and Infestations
Bronchitis 17 (3%) 11 (2%)
Musculoskeletal and connective tissue disorders
Neck pain 60 (9%) 19 (3%)
Musculoskeletal stiffness 25 (4%) 6 (1%)
Muscular weakness 24 (4%) 2 (<1%)
Myalgia 21 (3%) 6 (1%)
Musculoskeletal pain 18 (3%) 10 (1%)
Muscle spasms 13 (2%) 6 (1%)
General disorders and administration site
conditions
Injection site pain 23 (3%) 14 (2%)
Vascular Disorders
Hypertension 11 (2%) 7 (1%)

Other adverse reactions that occurred more frequently in the BOTOX group compared to the placebo group at a frequency less than
1% and potentially BOTOX related include: vertigo, dry eye, eyelid edema, dysphagia, eye infection, and jaw pain. Severe worsening
of migraine requiring hospitalization occurred in approximately 1% of BOTOX treated patients in Study 1 and Study 2, usually within
the first week after treatment, compared to 0.3% of placebo-treated patients.

Upper Limb Spasticity
The most frequently reported adverse reactions following injection of BOTOX for adult spasticity appear in Table 10.

Table 10: Adverse Reactions Reported by >2% of BOTOX treated Patients and More Frequent than in Placebo-treated
Patients in Adult Spasticity Double-blind, Placebo-controlled Clinical Trials

BOTOX BOTOX BOTOX Placebo
251 Units- 150 Units- <150 Units (N=182)
Adverse Reactions by Body 360 Units 250 Units (N=54)
System (N=115) (N=188)
Gastrointestinal disorder
Nausea 3 (3%) 3 (2%) 1 (2%) 1 (1%)
General disorders and
administration site conditions
Fatigue 4 (3%) 4 (2%) 1 (2%) 0
Infections and infestations
Bronchitis 4 (3%) 4 (2%) 0 2 (1%)
Musculoskeletal and
connective tissue disorders
Pain in extremity 7 (6%) 10 (5%) 5 (9%) 8 (4%)
Muscular weakness 0 7 (4%) 1 (2%) 2 (1%)

Cervical Dystonia

In cervical dystonia patients evaluated for safety in double-blind and open-label studies following injection of BOTOX, the most
frequently reported adverse reactions were dysphagia (19%), upper respiratory infection (12%), neck pain (11%), and headache
(11%).
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Other events reported in 2-10% of patients in any one study in decreasing order of incidence include: increased cough, flu syndrome,
back pain, rhinitis, dizziness, hypertonia, soreness at injection site, asthenia, oral dryness, speech disorder, fever, nausea, and
drowsiness. Stiffness, numbness, diplopia, ptosis, and dyspnea have been reported.

Dysphagia and symptomatic general weakness may be attributable to an extension of the pharmacology of BOTOX resulting from the
spread of the toxin outside the injected muscles [see Warnings and Precautions (5.2, 5.5)].

The most common severe adverse reaction associated with the use of BOTOX injection in patients with cervical dystonia is dysphagia
with about 20% of these cases also reporting dyspnea [see Warnings and Precautions (5.2, 5.5)]. Most dysphagia is reported as mild
or moderate in severity. However, it may be associated with more severe signs and symptoms [see Warnings and Precautions (5.5)].

Additionally, reports in the literature include a case of a female patient who developed brachial plexopathy two days after injection of
120 Units of BOTOX for the treatment of cervical dystonia, and reports of dysphonia in patients who have been treated for cervical
dystonia.

Primary Axillary Hyperhidrosis

The most frequently reported adverse reactions (3-10% of adult patients) following injection of BOTOX in double-blind studies
included injection site pain and hemorrhage, non-axillary sweating, infection, pharyngitis, flu syndrome, headache, fever, neck or back
pain, pruritus, and anxiety.

The data reflect 346 patients exposed to BOTOX 50 Units and 110 patients exposed to BOTOX 75 Units in each axilla.

Blepharospasm

In a study of blepharospasm patients who received an average dose per eye of 33 Units (injected at 3 to 5 sites) of the currently
manufactured BOTOX, the most frequently reported adverse reactions were ptosis (21%), superficial punctate keratitis (6%), and eye
dryness (6%).

Other events reported in prior clinical studies in decreasing order of incidence include: irritation, tearing, lagophthalmos, photophabia,
ectropion, keratitis, diplopia, entropion, diffuse skin rash, and local swelling of the eyelid skin lasting for several days following eyelid
injection.

In two cases of VII nerve disorder, reduced blinking from BOTOX injection of the orbicularis muscle led to serious corneal exposure,
persistent epithelial defect, corneal ulceration and a case of corneal perforation. Focal facial paralysis, syncope, and exacerbation of
myasthenia gravis have also been reported after treatment of blepharospasm.

Strabismus
Extraocular muscles adjacent to the injection site can be affected, causing vertical deviation, especially with higher doses of BOTOX.
The incidence rates of these adverse effects in 2058 adults who received a total of 3650 injections for horizontal strabismus was 17%.

The incidence of ptosis has been reported to be dependent on the location of the injected muscles, 1% after inferior rectus injections,
16% after horizontal rectus injections and 38% after superior rectus injections.

In a series of 5587 injections, retrobulbar hemorrhage occurred in 0.3% of cases.

6.2 Immunogenicity
As with all therapeutic proteins, there is a potential for immunogenicity. Formation of neutralizing antibodies to botulinum toxin type
A may reduce the effectiveness of BOTOX treatment by inactivating the biological activity of the toxin.

In a long term, open-label study evaluating 326 cervical dystonia patients treated for an average of 9 treatment sessions with the
current formulation of BOTOX, 4 (1.2%) patients had positive antibody tests. All 4 of these patients responded to BOTOX therapy at
the time of the positive antibody test. However, 3 of these patients developed clinical resistance after subsequent treatment, while the
fourth patient continued to respond to BOTOX therapy for the remainder of the study.

One patient among the 445 hyperhidrosis patients (0.2%), two patients among the 380 adult upper limb spasticity patients (0.5%), no
patients among 406 migraine patients, and no patients among 475 detrusor overactivity associated with a neurologic condition patients
with analyzed specimens developed the presence of neutralizing antibodies.

The data reflect the patients whose test results were considered positive or negative for neutralizing activity to BOTOX in a mouse

protection assay. The results of these tests are highly dependent on the sensitivity and specificity of the assay. For these reasons,
comparison of the incidence of neutralizing activity to BOTOX with the incidence reported to other products may be misleading.
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The critical factors for neutralizing antibody formation have not been well characterized. The results from some studies suggest that
BOTOX 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
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, 5.5)].

There have also been reports 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. The exact relationship of these
events to the botulinum toxin injection has not been established.

New onset or recurrent seizures have also been reported, typically in patients who are predisposed to experiencing these events. The
exact relationship of these events to the botulinum toxin injection has not been established.

The following adverse events have been identified during postapproval use of BOTOX: abdominal pain; anorexia; brachial
plexopathy; diarrhea; dyspnea; facial palsy; facial paresis; hyperhidrosis; hypoacusis; hypoaesthesia; localized numbness; malaise;
muscle weakness; myalgia; paresthesia; pyrexia; radiculopathy; skin rash (including erythema multiforme, and psoriasiform eruption);
tinnitus; vertigo; visual disturbances; and vomiting.

Because these events 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.

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

Co-administration of BOTOX 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.

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

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

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy
Pregnancy Category C.

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

When BOTOX (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 1%z times the
average high human dose for upper limb spasticity of 360 Units on a body weight basis (Units/kg).

When BOTOX 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 in rats, 13 doses in rabbits), reduced fetal body weights and
decreased fetal skeletal ossification were observed at the two highest doses in rats 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 in rats and 0.25 Units/kg in rabbits are less than the average high human dose based on
Units/kg.
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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 3 times the average high human dose based on Units/kg.

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

8.4 Pediatric Use
Urinary Incontinence due to Detrusor Overactivity associated with a Neurologic Condition
Safety and effectiveness in patients below the age of 18 years have not been established.

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

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

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

Cervical Dystonia
Safety and effectiveness in pediatric patients below the age of 16 years have not been established.

Blepharospasm and Strabismus
Safety and effectiveness in pediatric patients below the age of 12 years have not been established.

8.5 Geriatric Use

Clinical studies of BOTOX did not include sufficient numbers of subjects aged 65 and over to determine whether they respond
differently from younger subjects. Other reported clinical experience has not identified differences in responses between the elderly
and younger patients. There were too few patients over the age of 75 to enable any comparisons. In general, dose selection for an
elderly patient should be cautious, usually starting at the low end of the dosing range, reflecting the greater frequency of decreased
hepatic, renal, or cardiac function, and of concomitant disease or other drug therapy.

10 OVERDOSAGE

Excessive doses of BOTOX (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, 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, 5.5)].
These patients should be considered for further medical evaluation and appropriate medical therapy immediately instituted, which may
include hospitalization.

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

BOTOX (onabotulinumtoxinA) for injection is a sterile, vacuum-dried purified botulinum toxin type A, produced from fermentation
of Hall strain Clostridium botulinum type A, and intended for intramuscular, intradetrusor and intradermal use. It is purified from the
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 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 corresponds to the calculated
median intraperitoneal lethal dose (LDsg) in mice. Due to specific details of this assay such as the vehicle, dilution scheme, and
laboratory protocols, Units of biological activity of BOTOX 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 is approximately 20
Units/nanogram of neurotoxin protein complex.

Each vial of BOTOX contains either 100 Units of Clostridium botulinum type A neurotoxin complex, 0.5 mg of Albumin Human, and
0.9 mg of sodium chloride; or 200 Units of Clostridium botulinum type A neurotoxin complex, 1 mg of Albumin Human, and 1.8 mg
of sodium chloride in a sterile, vacuum-dried form without a preservative.

12 CLINICAL PHARMACOLOGY

121 Mechanism of Action

BOTOX blocks neuromuscular transmission by binding to acceptor sites on motor or sympathetic nerve terminals, entering the nerve
terminals, and inhibiting the release of acetylcholine. This inhibition occurs as the neurotoxin cleaves SNAP-25, a protein integral to
the successful docking and release of acetylcholine from vesicles situated within nerve endings. When injected intramuscularly at
therapeutic doses, BOTOX produces partial chemical denervation of the muscle resulting in a localized 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.

When injected intradermally, BOTOX produces temporary chemical denervation of the sweat gland resulting in local reduction in
sweating.

Following intradetrusor injection, BOTOX affects the efferent pathways of detrusor activity via inhibition of acetylcholine release. In
addition, BOTOX is believed to inhibit afferent neurotransmitters and sensory pathways.

12.3 Pharmacokinetics
Using currently available analytical technology, it is not possible to detect BOTOX 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 the carcinogenic potential of BOTOX.

Mutagenesis
BOTOX 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 (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 equal to the average high human dose for upper limb spasticity of 360
Units on a body weight basis (Units/kg).

13.2 Animal Toxicology

In a study to evaluate inadvertent peribladder administration, bladder stones were observed in 1 of 4 male monkeys that were injected
with a total of 6.8 Units/kg divided into the prostatic urethra and proximal rectum (single administration). No bladder stones were
observed in male or female monkeys following injection of up to 36 Units/kg (~12X the human dose) directly to the bladder as either
single or 4 repeat dose injections or in female rats for single injections up to 100 Units/kg (~33X the human dose).
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14 CLINICAL STUDIES

14.1 Detrusor Overactivity associated with a Neurologic Condition

Two double-blind, placebo-controlled, randomized, multi-center clinical studies were conducted in patients with urinary incontinence
due to detrusor overactivity associated with a neurologic condition who were either spontaneously voiding or using catheterization. A
total of 691 spinal cord injury (T1 or below) or multiple sclerosis patients, who had an inadequate response to or were intolerant of at
least one anticholinergic medication, were enrolled. These patients were randomized to receive either 200 Units of BOTOX (n=227),
300 Units of BOTOX (n=223), or placebo (n=241).

In both studies, significant improvements compared to placebo in the primary efficacy variable of change from baseline in weekly
frequency of incontinence episodes were observed for BOTOX (200 Units) at the primary efficacy time point at week 6. Increases in
maximum cystometric capacity and reductions in maximum detrusor pressure during the first involuntary detrusor contraction were
also observed. These primary and secondary endpoints are shown in Tables 11 and 12, and Figures 3 and 4.

No additional benefit of BOTOX 300 Units over 200 Units was demonstrated.

Table 11: Key Primary and Secondary Endpoints at Baseline and Change from Baseline in Study 1

BOTOX Placebo Treatment | p-value*
200 Units Difference*
Weekly Frequency of Urinary Incontinence
Episodes®
N 134 146
Mean Baseline 323 28.3
Mean Change* at Week 2 -15.3 -10.0 -5.3 -
Mean Change* at Week 6** -19.9 -10.6 -9.2 p<0.001
(-13.1,-5.3)
Mean Change* at Week 12 -19.8 -8.8 -11.0 —
Maximum Cystometric Capacity” (mL)
N 123 129
Mean Baseline 253.8 259.1
Mean Change* at Week 6** 135.9 12.1 123.9 p<0.001
(89.1, 158.7)
Maximum Detrusor Pressure during First
Involuntary Detrusor Contraction” (cmH,O)
N 41 103
Mean Baseline 63.1 57.4
Mean Change* at Week 6** -28.1 -3.7 -24.4 —

* Mean change, treatment difference and p-value are based on a LOCF analysis using an ANCOVA model with baseline weekly
endpoint as covariate and treatment group, etiology at study entry (spinal cord injury or multiple sclerosis), concurrent anticholinergic
therapy at screening, and investigator as factors.

** Primary Timepoint
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& Primary endpoint
> Secondary endpoint

Table 12: Key Primary and Secondary Endpoints at Baseline and Change from Baseline in Study 2

BOTOX Placebo Treatment | p-value*
200 Units Difference*
Weekly Frequency of Urinary Incontinence
Episodes?
N 91 91
Mean Baseline 327 36.8
Mean Change* at Week 2 -18.0 -7.9 -10.1 -
Mean Change* at Week 6** -19.6 -10.8 -8.8 p=0.003
(-14.5,-3.0)
Mean Change* at Week 12 -19.6 -10.7 -8.9 —
Maximum Cystometric Capacity” (mL)
N 88 85
Mean Baseline 239.6 253.8
Mean Change* at Week 6** 150.8 2.8 148.0 p<0.001
(101.8, 194.2)
Maximum Detrusor Pressure during First
Involuntary Detrusor Contraction® (cmH,O)
N 29 68
Mean Baseline 65.6 43.7
Mean Change* at Week 6** -28.7 2.1 -30.7 —

* Mean change, treatment difference and p-value are based on a LOCF analysis using an ANCOVA model with baseline weekly
endpoint as covariate and treatment group, etiology at study entry (spinal cord injury or multiple sclerosis), concurrent anticholinergic
therapy at screening, and investigator as factors.

** Primary Timepoint

& Primary endpoint

> Secondary endpoint

Figure 3: Mean Change from Baseline in Weekly Frequency of Urinary Incontinence Episodes During Treatment Cycle 1 in
Study 1
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Figure 4: Mean Change from Baseline in Weekly Frequency of Urinary Incontinence Episodes During Treatment Cycle 1 in
Study 2
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The median duration of response in the two pivotal studies, based on patient qualification for re-treatment was 295-337 days (42-48
weeks) for the 200 Unit dose group compared to 96-127 days (13-18 weeks) for placebo. Re-treatment was based on loss of effect on
incontinence episode frequency (50% of effect in study 1; 70% of effect in study 2).

14.2 Chronic Migraine

BOTOX was evaluated in two randomized, multi-center, 24-week, 2 injection cycle, placebo-controlled double-blind studies. Study 1
and Study 2 included chronic migraine adults who were not using any concurrent headache prophylaxis, and during a 28-day baseline
period had >15 headache days lasting 4 hours or more, with >50% being migraine/probable migraine. In both studies, patients were
randomized to receive placebo or 155 Units to 195 Units BOTOX injections every 12 weeks for the 2-cycle, double-blind phase.
Patients were allowed to use acute headache treatments during the study. BOTOX treatment demonstrated statistically significant and
clinically meaningful improvements from baseline compared to placebo for key efficacy variables (see Table 13).

Table 13: Week 24 Key Efficacy Variables for Study 1 and Study 2

Study 1 Study 2
) BOTOX Placebo BOTOX Placebo

Efficacy per 28 days (N=341) | (N=338) | (N=347) | (N=358)
Change from baseline in -7.8* -6.4 -9.2* -6.9
frequency of headache days
Change from baseline in -107* -70 -134* -95
total cumulative hours of
headache on headache days

" Significantly different from placebo (p<0.05)

Patients treated with BOTOX had a significantly greater mean decrease from baseline in the frequency of headache days at most
timepoints from Week 4 to Week 24 in Study 1 (Figure 5), and all timepoints from Week 4 to Week 24 in Study 2 (Figure 6),
compared to placebo-treated patients.
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Figure 5: Mean Change from Baseline in Number of Headache Days for Study 1
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14.3 Upper Limb Spasticity
The efficacy and safety of BOTOX for the treatment of upper limb spasticity were evaluated in three randomized, multi-center,
double-blind, placebo-controlled studies.

Study 1 included 126 patients (64 BOTOX and 62 placebo) with upper limb spasticity (Ashworth score of at least 3 for wrist flexor
tone and at least 2 for finger flexor tone) who were at least 6 months post-stroke. BOTOX (a total dose of 200 Units to 240 Units) and
placebo were injected intramuscularly (IM) into the flexor digitorum profundus, flexor digitorum sublimis, flexor carpi radialis, flexor
carpi ulnaris, and if necessary into the adductor pollicis and flexor pollicis longus (see Table 14). Use of an EMG/nerve stimulator was
recommended to assist in proper muscle localization for injection. Patients were followed for 12 weeks.
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Table 14: Study Medication Dose and Injection Sites in Study 1

Volume (mL) BOTOX Number of
(Units) Injection Sites
Muscles Injected
Wrist
Flexor Carpi Radialis 1 50 1
Flexor Carpi Ulnaris 1 50 1
Finger 1
Flexor Digitorum Profundus 1 50
Flexor Digitorum Sublimis 1 50 1
Thumb
Adductor Pollicis® 0.4 20 1
Flexor Pollicis Longus? 0.4 20 1

% injected only if spasticity is present in this muscle

The primary efficacy variable was wrist flexors muscle tone at week 6, as measured by the Ashworth score. The Ashworth Scale is a
clinical measure of the force required to move an extremity around a joint, with a reduction in score clinically representing a reduction
in the force needed to move a joint (i.e., improvement in spasticity).

Possible scores range from 0 to 4:

0 = No increase in muscle tone (none)

1 = Slight increase in muscle tone, giving a ‘catch’ when the limb was moved in flexion or extension (mild)
2 = More marked increase in muscle tone but affected limb is easily flexed (moderate)

3 = Considerable increase in muscle tone - passive movement difficult (severe)

4 = Limb rigid in flexion or extension (very severe).

Key secondary endpoints included Physician Global Assessment, finger flexors muscle tone, and thumb flexors tone at Week 6. The
Physician Global Assessment evaluated the response to treatment in terms of how the patient was doing in his/her life using a scale
from -4 = very marked worsening to +4 = very marked improvement. Study 1 results on the primary endpoint and the key secondary
endpoints are shown in Table 15.

Table 15: Primary and Key Secondary Endpoints by Muscle Group at Week 6 in Study 1

BOTOX Placebo
(N=64) (N=62)
Median Change from Baseline in Wrist Flexor
Muscle Tone on the Ashworth Scale™ -2.0 0.0
Median Change from Baseline in Finger
Flexor Muscle Tone on the Ashworth Scale'™ -1.0° 0.0
Median Change from Baseline in Thumb
Flexor Muscle Tone on the Ashworth Scale'™ -1.0 -1.0
Median Physician Global Assessment of
Response to Treatment'’ 2.0° 0.0

" Primary endpoint at Week 6

' Secondary endpoints at Week 6

“ Significantly different from placebo (p<0.05)

8 BOTOX injected into both the flexor carpi radialis and ulnaris muscles

® BOTOX injected into the flexor digitorum profundus and flexor digitorum sublimis muscles
¢ BOTOX injected into the adductor pollicis and flexor pollicis longus muscles

Study 2 compared 3 doses of BOTOX with placebo and included 91 patients [BOTOX 360 Units (N=21), BOTOX 180 Units (N=23),
BOTOX 90 Units (N=21), and placebo (N=26)] with upper limb spasticity (expanded Ashworth score of at least 2 for elbow flexor
tone and at least 3 for wrist flexor tone) who were at least 6 weeks post-stroke. BOTOX and placebo were injected with EMG
guidance into the flexor digitorum profundus, flexor digitorum sublimis, flexor carpi radialis, flexor carpi ulnaris, and biceps brachii
(see Table 16).
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Table 16: Study Medication Dose and Injection Sites in Study 2 and Study 3

Total Dose

BOTOX BOTOX BOTOX Volume | Injection
Muscles Injected low dose mid dose high dose (mL) Sites

(90 Units) (180 Units) (360 Units) per site (n)
Wrist
Flexor Carpi Ulnaris 10 Units 20 Units 40 Units 0.4 1
Flexor Carpi Radialis 15 Units 30 Units 60 Units 0.6 1
Finger
Flexor Digitorum
Profundus 7.5 Units 15 Units 30 Units 0.3 1
Flexor Digitorum
Sublimis 7.5 Units 15 Units 30 Units 0.3 1
Elbow
Biceps Brachii 50 Units 100 Units 200 Units 0.5 4

The primary efficacy variable in Study 2 was the wrist flexor tone at Week 6 as measured by the expanded Ashworth Scale. The
expanded Ashworth Scale uses the same scoring system as the Ashworth Scale, but allows for half-point increments.

Key secondary endpoints in Study 2 included Physician Global Assessment, finger flexors muscle tone, and elbow flexors muscle tone
at Week 6. Study 2 results on the primary endpoint and the key secondary endpoints at Week 6 are shown in Table 17.

Table 17: Primary and Key Secondary Endpoints by Muscle Group and BOTOX Dose at Week 6 in Study 2

BOTOX BOTOX BOTOX Placebo
low dose mid dose high dose (N=26)
(90 Units) (180 Units) (360 Units)
(N=21) (N=23) (N=21)
Median Change from Baseline in Wrist
Flexor Muscle Tone on the Ashworth -1.5" -1.0° -1.5" -1.0
Scale™
Median Change from Baseline in Finger
Flexor Muscle Tone on the Ashworth -0.5 -0.5 -1.0 -0.5
Scale'™
Median Change from Baseline in Elbow
Flexor Muscle Tone on the Ashworth -0.5 -1.0° -0.5% -0.5
Scale'™
Median Physician Global Assessment of
Response to Treatment 1.0* 1.0* 1.0* 0.0

" Primary endpoint at Week 6

" Secondary endpoints at Week 6

* Significantly different from placebo (p<0.05)

# p=0.053

® Total dose of BOTOX injected into both the flexor carpi radialis and ulnaris muscles

¢ Total dose of BOTOX injected into the flexor digitorum profundus and flexor digitorum sublimis muscles
¢ Dose of BOTOX injected into biceps brachii muscle

Study 3 compared 3 doses of BOTOX with placebo and enrolled 88 patients [BOTOX 360 Units (N=23), BOTOX 180 Units (N=23),
BOTOX 90 Units (N=23), and placebo (N=19)] with upper limb spasticity (expanded Ashworth score of at least 2 for elbow flexor
tone and at least 3 for wrist flexor tone and/or finger flexor tone) who were at least 6 weeks post-stroke. BOTOX and placebo were
injected with EMG guidance into the flexor digitorum profundus, flexor digitorum sublimis, flexor carpi radialis, flexor carpi ulnaris,
and biceps brachii (see Table 16).

The primary efficacy variable in Study 3 was wrist and elbow flexor tone as measured by the expanded Ashworth score. A key

secondary endpoint was assessment of finger flexors muscle tone. Study 3 results on the primary endpoint at Week 4 are shown in
Table 18.
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Table 18: Primary and Key Secondary Endpoints by Muscle Group and BOTOX Dose at Week 4 in Study 3

BOTOX BOTOX BOTOX Placebo
low dose mid dose high dose (N=19)
(90 Units) (180 Units) (360 Units)
(N=23) (N=21) (N=22)
Median Change from Baseline in Wrist
Flexor Muscle Tone on the Ashworth -1.0 -1.0 -1.5" -0.5
Scale™
Median Change from Baseline in Finger
Flexor Muscle Tone on the Ashworth -1.0 -1.0 -1.0° -0.5
Scale™™
Median Change from Baseline in Elbow
Flexor Muscle Tone on the Ashworth -0.5 -0.5 -1.07 -0.5
Scale™

" Primary endpoint at Week 4

' Secondary endpoints at Week 4

“ Significantly different from placebo (p<0.05)

® Total dose of BOTOX injected into both the flexor carpi radialis and ulnaris muscles

¢ Total dose of BOTOX injected into the flexor digitorum profundus and flexor digitorum sublimis muscles
¢ Dose of BOTOX injected into biceps brachii muscle

14.4 Cervical Dystonia

A randomized, multi-center, double-blind, placebo-controlled study of the treatment of cervical dystonia was conducted. This study
enrolled adult patients with cervical dystonia and a history of having received BOTOX in an open label manner with perceived good
response and tolerable side effects. Patients were excluded if they had previously received surgical or other denervation treatment for
their symptoms or had a known history of neuromuscular disorder. Subjects participated in an open label enrichment period where
they received their previously employed dose of BOTOX. Only patients who were again perceived as showing a response were
advanced to the randomized evaluation period. The muscles in which the blinded study agent injections were to be administered were
determined on an individual patient basis.

There were 214 subjects evaluated for the open label period, of which 170 progressed into the randomized, blinded treatment period
(88 in the BOTOX group, 82 in the placebo group). Patient evaluations continued for at least 10 weeks post-injection. The primary
outcome for the study was a dual endpoint, requiring evidence of both a change in the Cervical Dystonia Severity Scale (CDSS) and
an increase in the percentage of patients showing any improvement on the Physician Global Assessment Scale at 6 weeks after the
injection session. The CDSS quantifies the severity of abnormal head positioning and was newly devised for this study. CDSS allots 1
point for each 5 degrees (or part thereof) of head deviation in each of the three planes of head movement (range of scores up to
theoretical maximum of 54). The Physician Global Assessment Scale is a 9 category scale scoring the physician’s evaluation of the
patients’ status compared to baseline, ranging from —4 to +4 (very marked worsening to complete improvement), with 0 indicating no
change from baseline and +1 slight improvement. Pain is also an important symptom of cervical dystonia and was evaluated by
separate assessments of pain frequency and severity on scales of 0 (no pain) to 4 (constant in frequency or extremely severe in
intensity). Study results on the primary endpoints and the pain-related secondary endpoints are shown in Table 19.

Table 19: Efficacy Outcomes of the Phase 3 Cervical Dystonia Study (Group Means)

Placebo BOTOX 95% Cl on
(N=82) (N=88) Difference
Baseline CDSS 9.3 9.2
Change in CDSS -0.3 -1.3 (-2.3,0.3)"
at Week 6
% Patients with Any 31% 51% (5%, 34%)™
Improvement on Physician
Global Assessment
Pain Intensity Baseline 1.8 1.8
Change in Pain Intensity -0.1 -0.4 (-0.7, -0.2)!
at Week 6
Pain Frequency Baseline 1.9 1.8
Change in Pain Frequency -0.0 -0.3 (-0.5, -0.0)!
at Week 6
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[ Confidence intervals are constructed from the analysis of covariance table with treatment and investigational site as main effects,
and baseline CDSS as a covariate.

I These values represent the prospectively planned method for missing data imputation and statistical test. Sensitivity analyses
indicated that the 95% confidence interval excluded the value of no difference between groups and the p-value was less than 0.05.
These analyses included several alternative missing data imputation methods and non-parametric statistical tests.

[ Confidence intervals are based on the t-distribution.

Exploratory analyses of this study suggested that the majority of patients who had shown a beneficial response by week 6 had returned
to their baseline status by 3 months after treatment. Exploratory analyses of subsets by patient sex and age suggest that both sexes
receive benefit, although female patients may receive somewhat greater amounts than male patients. There is a consistent treatment-
associated effect between subsets greater than and less than age 65. There were too few non-Caucasian patients enrolled to draw any
conclusions regarding relative efficacy in racial subsets.

In this study the median total BOTOX dose in patients randomized to receive BOTOX (N=88) was 236 Units, with 25th to 75th
percentile ranges of 198 Units to 300 Units. Of these 88 patients, most received injections to 3 or 4 muscles; 38 received injections to
3 muscles, 28 to 4 muscles, 5 to 5 muscles, and 5 to 2 muscles. The dose was divided amongst the affected muscles in quantities
shown in Table 20. The total dose and muscles selected were tailored to meet individual patient needs.

Table 20: Number of Patients Treated per Muscle and Fraction of Total Dose Injected into Involved Muscles

Number of

Patients Treated | Mean % Dose | Mid-Range of %

Muscle in this Muscle per Muscle Dose per Muscle*
(N=88)

Splenius capitis/cervicis 83 38 25-50
Sternocleidomastoid 77 25 17-31
Levator scapulae 52 20 16-25
Trapezius 49 29 18-33
Semispinalis 16 21 13-25
Scalene 15 15 6-21
Longissimus 8 29 17-41

* The mid-range of dose is calculated as the 25th to 75th percentiles.

There were several randomized studies conducted prior to the double-blind, placebo-controlled study, which were supportive but not
adequately designed to assess or quantitatively estimate the efficacy of BOTOX.

14.5 Primary Axillary Hyperhidrosis

The efficacy and safety of BOTOX for the treatment of primary axillary hyperhidrosis were evaluated in two randomized, multi-
center, double-blind, placebo-controlled studies. Study 1 included adult patients with persistent primary axillary hyperhidrosis who
scored 3 or 4 on a Hyperhidrosis Disease Severity Scale (HDSS) and who produced at least 50 mg of sweat in each axilla at rest over 5
minutes. HDSS is a 4-point scale with 1 = “underarm sweating is never noticeable and never interferes with my daily activities”; to 4
= “underarm sweating is intolerable and always interferes with my daily activities”. A total of 322 patients were randomized ina 1:1:1
ratio to treatment in both axillae with either 50 Units of BOTOX, 75 Units of BOTOX, or placebo. Patients were evaluated at 4-week
intervals. Patients who responded to the first injection were re-injected when they reported a re-increase in HDSS score to 3 or 4 and
produced at least 50 mg sweat in each axilla by gravimetric measurement, but no sooner than 8 weeks after the initial injection.

Study responders were defined as patients who showed at least a 2-grade improvement from baseline value on the HDSS 4 weeks after
both of the first two treatment sessions or had a sustained response after their first treatment session and did not receive re-treatment
during the study. Spontaneous resting axillary sweat production was assessed by weighing a filter paper held in the axilla over a period
of 5 minutes (gravimetric measurement). Sweat production responders were those patients who demonstrated a reduction in axillary
sweating from baseline of at least 50% at week 4.

In the three study groups the percentage of patients with baseline HDSS score of 3 ranged from 50% to 54% and from 46% to 50% for
a score of 4. The median amount of sweat production (averaged for each axilla) was 102 mg, 123 mg, and 114 mg for the placebo, 50
Units and 75 Units groups respectively.

The percentage of responders based on at least a 2-grade decrease from baseline in HDSS or based on a >50% decrease from baseline

in axillary sweat production was greater in both BOTOX groups than in the placebo group (p<0.001), but was not significantly
different between the two BOTOX doses (see Table 21).
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Duration of response was calculated as the number of days between injection and the date of the first visit at which patients returned to
3 or 4 on the HDSS scale. The median duration of response following the first treatment in BOTOX treated patients with either dose
was 201 days. Among those who received a second BOTOX injection, the median duration of response was similar to that observed
after the first treatment.

In study 2, 320 adults with bilateral axillary primary hyperhidrosis were randomized to receive either 50 Units of BOTOX (n=242) or
placebo (n=78). Treatment responders were defined as subjects showing at least a 50% reduction from baseline in axillary sweating
measured by gravimetric measurement at 4 weeks. At week 4 post-injection, the percentages of responders were 91% (219/242) in the
BOTOX group and 36% (28/78) in the placebo group, p<0.001. The difference in percentage of responders between BOTOX and
placebo was 55% (95% CI1=43.3, 65.9).

Table 21: Study 1 - Study Outcomes

BOTOX BOTOX Placebo BOTOX BOTOX

50 Units 75 Units (N=108) 50-placebo 75-placebo
Treatment Response (N=104) (N=110) (95% CI) (95% CI)
HDSS Score change >2 55% (57) 49% (54) 6% (6) 49.3% 43%
(n)? (38.8, 59.7) (33.2,53.8)
>50% decrease in axillary 81% (84) 86% (94) 41% (44) 40% 45%
sweat production % (n) (28.1, 52.0) (33.3,56.1)

# Patients who showed at least a 2-grade improvement from baseline value on the HDSS 4 weeks after both of the first two treatment
sessions or had a sustained response after their first treatment session and did not receive re-treatment during the study.

14.6 Blepharospasm

Botulinum toxin has been investigated for use in patients with blepharospasm in several studies. In an open label, historically
controlled study, 27 patients with essential blepharospasm were injected with 2 Units of BOTOX at each of six sites on each side.
Twenty-five of the 27 patients treated with botulinum toxin reported improvement within 48 hours. One patient was controlled with a
higher dosage at 13 weeks post initial injection and one patient reported mild improvement but remained functionally impaired.

In another study, 12 patients with blepharospasm were evaluated in a double-blind, placebo-controlled study. Patients receiving
botulinum toxin (n=8) improved compared with the placebo group (n=4). The effects of the treatment lasted a mean of 12 weeks.

One thousand six hundred eighty-four patients with blepharospasm who were evaluated in an open label trial showed clinical
improvement as evaluated by measured eyelid force and clinically observed intensity of lid spasm, lasting an average of 12 weeks
prior to the need for re-treatment.

14.7  Strabismus

Six hundred seventy-seven patients with strabismus treated with one or more injections of BOTOX were evaluated in an open label
trial. Fifty-five percent of these patients improved to an alignment of 10 prism diopters or less when evaluated six months or more
following injection.

16 HOW SUPPLIED/STORAGE AND HANDLING
BOTOX is supplied in a single-use vial in the following sizes:
100 Units  NDC 0023-1145-01
200 Units  NDC 0023-3921-02

Vials of BOTOX 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.) If you do not see the lines of rainbow color or the name “Allergan”, 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.

Storage

Unopened vials of BOTOX should be stored in a refrigerator (2° to 8°C) for up to 36 months for the 100 Units vial or up to 24 months
for the 200 Units vial. Do not use after the expiration date on the vial. Administer BOTOX within 24 hours of reconstitution; during
this period reconstituted BOTOX should be stored in a refrigerator (2° to 8°C). Reconstituted BOTOX should be clear, colorless, and
free of particulate matter.
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17 PATIENT COUNSELING INFORMATION
“See FDA-approved patient labeling (Medication Guide)”

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,
5.5)].

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.

17.3 Voiding Difficulties after Bladder Injections
After bladder injections for urinary incontinence, patients should be instructed to contact their physician if they experience difficulties
in voiding.

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 it is given to 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 | 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.

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:

o 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.
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These problems could make it unsafe for you to drive a car or do other dangerous activities. See "What should | 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 been used at the
recommended dose to treat chronic migraine, severe underarm sweating, blepharospasm, or strabismus, or when BOTOX Cosmetic
has been used at the recommended dose to treat frown lines.

What are BOTOX and BOTOX Cosmetic?

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

e to treat leakage of urine (incontinence) in adults with overactive bladder due to neurologic disease.

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.

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

BOTOX s also injected into the skin to 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 younger than 65 years of age for a short period of time (temporary).

It is not known whether BOTOX is safe or effective in people younger than:
18 years of age for treatment of urinary incontinence

18 years of age for treatment of chronic migraine

18 years of age for treatment of spasticity

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:

o 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:

e 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?"

e have allergies to any botulinum toxin product

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

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

e have problems emptying your bladder on your own and are being treated for urinary incontinence

e are pregnant or plan to become pregnant. It is not known if BOTOX or BOTOX Cosmetic can harm your unborn baby.
e 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:
e 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 | 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.
e Your doctor may change your dose of BOTOX or BOTOX Cosmetic, until you and your doctor find the best dose for you.
e 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?

BOTOXand 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 | should know about BOTOX and BOTOX Cosmetic?"

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

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

Other side effects of BOTOX and BOTOX Cosmetic include:

e dry mouth

o discomfort or pain at the injection site

o tiredness

e headache

e neck pain

e eye problems: double vision, blurred vision, decreased eyesight, drooping eyelids, swelling of your eyelids, and dry eyes.
e urinary tract infection in people being treated for urinary incontinence

e inability to empty your bladder on your own and are being treated for urinary incontinence.
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o allergic reactions. Symptoms of an allergic reaction to 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.

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. For more information about BOTOX and BOTOX Cosmetic call Allergan at 1-800-433-8871
or go to www.BOTOX.com.

What are the ingredients in BOTOX and BOTOX Cosmetic?
Active ingredient: botulinum toxin type A
Inactive ingredients: human albumin and sodium chloride

Issued: 08/2011
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

© 2012 Allergan, Inc.

® marks owned by Allergan, Inc.

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

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

= ALLERGAN

-— @)

72309US12 and 72312US12

p.30

Oct 05 2012 16:24:08



KIERASSCE IR, 2012 4 9 H SGT IR,
CKREBATSCE (BIER) 13, 2011 4 8 H tEThi, )

p. 31

Oct 05 2012 16:24:08



BXEOEER (N T4 )

UTOEES (N T4 1) X, BOTOX® DEEN>HER I
VELRERTRCTEZEL DD TIXRVO T, BOTOX (ZHY 3 M
XELXEBR IR,

BOTOX (onabotulinum toxin A) RN, PERMHN. XIIENERA
AN OKEARERG : 1989 £F

&5 . BRI 5ER

RSO A S 2 B,

BOTOX Z I U T2 H LD LHRY Y X Z@mHRRAIT, (EHN
BEMA LI L, EEHTRY Y X AHBEOEM & —KT 2%E
REEETZENDHD, 2L OERITHRGHEERTHD Z &
bHhIUE, BOHEZ > TRIT L b DD, W FREE & IPRIA
HIAEMEE D LR, EERICETH b HE STV, ER
DOIBUZ X DERENR S - & bRV OITEMEOTRE TR 55251
TWA/NNEEFETH AN, RABETH, FIZIh bk i

LTV EMRRES S DG EICIHERA I L 2 5, (5270)
—BEOER AR ————
o IZHERE - W) © T FREEICHE S PR FPEIEEY) (201148 H)
o I%hAE - 2R @ T1.2 B8R (2010410 A)
o AL A& @ 23 MBI PERINBIES) (201148 )
o ML HE) © 124 BHEFERE (2010410 A)
o [#T © 43 2VERIEEYYE LK OVRMERE) Q01148 A)

o MEGMROMER EOEE] @ 510 FEEBICHE S PERBIEEI D05
FRIZIUT 5 BRI SO R OURE) (2011 4% 8 H)

—_— ¥R

BOTOX i, 7T/ =2V vk Z B U CHiR s 2 W3- 2 3554

T, LT OMISEICHW S,

o B U VHKITH L CRVEAR T2 UTRFMED R WA BEICB T 5, 4f
PR [EBERGE . 2R EAESE] (T O PR AT E) T & 5 JREZED
1R (1.178)

o BHEREUROMNEE (1 B 4REHLL LRI 280/ 4 H 12 15 BLL L%
B) ICB T L8O T (1.25H)

o ANBFICRKIT D LERAEORE (1.3 18H)

o A NIRMERISEBE (T IV 2 BAN H 5 K OVSEIR SR oWkt (1.4 TH)

o BT T 2B AMS DAV WHE O R 2 ITHE ORI (1.51H)

o I2iELL BT B VA b =—I2fk ) IRIEEOIEHE (1.6 1H)

o 125RLL BICBIT BEHEOIEE (1.6 1H)

HERRRA
o TV — NHYFEE (A2 15 HARW) OTFRICIHIT 5 BOTOX DL4A
PR OB RIPEEMESZ LTy, (1.2 1)
o /NREBFE T O RIEHE I N A K OVINR B T o TSI 335
BOTOX DZEME R OAEIEITMESL LTy, (1.3 1H)
o 7S LIS O ERAL D ZITHEIZ 5T % BOTOX 024 Jo OAT S0 13 ST L
TV, (1.518)

Hik - A&
HWRVEZ L OME - RIS 2L, 34 AR THRE L, RiEE5E
2360 AL Z B X TlX2e b2y, (2IF)
e BOTOX ORI E, BrE L OES AT O TRz Wi FREEL D
RE) 2, (2.11H)
o FRRBE BT LE O HEIR AR B « HELERR B 5 200 BT, HEIRANIC
ImL (9 6.7 BAAL) "o 30 EpTICH&R 545, (221H)
o 1SPEFEENR ¢ HEDHRR G T 155 BAfE, 7 O DEEES, SEERE IS B
L. &2 0.1mL (5 ¥f7) #5795, (23IH)
o RIRREHE - BB, MO ERELE , Ailal OB T B KIS T A E
BFRFIH SO CTRGRAZEINT 5, BRI NOFARHELE SN

%, (241H)
o SEMERIEH « BFH OUANL, SHAL, KRERNL, LR, 18R, AEF

BIRICIESN TR EEZFHT 5, RV U X ZATHRZORMS A CILK
AELLRGT S, (255

o IRER VTR « AT S0 HAL (2.6 TH)
o [RIGJERE - RAIRYS -0 3EALICEFNLEN 1.25~2.5 BAL (2.7 1H)
o B - FY47= 0 1.25~2.5 AL CRH4s (2.8 TH)

—FWEROEE
1 EFR Y O CHOBE - BEZZRAEE R 100 BAAL XX 200 AL, 249
TN AR 28 F 2 VIRE 0.9%H1kF R U w7 AiESHk (USP) %M

WIS 5, 3H)
=

o R Y X ZFHBFN L RHFN H ONF RO T HIBEOE (4.1,
53, 6.21H)

o ST ERRALORY: (42 1H)

o PERFNERE S« STEIRBEIRYYE R O/ ST AR (4.3 18)

BEROER EOER
* BOTOX O Il EATIZ, AR V) X ZFHHBAN @A TE 20,
(5.1, 1118)
o RO : BETFEER CMERFEEICL VIECICEL RN H D,
W RE s SEEREE e FEEORBENE O b HAICE, BHHIZE
B8R b 0uENH5, (52, 5471H)
o MR EZ I LTV D L HREMICHEEERMNEST S Z E0H 5,
(5.517)
o IPUEASEEME T L CW A B I ERICER 45, (54, 561H) .
o (RIS 59 % BOTOX #6512 & v | Bk B IAMC X % AR H K OV
BN AE LD Z Enb 5, (5.71H)
o RHRIZKXIF 5 BOTOX #5412 L 0 | ERTE Hiifn Je OIS BRI 234 U %
ZeEnBDH, (581H)
o FEEHE TR L TV BRE TORE XA RO EREKY: (5.9 1H)
o JREA : AR RIS PE O BER RIS B CIRR A 321 D BE C. ERE AW
FINZAT 2 TV WEBE T, PERBEIREE E=4 — L. FrICEL IR
{LIEBE CIE IS E TS 2 L, (5.107H)
BI{ER
BHEL BT GEEEN S%UULENST T REGEHORILE LV &
V) EITER - (6.11H)
o MIRIR RIS A S BEIR BTG E) « JRIGIEY. IR
o MR EER ¢ R, PA
o S < DU
o FEVERLSH « Wk TIRE, RGBS, SR, SR, omsn, A o
TV YRR, R, sk
o R SITIE < (EFHEAIEIR . [EATAT M, JEE R 3&IF. WSk, o
v YRR

BER DRV H BHBAITIX. Allergan (1-800-433-8871) XIZFDA (1-
800-FDA-1088 b U < iXwww.fda.gov/medwatch) ¥ THEf#E S izvy,

EEE— LR (]

e T XY AV FRIVEME 21T U & DR ARE L LE 25 45
(77— VIEMLAWE) UL, BOTOX O/EM z #5425 =
ERBDID, SFHT 2L EEECREGTL2 2L, (TH)

—BRHIRBERA~OKRE

o Il BT —HIck B L, IBIBICEEZRITTAREMNH D, (8.11H)
o NRADEE. 18 i AR T O SEIR OB T, AR RIS AL S BE
PRABTES), K& OV ERRHE XSRS ZITAE R . 16 A T /N R E
BISHOWRR, 12 AT CO/NR IR/ RHEEE BT 5 BOTOX @
BEAVE R OB RIEIIHESL L TV, (8.4 TH)

BHE I BIAREERROBEMTERMLTA F (Medication Guide)
ZHOWTIX 17 EHEZB],

2011 4E 8 AEkET

Oct 05 2012 16:23:57

p.1



WASCEEX - BR* 5.10 FHRREEBUCPE O SRR IBIREY DIRFRIZ I3 1T D B it 5% & S

4L RBCT 5 ER &0%%
1 e - ﬁ% 511 AJET VT I v b A NV REROLERE
L1 RGBT © HER A TS &) 6 RIfEA
1.2 &ﬁﬁwr 6.1 KRB
1.3 BBREHR 6.2 SERME
1.4 MRS 6.3 THERERER
1.5 JESSPENE 2 1THE 7 FHEEH
1.6 HRHSFESE J OB 8 fRRleBEAEM~0&E
2 HiE-HBE 8.1 It ~DOFG
2.1 wEeMERAEOER 83 Fitm~oE4G
2.2 FPHERYE R OFIRIE 8.4 /INREA~OESE
23 FRERFRBICLE S HER ARG E 8.5 milinE~D#L
2.4 8V EER 10 BEEE
2.5 _bEENE 11 #RR
2.6 MRS 12 I
2.7 JRIEMENE I ZITE 12.1 {EARF
2.8 [RMGEHE 12.3 $E@hHE
29 FHR 13 FEERR R ERER
3 FBRERUEE 13.1 ZEBRAME, BRI, ZHhEE
4 B 13.2 @hip iR
41 RV X AEHITxT D IBBUE O B 14 EERAVE
42 ST EALORY 14.1 FPFREEBICRE S BEIR 815 E)
43 SRR GYE K OV R B 14.2 184 7 9%
5 EEROERALOER 143 bR s
51 HpnARY U X AFRMHFIM O BIRAREN 14.4 JEMERISH
52 BEOILE 14.5 JEIEMERE 5 25 1THiE
53 UL 14.6 R EH
5.4 JEVERISEOIRRIZIS T 2 e T 555 K ONRRIR IR # 14.7 #HR
55 BEAFOMRARIEE 16 #RERE BrEROCBHR W EOBEER
5.6 FERICRIED & 2 B OIS RE o BER A ENE 17 BEIEA A& EH
H DONFEREIZ®T % BOTOX D2 17.1 WET R, SFRREE, FERREE, OB e ER
5.7 RGOSR T D AN K OV BT B Ak 17.2 BEMRERAE R OV e
58 RHAOIBRICKT E#E Hin 17.3 JBEMEP R O HESR IR 3

5.9 FEMEOIRIFIZEBIT DR IR L O ERGE Y
*IRASGE (230 MHEIB S -EE XUE FAIEE

M XEEX

%5 mRmICET 5 ER

HEREOWMENND, BOTOX ZiXLHETE2H LA RY Y X AFRHUK <, EARKREGHLIEBL, ERH TRV Y
XABBEOEAL B THEREEETHBERDDZENHALNIRoTNDE, ZOXIRIERE LTI, BHE, 25
BHAET, B, B TE, WTEE, BEEE, BEEE, REEROCEREESDH D, b ORERITE 5%
THAZ b HNE, FRM-->TREATHIZLbH D, WTEELMEREIEMEZEN LNRT, EEICETH b H
HERTWS, EROBRIZEBHERER S - & bBVOIEHOBE CREEZZITTWA/NERETHHP, KL
U LT 2EREINVE CIHRZZIT TV ARABETH, HICINLOERZEZ LOTWEBRRES S 584 IITER
BRHL D B, NEOREHER & RABOBEE R VARBEALDBERVE T, REMHOBRICAVWSIDLREDAERVE
NEVENVHAECERG~DERANBRESNTWS, [ BERVEH FOXE (.2 | 2HE],

1 2RE - 2R
L1 PRI S SRR FFIRTE S

= U RIS U TRA T B RBFMEO RO RN BE TR 5, MRl CRiiRE. SREEES) (205 PRR

FEIEENC & % IREEDIRI,
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1.2 8% ERE
BrEREER OMRANESE (1 B 4R ERHE T 28008 2 H 12 15 A LA ERE) (281 2 880% O T,

B RIR
THO 77 R BRABRICBWC, =Y — PR/ (F12 15 BRE) OTREICEET 222t R OH LTS S
TR,

1.3 RN
R E O AN BF BT SINEE (B ES) . TR (B TRE S ORI FARE ) I ONCRBIET GRIERE
T OEFSRAR) D5 BREE TLHE O iR,

B RIR

R OO FERE L N RREAEIZ %95 BOTOX O ZE M OV MM HESL L TRV, 18 kAT /N R RS T OREHEIC
%95 BOTOX D ZZ M} O ZMEITHEST L Tl FERIFRIFIMEIRAE I 72 - 72 BIET Clid. BOTOX (2 Xk 2 B OHkRE
NiE A Eh O W EL FITFERD LTV, BOTOX IZ X A1EHIE., W@ OEER 2 ) ) F— g VIEEICE S #D
BDHDOTIERU,

1.4 REMERISH
F SRR SR (2 30 VT 2 BN B S ORME RIS A, 5 SHERTE OB,

1.5 MR 2T
ST T+ 7R Rt B 7R W O RSP ) S 1 E D TR,

HERRIR

. DENL DL IFIEIZ KT D BOTOX D22V K O ZINEIIHENL L TRV, PESTHE K OB A 2 E 2% L T BOTOX
ERETLE FOHDMETEVIRE FENXRZNETNELDIBENLRS S, HRESTHEEZSI X Z L TWD aREEDH
HIREA (B FORISEE TUEEE) A, EEER OB LD (UX) RENMTH 2 & SITEOXHEREZ it 2
LRz LTS,

18 i A D/ N T ORREZAITIEIC 6T 5 BOTOX D2 MM O N HEITFESL L TUuy,

1.6 AR B . VR,
12U B2 5 VA F=—120F ) R ONRIGREE  (RMEAREMEIRIG 08 VII RS 25 ) DOIRR,

2 A - HE

2.1 ReFEHEOER

BOTOX (onabotulinumtoxin A) JE/H D JMEEAL L, ABFILKOCFA LZREFECERERZLDOTHY, RV U X R
HRUANCHERTAZLIXTERY, L7285 T,. BOTOX DAY FEEMDOBM ZMMORY V) X R BROM DK R
RPEETIHET 2FBROBEM LB LY, ZORIRBAICEBR LD THZ LiITTERY, [ [BERUMEH L
DKEE (5.178) | RO [IEF (117E) | 2/H] .,

WVEZ EDHE - AEICRED Z &, WARE CHEHEOBEIMEICR L TR ST 256, —MRIZ3 0 AR CORKAER
B &D360HN 22 TR b7,

BOTOX % &2 RENMEH T 2 7201213, YR RS, B8 a5 BOEIR, YRR 715 & ORETEBAN 23 2422
T %, BOTOXZ G4 D ERIL, B3 2 SO MR & D U IHRE B O MR K OB Z2 BTG IR I K 2 ff] 1)
HEDZALZ BT 5 Z & RHER O EREGREOIRRICIE, RENRHEXEIE LI 5 2 &, £o, EMRSEORR
WCOEMBRGERH 5,

TEHFERAACRIED & D 56, UK RBITWE DL LFEME D FRO NS HEITIE, BOTOXZERIZKREGT 52 L,

2.2 FEE & O IRE

BOTOX % 1 [HIRR D WS T AL T THFE E L, 1234 71 100 7 X% 200 V. 2 &84 5, A TIWIZ ATV

5 EZEEEE BOTOX 1, TESAT. RIEAIZ2 & £ 22 WK 0.9%H kT B U 7 A7 EERE (USP) 2 W TR+ 5, @47

YA AOEHERCEIERBEOFRIK AR (1 B, UM B O BER D IEIEENC T 2ROV TIX 2.3 1
) | FOFNEENSA TP Y EFEANT D, FPIED A T IZRVIAENRWGE . Hi% A TIVIZBEET
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HTZ &, NATNEBEILTBOTOX & AHAHIRZFIZIRMT 5, 7LD TWAIGATICTHR B R 5L L TF
<, BOTOX %, BT 24 FFRILINICHER T2 2 &, L T OMEHT2 E COMITHERE 2~8C) IZRFTD

ok,
#1: BOTOX XA 7V (100 B K T 200 BEAL) ICHRINTREFRIKOE
100 EEAZ oA | GO HE | 200 AL 1 | R0 A&
T AZEIN (HNL T AN (HEAL
95 A PR /0.1mL) ERAEE N /0.1mL)
ImL 10 HifL ImL 20 HAAZ
2mL 5 BT 2mL 10 HLAT
4mL 2.5 Hifir 4mL 5 BT
SmL 1.25 Hifir 8mL 2.5 Hifir
10mL NV
2 Hifif

HMEAEAZE £ 7200 0.9%HE kT R U o AEEHK (USP) 125

HE o IO ORI, EHEED 0.ImL OFFIC O W TEB L TWa, EFREEZ T ILEL. BOTOX O & O
HLAERETH D, WEOENMIL, 0.05mL (50%H&HE) 75 0.15mL (50%HAEEE) FT&T 5,

WEIEICHE L= B R 2 Y e A AOWEERNRICTEOEGELD L0008 . BOTOX AT 5, &
FEDOFIA ST RIAZ R E |, ERIRZ WY Vg eH AT 5, $0E L TW\WD Z & 2iERT 5, BOTOX % ik % |t
BB O EER LUWRE S VRS2 A2 2 &,

LTSN 2 £ TOMIEEE 2~8C) IZRFT D Z &, BOTOX OEMEEZOMERIT, HEAFHH Tl 258
DR, TEFRFIIAE N OB GPERLRG G BEINCREMSLGR RO BHBIE T 2 L,

2.3 PHREIR RBIHE 5 PRIR FHIETEBh
B HRNCAMEREEYYENR 72 W2 & 2GR T 5, FUAEMBEO TPYEE (7 7Y av RRERLS, EUWHEER (7
H) M) 285 1~3 B, &5 R0, 5% 1~3 AOHME/T 5,

FG-RTRAL 3 B RS HU MORE 2 T 1T 5, PUEBEERIETOBEIZ OV T Y 27 26 372D Iy E S 5
%\gﬁ§3})5o

JOE A PR I I R O e R B 2 4A 9 2 &

FEFRHEB OFEEFIRIZHE . AR U2 RPTRIEE OBEPEP R A (BEHR O SUIIEGER) 2 T Hmiz 5
ANCHWD 2 ENTE D, JRFTREEED REETEAZAT > 7258 1E, B GANCEBE S PR L, IR AR R TR %,

HERER BT 17824720 200 AL TH Y . ZHEB2 IR b,

1 734 71 200 B2 D BOTOX 1E, PRAFHIZ & £ 720 0.9%BHEIR 6mL 2 AW TEEME L., /A 7V 2§ B L TR

Do NA TG 2mL & 3 ARKDO% 10mL HEH SRS, 4 10mL FEHSHIRTA 2 8 £ 72\ 0.9% &R 8mL 2L T
FRoMCIRFI L, ARAZK T 5, ZORE, %O BOTOX & 200 HAZIZX LT, & 10mL () 67 L) & &Te 3 A
® 10mL S EEAE BN D, TER PRSI0 E AT 5 2 &, REHOAFAEIKITFEET S 2 &,

BIDFEE LT, 2KD 100 Bz BOTOX /N1 TV % RAFAIZ 5 £ 720 0.9%BHHE 6mL % &34 7 WZIRIN L Ciafi
L. BICEMT D, H23A T AN 4mL % 2 AKDK 10mL EHERICE D, 53 TANGEDY O 2mL % 3 AKH O
10mL S ERICER D, 4 10mL TERSRITIRATA 28 £ 720 0.9% A HEHE 6mL 2 RN L THENCIEF L, A& T9 5,
T OFER. FAEE D BOTOX FA & 200 AL IC% LT, & 10mL (59 67 Hifir) 25T 3 AKD 10mL FEHENE LD, EH
PPN RAR I TN T2 2 &, REFAOATAIERIIFEE T L,

FAEL% O BOTOX (200 HNAZ/30mL) 1%, #RVERBEBESE SUTMEPEREESE 2 V., B =AML ORI NICIERN T2, 1E
OB, BB AR EEIR A REEA LT, FoIERAETE D L OICT 20 ERD L0, BFEICR e
WS HEET D,

TEFIBRAAHTIC . 8% O BOTOX #9 ImL ZEH$HIM 7 LT GORSIISCTTI) | ZREBRET D,
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HER S # 2 5 2mm3FEA L, ImL (8 6.7 A7) 350 30 5T GEEHRE 30 mL) £ lem ORIGEE &1 TS5
(X 15R) ., KBEOFENEANTIT, BEAEAERY ImL 2 AL T, E5EEO2ENEEIND LI T 5,
. BEREEE DR FALDT=DITIEA L TV AR 2R T 5, BEZEHZ VR L 30 0MBIETHZ &,

AR G- O BERD R L TV DAL, FEGICOVWTHRAT 2 (CHERY 7 bR IRERRBRICB I 2 FkY
DEFEAMERETR £ TOHIF O F I ElL, BOTOX 200 HAA7Z T 295~337 H [42~48 T[] ) . BiEIOEEMEAEE G725 12 @8R L
FREL WD ENMETHD,

B 1 PRI A D PERABTE BN X T D 1Es S 7 —

—

2.4 181 IR

L L U Cid, 200 EALICORTFAIZ B F 72 WOIRE 0.9%BHEHE 4mL 2 7N, U3 100 BALIZ 2mL Z 3N L, SR 5
HAZ/0.1mL & 32 Z LR SN D (£ 12MR) , BHEREERICHT DHEREHEIT 1SS AL TH Y . WEEAD 30 7 —
D05 A TR AV THELC 0.1mL (5 BAL) T OMANEST 5, 513, UIFOMERUE 21TRT 7T OO8E,
SR IR A EI L CIT 9, S OFHANEWEE TIX, SEMEKIC 1 4 o TFOMBMERGEN S H, 1E (IEH)
BT H BB ZERE . TXTOHITHONT, GO 43 T O O LM, pdaM e 25 ko, W
PR IC e 545, BHGEAZ D 2 — oW TIE RETEAHEI NS,

I~4 : @VER BRI 69 D LR R GEL (A~G)

1 2 3 4

G G*
*G G*

. :
A, BER : £RNT 5 BAL D. RIEES - BRI 20 BiHE E. %8 : £HIC 15 BAr F. SEEERAER « SR
10 BAL
B. S4B3fF : SEAL (1EBAD)
G. {EiEfs : FANT 15 BAL

C. BIEES - BRI 10 BHE
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2 BMHEFEERICET 5550 BOTOX &5

SRR, SHER R HREERE (BEHMAE Y
GIEEGN 20 HfZ, 4 BF7
WA ® 10 HfZ, 2 B
SARAR S HL, 1 EAL
PR HERp ° 30 HATL, 6 HRAL
ISERR © 40 HAAZ, 8 BB
ELE N 30 HEAL, 6 ERAL
SHE AL A RE © 20 HNL, 4307
REREE 155 BN, 31 EBhr
A &4 RN S B =0.1mL=BOTOX 5 Bifr
PRI e

25 R REHE

WA K NZ D% OF BT, i ORE S, BMRONE, EREOEIEE ., RFTII oA %, §ilEl O 51254 5 KOk
VIIBOTOXDHEFRFRIZESNT, BEZLICHE T2 2 &, BRARTII, 1B OIBE TIS~360HNMN O 55 % 5
A ToEI LT,

# 3 . NI 5510 BOTOX # 5

PSE 31 RS E
wEEE (BEHAE)
e —BER 100~200 BAL, 4 F{7L
PR TR 7 12.5~50 Hifir, 1#E4r
JRUAR AR i A7 12.5~50 Hifir, 147
URFE 30~50 iz, 1 FB07
Rzl L] 30~50 Hifz, 1 FBA7

FRIEE LT, 200 HALIZARATAI 2 & £ 72O IR 0.9% B HEIE 4mL OFRIN T 100 BALIZ 2mL OFRMAHELRE S D (G
1 2M) , #ESREHEL OB L, —MRIC 1 EALYS 72 0 O 5503 50 AL 28 2 CTiER 722, REMFICITE Y 724
A XOEFEE (B : 25~30 47 —) &, EHBHIIEENLVEN R XA~V EERATLIZENTE S, HERTA K
ARSI AR ET D Z E R HER SRS,

£ GIZRTE OB OEER DI R LTRSS CIT 9 28, —fRICHTEER GRS 12 BP0 Gl L2 &35, Fih
D IEHE DFLEE R O E — 2 k- TiL, BOTOX OG-8 S/ O ENNEZ R D,

2.6 FEMERITH

BE LB SN HECTEYMICHZ > TBOTOX #5251, AEFRNFRAIHNTH-T-BE L _HEM.
7T B ARKRRERI A AT, ZORBRIZEIT D BOTOX O 55813 236 Bifir (25 83—k v Z A LD 75 /8—%
VHANVETORPIL 198~300 HAL) Tho7-, BOTOX KL EIXEBITHECTHEILi [ THFKAR (143 H) ) £
W],
WA OE D% O G-8IX, AL, S, EIREAL, FIER, BRI LOEFEFGEICE ST, BE I LICHET S
&, BOTOX A L7 Z L OB WEFIIMO THRETHERIIMEARETRE L, 20%, BE T L0 FICESWTE
HBEZMET 5 &, MBFLEM ~ORE G 8% 100 HALLLTICIA 5 Z LI X Ve N EE OB E 2B T 254
Bbb [ TEBEEROEN LOESE (5.2, 54, 5.5H) | HT,

FifREEE LT, 200 EALICPRAFA 2 & £ 22 WO I 0.9% B 2mL, 200 A2 4mL, 100 BAAZIZ 1mL, 0% 100 BAALIZ
2mL OFRMNHELE XD 0, IBE BEEDOZER 21D 5 EHETNOFAEL O EIZIS CTRkD S (R 12R) . —&
2y VMY 720 OB G-8EDS 50 B A2 2 CTlde B e\, RIEMIZITE Y 22 A XO1EHE (B : 25~30 7 —) %,
BEERIIIZFN L VRN R Y=V OHEFEATHIZENTES, HEXTA N CRIEHEITT D & L,

BERADGE IR L TR G% 2 B LINICE RS . IRKIBRDIRB R 502 03EEG0O8 6 BF%k TH D, “HEMR, 7
7R ARG TIE, 1T & A EDOWEBE DRG0 5 3 0 H %R GRTOREBIZR > 7,
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2.7 MR 2T

HELER BB IR SO B Ch 5, 5T REZIFMAITAEER e @yE (B - Minor D3 — KT U T URIST A N) &
FAWTHIET 2, FREEE LTI, 100 HALIZRIEAR 2 & £ 720K E 0.9% B HEIR 4mL OB HERE S D ( TFHRE)
ZH) . 307 —TE#E MV, BOTOX 50 i (2mL) Z &M 0.1~0.2mL 972, #EEENL (10~15 A7) 12K 1~2cm
WS T 5 X 5 BNTER 5,

ZHEICK T 2 FREIE, BiE OB ORI REBZHIL L ThdHIiTH Z L,

Minor 3 DFET 2 72 N T X P DR FNE -

EZHBI ., 7 A NEHFT 24 FEEIX OTC OF A4 K7 v MohliIFAIOFEAZF IR 5, 7 A FEMERTT 30 M IEES
BNRBW) 70 8B T CTEEIC L TR, lEasigr L, 3 <ICavBREEMAT D, BATN ZHEIE, AN
FUTUMEREBRIBOINT D, BRORT T UMERIZE - LIREFITT, 10 DFECEITEM N EE e r 235,

FAESHEBALIC TR R TEAER 2em OBROIEMENLD 55, TE DRV EAN KRS I ST o0, K2R T
E DI, ENENDOIESHIAL O 2 ¥FIZZET 5,

X 2 : FBEMERE LT EIC T DR 7 —

Fe @RIk L 4S EEOAE T, H2mm ORI F THEHNT D, TOE, HEHENENIZAS TS Z EE2HERLREND,
Mz B2 L T, IREZTE ARV LT D, HERENLIZA 7 THIZ T T BEAIL. KERIZRRF N E Uk
WE 9. BOTOX A 7 D LS EBEER LAWE 9125,

2.8 fRAGE S

ARARE AR 6 L Cld, BB A D 27~30 7 — Vit 2 W TIEMBX A A R F CilfE O BOTOX Z K45, HELEH)HE
FED 1.25~2.5 AL (%507 0.05~0.1mL) % =R g oD IR i 75 A7 e 550 PRIt K OMA i Stz ONZ T HIR g oD IR i 573 717 B B350
I CER T2, BRI 28 TERTUE, Bl FTEROSHSEZ 2B EZ R T 28580855, WHIT
ARG 20T CHS 2 2 &2k 0. TRIT~OIEE 2D S8, EHEOADPE Z 2 AlEE 28 X 2558035 5.
AR AR BGHSAHAR I BRIR AN U0 g WS, SRR T2 EI0 T2 2 L CINEHS I ERARETH 5,

RO &% 1.25 BAL & 951213 BOTOX 100 BALIZARIEA %2 & F 22 WO IEE 0.9%EHEIR SmL OB HELE X, ik
FE% 2.5 Hifir &9 41203 100 AT dmL OFIINHELE IS (F 12R) |

—fRIC, FEROMHZERIT 3 BURNICR LI, ERE 1~2 BEORES CRRABICET D, 1 B OERN O LM
TR 3B AT, FOBRICHERZIT) 2 LN TE 5, HIREROZEN S Thho= Ll SN 258 GBE., 25k
BN 2 WAUT TH-725E) 15, BENOBICHEZRR2MGETHEL THL LW, 72720, WALYE7-0 5 A
X THEFLTHIRIZIFEAEED LW E BN D, IREERIC L THWAEAITIE, 3 A2 1 HE EEDHEE
THERNT D EMEREC2HEERH Y, KEHIRIEPEOND Z L IEFHTH S,

IR AE DB TlE. BOTOX O RFER 5-£:28 30 H T 200 HALZ B 2 TEZe b 720,

29 AR

SR CERIEI 2T 2 MEL VA FE L THWTRHEHNICBELZED, HMEAFIC BOTOX ZiEHT5, 11
FHILTHARBBEH T XIIHER AT A R FTITH 2 &, EBRNIHEROBIEIERL TOHZRITHIER S 720,

BOTOX {EHRTOHENF & L C, EF OB R RPTEESE M ORER 5 - MR B EZEE T MR T2 2 EREE Ly,
BT 2 ERITHYE7-0 0.05~0.15mL £ +5 2 &,

AfR% O BOTOX WIRIE -8 [ T - & 2.1 3H) | 2] 1, — R, B5MIOREZAE L SE5, ZuTEHo

1~2 HBICHN, &OO LHEBO Y BIZS HIZE<END L o2 b, 2~6BMEHE L7-1%. FREIXFEREOWIR 28T
AR T D, 6 W AL R T 2B IEIIM CTH D, #HIEE 5T 2 BEMHOMENEN AR+ Th o720 . WAL
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SRBIRN K E W2 EONFNER AR SN0 . WIREOEEBFE ALK L CHD DI ENLTE L7207 8D
BT, BEOK 25D L IZHEERNEL D,

AIEIEEG - ()
(RALAS D IR EE OIRFICIZUL FO AR TERET 5, #EIIRALSKE VEFISH L TORTI,
TEBF L2077V XLT 4 A7 Y — K OATEEREOL A - 1524720 1.25 Hf1L~2.5 HAT,
o 20~50 7V RALT 4 A7 M) —OKFEHROLE 1 Y720 2.5 H{7~5.0 A7,
14 A UL EORHGNE DS VI IR FRILO5A « NWRIELFH I 1.25 BT ~2.5 BT,

P17 KNIT TR S T35 5
o KBIOEFE T~14 HHRR CTHEDRSE L, YRS EOIRERARDL ZENLEE L,
s XM SRR EN G O N BT ICHEE T AGAIE. PIRIEFRICHETERETH I &,
o KBTS IRRENENG SR o L BEICHEE T AHAE, fEO 2HFEETHREG LT LW,
B 505 B OBREERS O S 72 BERED B RTEI OB 5 O REBE R L2 Z L AR EIND £ T, BRI TN &,
1EOBETHIEIND 1 HH7=0 ORKHAREIF 25BATH D,

IO FE % 1.25 AL & T 51213 BOTOX 100 HALIZERATA 2 & & 72 O IR E 0.9% B SmL OFMMAHELE X du, Fik D
&% 2.5 7 &9 4120 100 A2 4mL OFIAHELRE S NS (321 2R) |

3 FEI R V& &
1[EIFR Y OEWETH OIS « EZER2EE R 100 467 XX 200 B, S F 7S AR ER 2 & F 22 VWIRE 0.9%5E(kT ~ U
7 LVESHE (USP) % W TCIEMFET 5,

4 =

4.1 AR U X AR TR HIBBOE OBE R
BOTOX (%, WD ARY U X AFHHBRF IRAF OWNT ORIk LIBBEUE OO & 5 BE IR TH 5
[ TSR OME Fo#E (5.31H) | 2H]

4.2 T T EEBAL D G
BOTOX (%, FEH TEIMLIFERENH DIGEIIIEEZTH D,

4.3 IR B IRYE K OV SR BA
BOTOX DO PRI G- 13, AU O PER %

T R
HER (CIC) % HEENCAT» TW AR WAMRBAE IR

FCRMREEIYEICREA L TWD A, KOVERHXECD
‘(“&)éo

5 BERMEHEORE

5.1 BB AR Y ) X 2ABREKIM OB RGBT

BOTOXD JMli AL X, ABAIROFA LREFBEICHERRBOTHY, HORY U X ABRBFNCEHTHZ L1XT
ERV, LI >T, BOTOXDAEWZERTEME D BAL 2 DR R A 72 I B Tl L7230 RV U X 2 3R BIH| D BAL &
HELZD, 20X REMICEBLEVTEHZ LiIITE R [ THE--FE Q15H) ) R 117E) ) SE] .

5.2 ER O

BOTOX I U L 325Ky U X AHERMANOHREZEIET — 205, BEIC X > UIBRGH LS OEEH~R Y U X
2ZBBOERNIEET 2 2 EPRBENT WD, HREH TOIERIIARY Y X ZHBEOERKTE —FH LTS, Z0k)
PRAER E LTI, BEJE, 2K, R, IRg T, e NREE, RAERE, ERERE. RS L O R EE 5
5y ZHOOIERITEEGHEFHCTHS Z b, ol > TRETZ b H D, M FEE & PR INE T A%
B Ui, BREIEEERICEE L7 b ST D, SEROFIUC L A ERIENR G o & b O OILEEHE O 5
THEEGEZITCOD/NERETH LN, EEZ IO LT 2 FMEBEIGE CIREEZ %I TR ABETYH, b
FERZ L Z LT W EESRIED & D G A IIER DI L 5 5, /NEOFEHE 72 & RGBT )T M O FRIE F D E
T, RMREOIERICHND D ER%EDHER NEFN L VIRWHE TCERBG~OEANRE SN TS, BETEE, &3
P IR FEE I EL L2 AT, EHICEMDOZEAZ T 5 X 5 BEIN#EE CRET 52 &,

BOTOX/BOTOX Cosmetic % 8 FHiE i (22 FH &0 20 HAL (EMOME) T 100 A7 (FEE O JFREMERR 21 TE)
THEE LIZERIT, WO NCERBH~ORBILEEN L BEX DN EERAFEFRPRI LI L OWEIT R0,

BOTOX 7% [RHg R 5 L CTHESE & 30 BZLLF) KON, RELSUTIRMER B/ 26 L TR R TR E L72BRIC, W
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SMTIERRH~DOFRILEEN £ B DN HERAFFRNRIL LI & ORET0,

53 WS

T AR OB IR E SN TV D, TNUHDORE LTE, 7T 7 4 7% —, MiER. S, W
fE, FERINEEN DD, Z O KD REUSHE U EHEI2E. BOTOXO#F 521k L CE bICE 2R+ 2 &, U R
A EFRFNE LU THERL, 777 4 7F—IC XV ETICE 72 WO MEN D D08, AR RE )M T
HoTEEEMEEZ Lo THET S Z EITTX 720,

5.4 FEMERISE DIRER T RT 5 Wit TR K ORIk bR

BOTOX %I U &RV Y X A@mEMAORGIZL Y | W TREEIFRNEL X292 L0355, 9 CIoHE TR #E
MIIFER R 2 AT HBRETILZ, ZNUODORER VW SZ A LLT R e EZLND, TmWTWVDEE., BEENL
DI, 30 FICBE 5T 28O IIME T LIZfSR e LTHEL D, BmBRH~OEMNGH D L. FOMOIERGIC & 28N
RS ENDD [ [BELEROEH FoZEE (5.2H) | 2],

RV Y X AFR R GHRICHEORE FEENOHETIZE > T2 FINRE STV D, BEFEEIRVA b FgL, +
DIRRBRM KD EAELTDIRERBELELTH I bbb, BEOWTEENORMEZ -T2 bHY, TTIC
e TR RE S PR B RE (CFRIRE DS & 5 A ~ DG TITRAHEN R ITER TH 5,

MRS LTARY U XAmBREREGTH & 0 R & LTI COLSFBREOB MR T2 28080,
W ER IR TE D7 D3 TS Z ORI KA L T % A TS B3 ROERNISIAD 3 256 RIS 0 iz, FEMERISHD B
BT, MRS T S 2R IR AR IS ST D,

SHER A B DD 72 W BE B O O B FLZEFH B 2 B D & 2 AT, BEFEEF O U 27 B@mn 2 EadE shTtn
%o MISFLRH~OHREGEEZR/NRIZIMA S Z LISV TREEORIME LB TE 250005, JHHEH~OES
T ESGERRRE R OHE TIEED Y 27 2RI ELBENDH D,

RV XAFROEE 25217 TV D BE CTHE FEE, SaEEEIIMEEEORBABZED 5N-GEI2E,. BEHIZEMO
PREZITOIVNENDD, TNOOKSIE, RV U X AmBLHRGHREFRERCHL Z &b bk, B> TRIHET S
bbb [ TEEROEH FoE (5.2E) ) RO TEIER 6.13H) ) 208

5.5 BEFF DR e E

R TEBN IR R AR ZENME I SRR A IE S TR BE A iRl (FRIERMESIE T A — by« T 03— MEBRES) 24
T 5 HBREICBOTOX 2 #5254 1201%, BEEZKIEEHRER BRI L, MRHEELZATHEE BT,
BOTOX DiRFEMELZHET 5 Z Lic kv, EEORE FREE IR ESE 25 RRIICERREEO ) A7 NmEDL 2
EBRBD, [ FIEA 6.13E) | 2H],

5.6 FEIR R D & % REME B E ST R BRI AE S SERIRIEEIRE ORI X35 BOTOX DFEE
WP RIRE D & 2 FEfE 812 BOTOX 2% 53 2561213, EERCBIET L 2 L, MERROIKT (FEV, 28 THIED 40
~80%7%>2 FEV/FVC 23 0.75 LLF) MN—E L CHONLEHEZRMRL LIZHEMR, 77 BRI, WEATHERER T,
5 TIMERGTE B D 15%Lh E3E 20%8L EOZALDOFBLIHEN, BOTOX #5461 ClL 77 e R ELHH L v @noT (F4%

M)

£ 4: BOTOX XiI7 7 BRICL B E 2 B E TRIT-MERRIETRE CRE 18, 6 AW 12 BHIZE HMEMIEED
R—=RF 405 15%LA EXIF20% L HET L7284 (A - IBEEIY 720D OFEBR)

BOTOX BOTOX TSR
360 Eifir 240 Eifr
>15% >20% >15% >20% >15% >20%
1 H1% 4% 0% 3% 0% 7% 3%
6 W% 7% 4%, 4% 2% 2% 2%
12 3% 10% 5% 2% 1% 4% 1%

77 RR EDEBHEFRICAE TR T,

MFSREAME T L CW A BETIE, BWEA L LToO EXERGIOFBIEL 77 2R E 541 L Y BOTOX %54 CTE< 78> T
W= [ TEEER OE FojiE (5.9 ) | BT
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FRRIR BRI R © BER AR BIR BN 24 L, D oM IR 9 2 s PERiE R (C5~C8 OB HHE G BE T R M LI B
FIZBIT D FVC D THIED 50~80%) #H T HEEZXRE L-EITHO “HEMR., 77 BRRR, WTHRERERT
1. BIIMEREED 15%LL EX0T 20%LL EOZBLORRIRN, 77 v REEH LD BOTOX G560 TEhrotz (£5%
)

#£5:BOTOX X7 5 A#EEHL 2, 6. RBADEETEFVC BR—ZF 4 06 15%LL XX 20% U HET LB
¥R OEES

BOTOX IR
200 BfL
>15% >20% >15% >20%
2 % 0/12 (0%) 0/12 (0%) 1/11 (9%) 0/11 (0%)
6 1 2/11 (18%) | 1/11 (9%) 0/11 (0%) 0/11 (0%)
12 38 0/11 (0%) 0/11 (0%) 0/6 (0%) 0/6 (0%)

5.7 AR DRI IS 1T 2 A IETE H R OV I IRIE T Ak

IR 5 ~0> BOTOX {ESHZ K 2 B# B I 13, FrICH VIIMREIEE O & 5 BE IR W THRER I, Rt LR R & OV i
EGzs SR ZTBThrH D, ERKBISHT DR RIBREZITO 2 L, ZOREICIE, RiERIRAL KEA, B
MYy 7 barzz by X IREFIZEDHBPLELRDGERD D,

5.8 RO T 2 ERZR H M
R 5 BOTOX $25- ISR BR 12 3P A4 k971 E QBRI il 23 8iE ST %, i) 22 IR a8 B 2
EHORMBIZLTBS ZENREE LYY,

5.9 FEHEDIRFICBIT HRE XX R EKE R
FREMEIC kT2 BOTOX &% 5-41Cid, BIEA L L TREXROFERN T TR FE 56 & i Loz (Rikh &
251~360 A2 BOTOX % 561 T 3%, 77 B HREGHIT1%) . MEENME T L TCWD EfEiEEE L, BWEAE L
TREZRDOEERITBOTOX 541 (afeh & 360 AL T 11%. 558 240 AL T 8%) TIXT 7 bR H4

(6%) &L LEEZLmED -7z,

510  ARRRABICHE O HERTIATEEIDOIREICET 5 B MR R E K &K UYREA

PRI BB LE © HER FIBTEE) CIBE L2 21T 5 HBE Tld. BOTOX OHER AN 512 B U 7= B A B R 358 B
HZENRDHY, EHITHEYRIRRELE LTS, BRRRICBW T, BEMRET N ORERIL, 77 2R EEHICI
~ BOTOX 200 AL 5HITEr-72 (1.5% vs. 0.4%)

THEHERT 7 B AEEBRICE N T, REFNTERRAIER (CIC) 2L Tk 57, BOTOX I 7 ¥R &54£I2
READIZ DR 2 B L LT REDOEIG %2, K 61T, EROHRIM bR L,

£6: _EHEMRT 7 ERHERRIZENT, R—RAFA U TCICEZFERALTELT, REZRITREADTHER L1 HE
DEE KR OERE5-4 OERYH

R BOTOX 200 Bif7 TR
(N=108) (N=104)
D HER Ui BEDEIS
BREFA 2 honFhrors | 3330.6%) | 7(6.7%)
RO OERE (B)
i 289 358
s/ ME, B OKE 1,530 2,379

N—=RAF A TCICEZMHMLTWRNEED S b, LRMEMVEEE TFRRGEE L bRERICCICEZLE LTS
B nmrole (RTBM)
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£7: _EHERT 7 ERHERRIZBNT, R—ZXF7 U TCACEZFEALTKOT, BRERITREADT-HOER L7-RE
B (SREF(UERCERES) 0BEDEIS

ZRMRVIE FrEHEE
BOTOX BOTOX
200 EfL 77 kR 200 Bifr IR
FRE AR (N=86) (N=88) (N=22) (N=16)
EIREY A 7 o 0 0 0 0
LA 27 (31%) 4 (5%) 6 (27%) 3 (19%)

BIRZITH COWRWEE TIE, BER%EERE (PVR) & 54 2 BMLUAN, ROWEZN U TRE% 128 FE TEHMIC
9%, PVR N 200mL 28 2 2H-A 1T E R 2B L. PVR 23 200mL R IZIK T3 2 £ Tk 5. HPERICNEEA 5=
ZHGEIE, BREZETHEADH L0, HYEMICHERT X 5 EBFITHET L2 L,

511 AMETLVT I L OANAEROGE

AFNZ, NMEEKOT AN T I 2GR/ LTS, IR =27 ) —= T ROARRORE TRENSEZ T, vA
NARBOEFIZIFEAERWE W2 D, 7Y T /L bk« ¥a7y (CID) OHGHIREEY 27 biFE A LR NE
EZHND, TLAWTIATE LT, UANVREET CID MafE LTEFIL Z U E TIClmE ST,

6 EIYER
BOTOX (onabotulinumtoxin A) FHOEGEIZLBEBHWERHD 5> B, LTORWERIZ W TIEARA TEOMOIAIZEEL <
L A RSN

o HBILHUER [ [BEEROEH LoME (5.21H) ) 2]

o MMUE [ /S @4.13E) ) RO TEEROEH FOME (5.3H) | 2]

o RMRISHDOIRRICIS T DHE TREE N O N [ TEZZR OMEN LoVEE (5.42H) | 2]

o  FEMEDIGHEIZRBIT DRE LRI N ERGERY: [ [ZELEROEH EOMHE (5.91H) | M)

6.1 i PR R BR Al AR
BRI TN ENEIERENRKE S E R0 T, BIEFAORRRZHBRE CERELET 5 Z L1 Txd, £-HEKRHEYS
TORBRREZKRL TWR2WZ EHH D,

BOTOX & BOTOX Cosmetic & Tix, AT OB IRDIEE— 722350 SCEICREEOREE « RN E->TWD, L7z
o> T, BOTOX Cosmetic Dt 5-TH HIZEITEAN BOTOX O 5THHA LD AREMEN H 5,

—MRIZRITEN X BOTOX #5-4% 1 ELIAICAL, FML T Th o0, BHAU LRI Lbd D, &G
(XD JRATER, Y RE, R, MR, ALBEHIM, NI A AT D Z D D, TEHBBIEOKRESC AL LD M
BSOS (O, RMmES) HNEC, WULRRRRIEZLELE T 560D D,

BeEHORPFIOGHINETIEARY U X AHBRICTHRINLIEBERTH D, 7272 LR ORI X - THEBEBIC & /5 /77
NWEUDBEENDD [ [BEER T EoEE (5.2H) | 2H] .

FPHRESRBIC I O PEIR 5 8

PRERFE AT O HER AP IBIEE 2 KR & L “HEMR Y 7 AR REER TR G-% 12 ML b @B E TR E S 7zl
TEM 23 8 1T,
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£ 8: _EERT 7 AR RER CHRHNEE% 12 BRELINIZ BOTOX #5610 2% ETHEBE L., I ORBBENT

7 e ARG XY &ho T BIVEH

BOTOX
200 EifT 7R

FBRSE/BIER (N=262) (N=272)
JEYRIE By OV A= HUE

PR SR 64 (24%) 47 (17%)
B R OVR B B 5

SR 45 (17%) 8 (3%)

iR 10 (4%) 8 (3%)
— B - DEETE & O GO R EE

I 57 10 (4%) 3 (1%)
T 5

HRE 4 (2%) 0 (0%)

BOTOX 200 HALOH G\ T, HIEHFEEG£ OV O I i S OB G- U TR (BREEIIH 0O TR fiE - 44
W) TUTOREFRZEIRPEE SN TV —IREEEE: (49%) . KA (17%)
KT (4%) . PERINEE (4%) | st (3%) .

LT (6%) . EEE (4%)
BITREE (3%) . RIRGE (3%) KUOWEME 2%) .

ZHER T T bR A AN T SR LERE TR, SR LEEEOER (BE - £Y 0 0L M LE
D HELH) X BOTOX T 023, 78R T020 ThoT-,

KRG TORRRELEMNET 0 7 7 A4 WVTELITR O bR o7,

181717 G

BYEREERICATT 2 “EHERY 7 A RA MR GUBR 1 L O%ER 2) [2B8W\ T, FIESRE BOTOX T 12%, 77
TRBET10% TH o2, AEERICL DT BOTOX T 4%, 77 BARET 1% Th-o7-, BOTOX HETHILICE-T-

ROBEOROVAEERIL, BER, BUH. AEUmEE,

% 9IRS D BOTOX #5428 12 h b MBIl SN RER 2 3% 9 1T

MR T R ORIg FETH - 72,

£9:BEFERBEIRE LE2BO_EERT 7 B RXRABR TBOTOX B#EHID 2% ETREL, HhOoRBHERNRT

7 2R REH XY &b o T BIVEH

BOTOX
155~195 Efr 77 R

FERSE/BIER (N=687) (N=692)
PR R R

GIEpE 32 (5%) 22 (3%)

AR 26 (4%) 18 (3%)

PR AN AR 15 (2%) 0 (0%)
RpEE

R T 2 25 (4%) 2 (<1%)
JEYLIE K OV AR HUE

SR 17 (3%) 11 (2%)
S R ONE A kL e

FER IR 60 (9%) 19 (3%)

0 e A 25 (4%) 6 (1%)

KT 24 (4%) 2 (<1%)

1 I 21 (3%) 6 (1%)

Mg e 18 (3%) 10 (1%)

i R A 13 (2%) 6 (1%)
—fi% - BEFEE K OGN OREE

E SR RES ) 23 (3%) 14 (2%)
1A R

e I 11 (2%) 7 (1%)
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FHR 1%L CTT 7 R LY BOTOX BETL L 5L, BOTOX & BEOFREMEN H 5+ DO FERLIL, [Blifntt
HFEV, Bz EMERE, sEFEE, BRLAE SR ChoT-, AEEZVEL 43 FIEROEEHEE L, R 1 LR
B 2 12810 5 BOTOX #5610 1% T, #5-% 1 EMUNICRD blzoickt L, 778 R G4 TIlX 03% TH -
775

LR
RN DFEREIZ R 5 BOTOX #5844 12 b mEE ICHE SN -EEA 23 10 1277,

R0 ERRABEEZNRL LEZEHER, 77 EAXRART BOTOX #5610 2% E TR L OREALN T 7
EAREREH LY &b o BIEA

B R BIVER BOTOX BOTOX BOTOX 7R

251~360NL | 150~250E07 | 150 BN AT (N=182)
(N=115) (N=188) (N=54)

B Nk

D 3 (3%) 3 (2%) 1 (2%) 1 (1%)

— % - B BEE K O G

WABKINi= 4 (3%) 4 (2%) 1 (2%) 0

57

JEYUE By OV A= e

KBk 4 (3%) 4 (2%) 0 2 (1%)

W # S e ONs AR e 2

iz 7 (6%) 10 (5%) 5 (9%) 8 (4%)

T 0 7 (4%) 1 (2%) 2 (1%)

TEPERIE

FEVERISHEBE 255 & LT BOTOX # 5% D72 iat Lz ZHEEHRRBR L OFHFEERERRICB WL TR S — RIS
SINTHEFESRIL, BETFEE (19%) . EXERGE (12%) . SEER (11%) ROEER (11%) THo 7=,

BRBRICBWTHEED 2~10%ICRB D b= FDOMOFERIT, BREBOKIEIC, Wk, A > 7/ o PREERE, 7550,
B HEMED FE ., EIETUE, TN, MEJE, AERR, SEEEE B BLONOVMEIRRETH -7,
W2, ZhiFviEk, LUK, B, IRE T L O N R ST b,

HRPBGHI~IEET 5 Z L TELU S BOTOX OHBEEMIZ LY, WETFEENOEEESF BRI NRN D551 H 5
[ TEER OMEH L o/EE (5.2, 5.41R) | =],

FEMRISERE ~D BOTOX ST ) BEORIER TR L L\ O FIEE T, 25 DIEFI DK 20%I2 380 T IR
WL SNTWD [ [ZBEER O LS (5.2, 5.4E) ) 2] , (FE A EOHETREETERE TP EE L @i
SN TWDN, FlZEEOMEE - JEIREZLEYSHE L H D [ [BEEROEH Lot E (5.4 HH) | 2HE]

S HIZCERTIE, MEBRE 1 EIC B W COREMAISEISE DO 75 O BOTOX 120 AL DO TEST 2 HBICFEHEL L - btk iEE &
DEMERI B 2 2 T TV REFICB T ARFEEENFE I TS,

JATEVEI i 27 T
T HEHRFABRICE VT BOTOX MEH % IR b @ HEE ICHE SN-BWER (B D 3~10%) 1. EHEAILR. EFHAL
Hif, FERRERVT. RYe, WHEAZ., A > 7 V= WIEMERE, B0m. BN SR, Wi, £ OFIELROAR L ThH o7,

ZOF—Z1T, B BOTOX 50 HAAL D% 5- %52 1T 7= 346 Bl fe N 75 AL D% 5- 2% 1 7= 1106 ELNT-H D Th
Do

Vil st

AR g it FR A 2 i G BIERLE STV D BOTOX & F R 72 0 ¥ 33 Wi o B TR G- B~S BRALICTESD) L7
WCBWT, REBAREEETCERVAEFR CROLEHEEICRE SN0, BIgTE 21%) . AUREEAMREL
(6%) KOMRFEE (6%) ThH-oTz,

I E TOBRKFABRIZEW THRIE SN ZOMOERT, FERBORIAIC, fIRUE, iR, RIR, &P, RIES, M
%, UL IRV, OVE AMERZ K ORI~ D VRS T2 (28 A ilRrse L 72 JR AT 722 IR B IERR T > 72,

Oct 05 2012 16:23:58

p.13



2 D VI AREEIZB VT, IR~ BOTOX HHIC LV BRE ORI A U, BEZRMEGH . BtE LR R,
fEVEE R, S OICITABEZRILN 1 HI4 U, IR IS 3T 2 159 ClI I RPT AR R . S & OVEERS M S RE D
HHELME STV,

FHH
FRCE HBEICRBW T, SIS BEEE T D AMRABICIRE TR SUIFERM D ECLDIBENRH 5, AR SRS
2,058 BZEF 3,650 [EVEST L2 DN O DHFERELOBERRKIL, 17% TH 5,

IR FEOFIRITIEHFHOMEIZ L > THRRD EHRESNTEY . FTEMFH~OEHNE T 1%, KEH~OEHE T 16%.
FEFH~OEHE T 38%TH S,

5587 [RIDFEH T, EREZHIMDOREHREIL 03% TH o7,

6.2 £ R
EOWBREHAEAE CTHZ D720, BOTOX b EFEa2H T2 8eERnH 5, ATAR Y U X AFRITHT D PPLANE
EEN, RFEZNEYFOCANELESN, BOTOX IZ L2 ENET T 585605 5,

Be#Hr O BOTOX BLANC K 0 ¥ 9 BT » TR & 52 1T D IVERISHBTE 326 B 2 37l L 7= BRHIEEMRRBRICB VT, 4
Bl (1.2%) DPEBRESMETH 72, 26O 4 FIEFNHUAREGIE DR S TlE BOTOX O RN ALz, L,
ZDHH 3HITEDHDIEEBICERAIMNTES A U, 1 TIEE Y OB T S BOTOX ORERHi: L T LI,

ZIHERE TIL 445 Bl 141 (02%) . ERERSHEO Al N HBEE Tk 380 il 2 1] (0.5%) . FrEEYR A Tl 406 HH 0, f
AR HBATAE D HER AndiE B A I 475 Bl 0 BN tRFnpUAMEA & CThH - 72,

INHOT—21%, v U AHER (mouse protection assay) (235 NT BOTOX (532 HRITEME o JI G S 23 Bk S
Ptk LW SN EBEDOLDOTH D, ZNOORERRILT v A OREROREMEICE U TRES RS, D EORH
(&0 BOTOX (Zx 42 PAIENED FEBLR L o RLfh THE SN TOD PRNEMEO IR L KT 5 2 LI, #EWETi
rnEEBZLND,

TRIPUAPEE DR ERIIA 5 TRV, BEOBKRR T, BOTOX OIS T m B 512 X0 FiikpEd: =R
WERTDZENRRENTND, RAIAZEEZAV, oI RGEMEZ HIT 5 Z L2k FukELD ATRENE 2 i/ R
ZIAbnsEEALND,

6.3 MR AR Bk
AU XAHFREGH, HIECHRESNTEY, RS TS, Mikd 20 EE0IEFNOBREKNREFH UTT 7 4
TX—" o T [ TR OEH Lo EE (5.3, 5.4H) | 2T,

ARERE NG EL ST OMERICEE L ZAEFRLBICRESINTEY, CICES2HLRO LTS, 21
SOBEO—EIE, DIEREBEOERIN T2 L TW\We, ZHHDOFERRLERY Y XRAFHHRRG L OB LK%
VIREFR S FLTUNR U,

FNEOFHFEHF IFERLGBESNTEY ., —RICBELZEI LT VWEETELTWS, TAHLDOFELRLERY U X 2HE
FHE L OGN 7eR R BHRITMESL STV,

BOTOX D/GBE DM THERR SN AEFEFRE LTIE, M., BACRR, BirhBRE, TR, rPRINEE, Sm et
MR, BREANEROE, ZITE, WK, AR, REME L O, O, Fi/MET. BRE, SRR, JE8 thidR
EE. BE (AL LR A2 25 Te) | HIR, ZE, SOEEROIEEN S 5,

INOLOFEZITAREME CREMOBE (T72D50R) NARRTIZD, [FEMEDH 2 FBUHE OHEESCAH|IREE & DA
RBROFEIT LT LB ATRE TR,
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7 fHEEA
BOTOX (onatoburinumtoxin A) JEHOIER I BEA/EARERIL Z IV E TEmR L TV,

T 7 )3y FRIUEWE D 5 VIR EEZLE S 2 Mo3A (7 7 —LERMESY) 13, BOTOX O 1EH 21
YD ERH LTI, T HHEEITEEICKREGT D Z L,

BOTOX 5% (Hi= V) V245 &, 2= U ARMBHERT 2820085 5,

BT DM OR Y U X A FE8 2 A & AR SUTE A A UNICERE L2 E O E/ERIT A TH 5, 5 SR
V) XABRDONWRPIHERT DRNMORY ) X AFHK 2 &G LIz HaiE, R )0 lE T2 2885 5,

BOTOX O G RiZICHI iR 2B 595 &, BRI ADR I SICHEBT 282001 H 5,

8 BRI ZRBEEHA~DORE

8.1 g~ D5

IR 7 Y —C

W e E & KB IN-AB (adequate and well-controlled study) (. A x5 & LI L TV 720y,
BOTOX % 4EMmIZ W 255613, 165 EOFRMENSIB RIS 2 faltt 2 ERlD B S 058 IRV FEE5T 52 &,

KL~ 7 AU T v MOkt L BOTOX (4, 8, XU 16 Hifikg) &8 ETRAMIIC 200 (REIR S AR N 13 1) ARRIPEESR L
ok & R L T ORO AR CHIZEEORD R OREORLHL A biv, T b ORBICET 58 AEFIED
SE(EA R (4 k) 1. BRI EFIT T D AR C d 5 360 B & (KT % 7= 0 BT (BikiE/kg) CHolk LAY 15
g

BOTOX Z#EHEZ ~ b (0.125, 025, 0.5, 1, 4 X% 8 Hifir/kg) SUTEIE T V% (0.063, 0.125, 0.25 X% 0.5 Hfii/kg) 2
SEAMTEE (7 y MEE12E], 7HFIEE13E) HRNERLZEE, Ty N TSR EZDOKROHET,
7YX Tl mHE TREAEEOED L OB IEOBBD 2580 bhvic, ZhOOHETIX, iE, RELOREWOIE
Crp CEELRNEBYHELRO b, BAMEERREEXT v ST 1 HA/Kg, VX T025 Hi/kg THY, KEHZDY
B (Ukg) TATOHEL VK-,

AR > MT 1, 4 A% 16 Hifii/kg ZRAEM ORI 5 3K GEIRAT, HIKKE, SRETAM) CTHEIFHENES Lz L 2
A, BROBAECHEEERTRD DN o, Ty NOREMICH T 2 B 5 o8 A MERE (16 HAike) X,
REM 70 R (Ukg) TATOREDOKIIMHETH -T2,

8.3 g~k E
AFID e N FA~OBITORMEIIME STV, EADL e NAHTF~BITT 52 &b, 1~ BOTOX
ZFETHERITEETDHZ &,

8.4 INRE~DRE
FIRESEIZ [F 5 HERAGIEIE BN Lo 5 IR 2%
18 i AT DHBREIT I 1T D BOTOX D22 K ORI ITHEST L TV Ruy,

WBHEH GG 12 3517 3 B O T
18 WA D B (T H1T 5 BOTOX D2 4t e O ZIPEITHESL L T Zauy,

JE
18 A O/ NRESHE R 31T 5 BOTOX DM OVE T HESE LTy,

Weia 2/ TIE
18 % AT D /N MR TR BB 12T 5 BOTOX D222 M K O Zh I3 HEST L TUVVARW,

S AL
16 mE A O/ NEREPERISABF 12381T 5 BOTOX DOZ2M: & OVE LM 30T L TUVR U,

FRE A e OFI
12 AT /N R IR B IZ 1T 5 BOTOX D222 i OV M I3 MEST. L TN Zguy,
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8.5 BEE~DRE

BOTOX D EFRFRER TIX 5372013 D 65 i LA EOWERFT 2 5 O oo T Ehb . T b OBFEDEFHRE & Ripo
RIS ET D E I DOV TIMER SN TV, G SN TV AMOBERRRICB WO CIL, SR EEERE L O
R SSDFEVIFED BTV eV, 75 L EOBEEIIV 72, ABREEIITE o7z, —fRIC, mlmBE Tk
FFFERER T, BAREEIS T U OSREIR T ORBUBEE N & < . IFMFRESCIFRIRO L 2\, RIEAE LA T 572
CHEBEICREEZERT D Z L,

10 WERE

BOTOX (onabotulinumtoxin A) {FH O &R G X D MRERFGHIDNAE T, BEx RERA BB T2 b PSS,
EHRGIC L DR DRE T 5 & MR AL L e b A L H D, WmERGRFCIX, W5 KT UL R O E
KBTI ONELWNCBIERT D & [AARZEZ NS TELER OMEH EOVEE (5.2, 5.4 H) | 2] SIEFRIED LI
WZRDGENH D,

EEBEOERIL, EHET ITERI LAV, BERE IR L 723581, @RI 55 1R T SRR 0 18 SUTAE R
ORI EEZCBESRTH 2 L,

WERGRHIIX, Ya—UTIMT T X OKEEE X — (CDC) HRY U X AFRRICHT HHERE AT T
b, R LPEZEHWTYH, ZORERFETIZAY U XABRICEID T CICHERINERAEZET Z LxTERy, A
VU X RAERPEDOILD DESEIER S H - E0, ST O AR IERSE LT, CDCER i@ UhiER &2 ERkT 5
FhiZx 2L D2 L, 30 LNICRIZENE SN2 WAL, CDCICE#EE Sz (Baf& S 1 1-770-488-7100) , KD
T =7 A O BEEE RS S5 http:/www.cde.gov/mmwr/preview/mmwrhtml/mm5232a8.htm,

11 (27N

BOTOX (onabotulinumtoxin A) 7EMi%. Hall ¥k A B Clostridium botulinum % 588 S THERE LT-I0E - B2ouif « BBl A
BAY Y XZAHHRTHY, FHANES, SRS XIXRNERNT 5, BT EO—E ORI LV | #ikER L O
BOMBEANOROIEAREEEZEM O ORI 5, ZOEAKE, NG VT I UEFWEELT N U LRI
L, MEEE (FLER023I71y) LTLiEHE - BB E,

BOTOX ®—& U U —AFJE (primary release procedure) (%, FEAEN & DT X0 Tl 2 3K 6D 2 M~ — 2 D Sl 7
A EBEHAL WD, ZOT veA1X, T T HALOR TH S BOTOX K BOTOX Cosmetic EH D & D TH 5,
BOTOX | Hififl%, ~ v RIZBT DIEHNFEERFICEH L7z 50%EE & (LDsy) T REICAHYS 5, kEx 72~ 17 2 LD50
ERICHWDIEEE, FHRELORE Y 2 ha—AnZnENE82 5729, BOTOX OAEMTEIERAL ZMOR Y ) X 25EH
AT H T2 DHFE O EBIETHIE L3 B O FRIETERA & g s L IZZENBICERT 5 Z LiXTE 720y, BOTOX
DOIEMEE, MRFEEEAEAIR 1T/ 7T MO 20 B TH D,

BOTOX /% 1 /31 T WIT, A Clostridium botulinum #i#% 5 F A 100 AL (U) | AMIET /L7 2 2 0.5mg K Ok
MU DA 09mg ZEAT 50, b LLIEL A Clostridium botulinum ##¢FR AR 200 B4 (U) . AMET7 V7 I v
Img KON LT R Y DA 18mg 2B A L THRY,, I « B2 S TOTRIFANEE 7220,

12 I

121 ERSAF

BOTOX (&, JEH) X IIREMRERDOZHANNAES L, R TT T va ) Vi ERET 2 2 &1L 0, MRk,
fREEZENTT 5, ZOMREERIL. 7TEFral) oo EMBREENICHEAET 2/Man b O R ERWVERTH
% SNAP-25 # U7 5 Z L2k > TAEL S, BOTOX ZIEHE THRANES T2 & fOMH e b 2R3 42 U,
ZORER, ISR RFTIIR T 95, I 62, FHOZEM, #iER O OMRRESEE, MmN T eTF L al) SR/ AE
NEZDZEND D, HOMRIENREIETDHZ E03H57=0H, BOTOX I L > TAUEFHOBRMENRD -V LB E
HZELHVIDEDODTET UANELN TV,

BOTOX % BNTES L7256 THRO(EZARIBRMRE D —RFR9IC 5 S 2 S, BITARPTICED %,

PERAN~OESF %, BOTOX 137 £ F /b= ) VR OMEIC LV JERFTEB Om ORISR L2 KET, EbIg,
BOTOX (3R DRI e TR bILET 2 L B2 b TV D,
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123 ZFppEhie
B 2L ORI T & 200 BT <. HESE A B4 fF A NTES 1 IR I TBOTOX Z M 45 Z S 1XTE vy,

13 FEERIR R MERBR

131 ERAME, BREFEME, ZHh6E

FEDAANE

BOTOX O AEMFHMEZ B ) & 5 2 EM OB FZBRIT I L TV,

BOTOX /X, —HEH®D in vztrOJ_fz:f&@iWﬁ (fﬂﬂl%ﬁﬁb‘t@%;‘é VAL N R E O g S DAY RPN Y g VO IATES)
REEFER) W ONT in vivo BIGEEVERER ONEERER) CEEFEMEZRI o7,

,—’z»i.A
ZIERERER T BOTOX (4, 8 Xid 16 Hifir/kg) A AREDOMELET » NMIARLAT &K OZHE H IS (BEZ X 2 R
'CSIEI WEIZIX 2 R C2E) Ll Z A, HHERE O EHBEREOHET NS HBEREOM CZIREDIR T 2RO 51

oo MG W)ﬁﬁf)ﬂi (fET4$U/kg MET 8 Hifir/kg) 1F. REMZ VA (Ukg) T LBUEHEEE (T 25
M (360 HL) LIRFFELN-T,

13.2 @J%%@%ﬂtﬁﬁ
REEIC L DBEMEDE A~ RS- 2 5+ 2 RBRICB VT, A5 6.8 Hifif/kg & FRIERTSZIRES & ITAL BG4y E] L CrEgt
($IEH&’€L) L 720 4 il 1 ] CRERERE G 2358 D BT, H;;Hz‘cf*%ﬁ L. MEHEO Y VTS 36 Hifiikg (B N TOHE

D 124%) ZHEIT 4 8O G H G TREREIC Jﬁ&%ﬁ u‘_ D HILT, MET > MIER 100 Hifir/kg (B R TO
HED 33#%) ZHEREG CERICERETS L2GA bR E)hfmxof_o
14 HR R AR

14.1 *ﬁhﬁﬁ% TS HER RIS ED
ffEPW“ WD HER IR ENC X DR ZH/ L, BEEPERZ1T> TV A UTER 2 L WD BEEZxSRIC, 214
B, 77 ARG, EEA, Shigk LR 2 I L7z, 1 EE Eodia U KISk U CRHER AR TR
@@fm\%% BERG (T1LLF) U SIEMEME LIERSE . 5t 691 Bl 2l AT-, 25O HEFE % BOTOX 200 HAL (227
) . 300 L (223 651)) . XIiXT TR Q41 61) ERETDHRECE/ESITENY )7,

WEBRIZ BT, BOTOX (200 Hif7) TIX7' 78R &g LT, AMEO EZEFMFE A TH 5 6 HHK R T, FHEAL)
PEEMITEE Th 5 1 BN QR Y — REEDN— 2T A b DEAVICAZ R ENED S, Rt
ﬁi@%M&@@%%R%K%%W%ﬁ@%kmE%E@ﬁ@%%b%hto:h%@;ﬁ&@ [RPFHAMSE B 232 11,
F 12 KON 3, X 412" 7,

BOTOX 300 HAZIZIX, 200 AL &2 B 2D X 572 2 FESITERO il o7,
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F11: BB 1ITBIFA3EFERORIRFEMEERE OR—R 5 VEROR—ZAF5 4 b OELE

BOTOX 77 R TRRE DE* p fE*
200ELAL
1 BEYZY ORREEC Y Y —
NE% ®
B 134 146
NR—R 7 A EHIE 323 28.3
2 8 B B 0 B B -15.3 -10.0 5.3 -
6 3 H B ok D S L -19.9 -10.6 9.2 p<0.001
(-13.1,-5.3)
12 ¥ B B 5 00 S 28 Bex -19.8 -8.8 -11.0 -
BRARBEMREE" (mL)
151 % 123 129
R R 5 A I 253.8 259.1
6 38 H B ek D S b 135.9 12.1 123.9 p<0.001
(89.1, 158.7)
WIFEHE PR 5 AN R R UG R D B K
PERFE" (emH,0)
il 41 103
R R T A R 63.1 57.4
6 1 H IRf jix* D SR b -28.1 3.7 244 -

*OPEAAL R, IR OZE KO p E,

LAY 720 OFRHEE OX—R T4 AMaxIEmE L, JHERE,

REHEANEFOIFE (R

BESUIZ R LIE) | A7 U —=2 7RO II= U U EE, K ONRRE(LERZ 2K & 35 ANCOVA £ 7 /L% Hu 7= LOCF fi#

HHZEESNTN D,
o 2 AT R AL
* R B
b FIR BREATIE B

#£12: RR2 BT FTERVEIRGFEMER DR—R T A MEAK PR T A UnbOER{LE

BOTOX ISR R D p fE*
200 ELAL

1EMS7=Y ORRE Y Y —

NEE:

%L 91 91

R— R T A I 32.7 36.8

2 B A O 2L & -18.0 -7.9 -10.1 -
6 38 H W xS b -19.6 -10.8 -8.8 p=0.003

(-14.5, -3.0)

12 58 H B 250 S 25 e* -19.6 -10.7 -8.9 -
BREMAE" (mL)

lE 88 85

R— R T A I 239.6 253.8

6 W B S0k D S b Bk 150.8 2.8 148.0 p<0.001

(101.8, 194.2)

FIFEBEIR T R RE R IUHERF D B K
BERABE" (emH,0)

%L 29 68

R— R T A LRI 65.6 43.7

6 1 H W e D S IR b B -28.7 2.1 -30.7

PG R, IR OZ KO p EI,

LIEF 720 OFFIEE ON—2 T A UfEa ki L L,

TERE, RBH AN ORI R

HESUIZRMEMALIE) A7 V== 7RO U UL, ROTRBREEEM 22X & 325 ANCOVA €7 /L& i 72 LOCF fi#

FrizEE2SnTun s,
o B R
* EEREAMHTE H
® B BIREATIE
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X 3: B 1 DERIA 7V 1128T5 1 BBY7ZD DREZEDE Y — REEDOR—R T4 b DL E

- T i

AN " @ TR

N@ sq e (146 %)

‘2 g . —®—BOTOX 200 5
aX evenas fir (134 )

PE L\ B G L I

( _‘-ﬁ\ 10 #ap < 0,001

=

Q \Aﬂ B s T T T TR

=¥

ZEL[ o # %

1%9“ _________________________ _i

A

A\

H 725

B4 :RR2OWBEIA 7V 112B1T5 1ERYY) ORRETE Y — FEBOR—R T4 )b DFEHEE

v B

. A
(91 1)

——BOTOX 200 B

* i (91 %)
-1 I'..... *p.:ﬂ”:i

#)
1

=0
G

T NR— AT A U
L]

A o L T e e

TV Y — KE%H
DO (HAEYE

2D EE LB BT AR R I P i, BRSO BEBEMEMGRICH-D X, BOTOX 200 HALAETIE 295~337 H
(42~48 JAFE]) THo=DIZK L, 77 BARTIL96~127 H (13~18[E]) Tho7=, HHKEIX, REE Y — KA
BUTxtT R DEK GRER 1 TR D 50%., 3Bk 2 TIERED 70%) ([ZEESW T,

142 BERER
2D ENE LA, ShikdtE, 24 @M., 285V A 7V, FITERKR EESHRRARICEB VT BOTOX Z2fh L7-, o
SR TP AP LT 67, 28 HIRION—2Z 1 HIMINC 4 REEILL ERFRE T 00 2 15 H LA ERBL L, 50%LL B3 fr
F’EI“/)#F’EF{D W TH DB RO L., 3B 1 R OWRER 2 1A AN, WaRBRIZ z‘ob\f\ BEZ2V A4 71D
BRI G 128 Z L1077 AR L BOTOX 155 BN ~195 Hif7 2 $% 5.4 2 BRI VR4 128 0 A0 7=, BRERI RS o
ﬁ»ﬁr(’*fg% IEHL TRV & & Lz, BOTOX IE#IE, EEAMMEHMEER 28\ T, 77Jzﬂ:tt~m+q~ﬁ’3
ﬁ@ﬂomfm:%%@%6A%74/ﬂ%@&§%rbt(%1%%@0

#13: RBR 1 RORBR 2 12817 5 24 8@ B A O T EASMNMER

ABR1 AR 2
B BOTOX | 75%& | BOTOX | 75®&
28 H S 72 ) OFSHE (N=341) | (N=338) | (N=347) | (N=3s8)
SR H LD S—=2 T A b O -7.8% -6.4 -9.2% -6.9
SRS R AR DS — 2T A b O | -107* 70 134 95

*TITRREAEESY (p<0.05)
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BOTOX #EGHITClx, MR 1O 4 BHE~24BEEETOIFEAETORE (K5 . MURBR2D4HA~240A FTOTR
TORE (K6) ITBITHHHMAEDN—RF A DOV EN, 77 2R EEH LB L THEIZE -T2,

X5:REBR1CBIFTAERBEDOR—ZF A b DOEHENE

09 Yol
seq@esy N
N (338 )
iy B
A,Q —~ —@-BOTOX * :
“§ {.ﬂ; (341 f31)
e ‘IHE}
;I: fﬁ: 4 4 E- wp =005
K3
J
B 5
=
R R
o
B 8

5]

4E  8HEHH 12H  16#H 20HH 240H
RPERRF AL

6: RBR2ICBITAFEBAKLDOR—RF A U nbDOEREE

0 7

BT
i
Q (358 f4il)
ii?lﬂ 27 —m—BOTOX*
N o (347 f51)
)
J
oo
(2 6 .
3 'E\’R( * s LI I
=4 A
B -
=
*

*

1
4B 8HHE 12H  16#H 20H 240HA
e A

143 _EEORHE
FIRGEREIBE R IR D BOTOX DA 0 M OV Mk % 3 D MAE & v 2 sk e [m) —EEHR T 7 bR REBICB W THRGRT
L7

1B ORBRICIE, MEsthfeeh A LU U7z RS (Ashworth 2 =2 7 CREBIFICILA L, RBIMIC 20, Eo i BRaRTTiE
H0) DBEFNRMEIEMA NN (BOTOXE64R, 77 wARE62H) . BOTOX (%15 8200~240HN1) XT7 7 &R
ORI, IR, BFARER . RUFRER. S OICHE L HIUTRHENEET & O REFE R 55 I RN TR L7z
(K142 o BT A BT SUIARRITRE TER G 2 ERECAET 5 2 L 2t Lo, B IR GRI2EHBIE LT,
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#14 . 1B ORBRICB I 2 BRERNEH LR EE

KiRE BOTOX | #&5&ArEk

PSE 31 (mL) (BAL)
TR
TR TFARE 75 1 50 1
AR AR JEE A7 1 50 1
et 1
AR A 1 50
AR A 1 50 1
RS
FEHEPN R ® 0.4 20 1
RS 0.4 20 1

ARHERIENICEHED B A EA IR Y ¥ 5

BHIWEOFERIAMGIA B (X688 B D FEIFIIZ351F D Ashworth A 2 7 TR L 725
VIR 2By DI BE L 72 B I HBERANCHIET A H D TH Y |
DO CTe, TRbLEMENSGELTWD Z EERT,

Ashworth Scale® A = 7 XL T DO~4T/RT,
0=k ITTEIL 2 (72 L)

HELERE Cdh o 7=, Ashworth Scalel, BIFiEE T

BRIRBUIZIZ A 227 MRV EREET 2 )9 ol Jé%iﬁﬁ

1=@EOHBERITENH Y | Jidh - BRI -0 2355 ()

2=X0F-o &Y & LIEHBIRILEZFED 575,

EENIAES T THE

3= 0 OFFEETCHENH V. hENEE I RS (FEE)
A=FBEITEE V. il - RN (R CEE)

EHERRIRIEAR & LC, 6iFED Physician Global Assessment ([ZRfi(Z & 2 2%IFEA) |
B O ERAEEE & 57l L 7=, Physician Global Assessment [,
D9 BEPETIHMET 52 b DT, —41F D THELWVE

SRR H e OVEE S0 B REHIIE H OFER 2% 151287,

#15 : 114 B ORBRO6GE RIS T 2 FEERI 0 EEFMIE B Kk OVEE 22 BIRFARIE B O£

BE OB FAELORE
B . 4 THROTEHELWIEEZRL TV D,

-

(A5 )

BOTOX & | F &A%
(N=64) (N=62)

FEEH D Ashworth 2 2 7 D_—2 5 A L H» ]
bOELEHRME™ 2.0 0.0
BRI D Ashworth 2 27 D_—R 5 A ) ]

bR RME -1.0 0.0
FHEEEI D Ashworth R 27 DR— R F A

D5 DAL B RAE -1.0 -1.0
Physician Global Assessment {2 L 63?‘,9?:‘5415'\[ .

EN 2.0 0.0

T 6 M E G IE B
"6 JE IO Bl FEATE B
TR EDHBTHEELEDY (p<0.05)

* BOTOX |3 FAHRJE 5 M ORI AR JE 75 O it i (2 4% 5-

> BOTOX |XIEH6 T 5 B O\ A8 T i (2 3¢ 5
¢ BOTOX I EHENE) & OV BHE B 5 12 5

20 B OFRERTlx, A6 UL EfE U 72 EEEHE (Expanded Ashworth 2 = 7 CRFEIfEIIC20L E, FRIHFIIC
BRI V) DBREIFIZMHAAN T3HEEROBOTOX%Z 77 AR & Hilt L7 (BOTOX 360HA7EE21 .
BOTOX 1807 #1234, BOTOX 90HALFE214,
i, IRIEEA. BEMARARIEA ., RAFPRES L O LR _BEAICERE L (FR16E2M]H) |

Oct 05 2012 16:23:59

77 v RER260)

BOTOXK O\ T RIX, HEXRTA F T CiEERE

FEBEIOHERRE, M OEHER
ﬁ%“)b"(/l‘féffﬂ%%‘f 435 +4FT
1B 0RO+
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#16 : 2 ERUO3MEAORBRICBIT A HRERNZBH R OB ER

whE
BOTOX {EAERE | BOTOX THEH | BOTOX BHE | B4 7- | #E5EAE

PIE ;) (90 Bifir) (180 Bifr) ic UE;: 323

(360 Eifr) RE

(mL)

FEEH
TR AR 10 HLAZ 20 BANT 40 BT 0.4 1
JAB AR JE A7 15 HfL 30 HfL 60 EA{T 0.6 1
e e
VRS TR 7.5 AL 15 Hfir 30 HAL 0.3 1
ERE T 7.5 HAL 15 LT 30 HAL 0.3 1
Ji+ BE &
fn BEAS 50 Hfr 100 BEf7 200 HiAT 0.5 4

201 B OFRER OF hEO EEFERE B 1%, 63RO FRIFIIZ 351 D Expanded Ashworth 2 2 7 T/ L2 B EE TH - 7=,
Expanded Ashworth ScalelFAshworth Scale & [l U7272%, 0.5Z|HD A a7 #4316 DB EIR D,

21 B OFkER O B2 BIVREHGTE B 1L, 61 FFDPhysician Global Assessment, f5EIE1 O ERIEREE . & OV BT O # BRIRFE C
Tz, 21 B D6 IS 1T 2 aklik D FEEFHEIE B K& OV 22 BIREHITE B Ofs R 2 K171 T,

K17 : 2/ B ORBROGERHIZIS 1T 5 HEEH 0 FEFHME B k OCVEE RBIRFHEHE B OfE R

BOTOX {Ef& | BOTOX #/H& | BOTOX &R | 77 R REE
B (90 HLAT) B (180 BifT) (360 Bifir) (N=26)
(N=21) (N=23) (N=21)
FREFH D Ashworth X = . . .
FDR—RAG A DD -1.5 -1.0 -1.5 -1.0
LB RfE™
BT D Ashworth 2 =
FOR—RFGA VDD -0.5 -0.5 -1.0 -0.5
BB R fE
FTBEEi D Ashworth 2 =
FOR—RFTALINED -0.5 -1.0° -0.5° -0.5
BB RfE
Physician Global
Assessment | 3 B 155E%D 1.0* 1.0* 1.0* 0.0
R E

T 6 MR 3 SRR E H
"6 A R 0D AT R H

TR LD THEEEH Y (p<0.05)

* p=0.053

> BOTOX D#a#%¢ 5 % B FAR B /5 K ORI AR /S O TG 12 1% 5
°BOTOX D 5 8 2% E i M O il 12 # 5-
‘BOTOX #% ki —HaEAGIC# 5

3 H ORBECIX, Ao L ERGE U= EBEHE (Expanded Ashworth 2 =2 7 CRFBEIENIC28L . TREH X Fa BRI
HDHWEEDOWFIZILL EOFFERIETTED V) OBE8HI % A AN T3HEEF OBOTOX % 77 R & ik Lz
(BOTOX 360H,7F£2345], BOTOX 1807 #E2361, BOTOX Q0HN 234, 7T B AREEIF]) . BOTOXMK OV T &R
I, AT A R T OB, R, B FARIEA ., A TFARE S & O B i o b L (R162M) |

3 B DFER DA R0 I IE B 13 TR K& O RIS 12 35 1) % Expanded Ashworth 2 = 7 Tok L2 BRE TH Y . &
270 B ETAGE B X FEBIER D 5 BRE T o 72, 3k B ORBRO4M B DOt B A #1817,
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#18 : 34 B ORBRO4BERIZI T B HER O ZEFME B K OVEE R BIKFARE B O R

BOTOX {EFA& | BOTOX FHER | BOTOX BHEH | 7R
B (90 Bifr) (180 Hifir) (360 Hifir) (N=19)
(N=23) (N=21) (N=22)
FEEI D Ashworth 2 =
FOR—RFTALNED -1.0 -1.0 -1.5° -0.5
BB RfE™
F5REET D Ashworth 2 = .
FOR—RF5 AL NED -1.0 -1.0 -1.0 0.5
LB R
JiitBE &> Ashworth R =
FTDOR—ASG A UNbHD -0.5 -0.5 1.0 -0.5
BB RfE™

T4 @O EEEEEE

14 381 o Bl YR AT B

TR LD THEELEDY (p<0.05)

> BOTOX O 55 4 A AR e A5 R OF AR AR JEE A5 0D i A7 L 2 43¢ 5
¢ BOTOX Dt b-& & RFGIE i Sk ORI Al o &% 5-
{BOTOX % L-Jii —SAMIZ#% 5

144  EHFISAE

FEMERISHIBIEIC DWW T O IE(E AL S MR LR —E SR 7 B ARxHRERER 2 506 L7, SSBEMICIE. BEOESHR T TO
BOTOX HEIZEWTEELRIEB A O, DOFEERDPTFFHAHENTH - 2R NEERSEEE 2l AN, ERIZ
KLU CImBITHBHITEEZ 1T U & T A BARIEE A2 T 7= = & O b % B XUTBE O iR B OB A2 G5 5 B
IEBRA L7e, FEER FTOERBMBET, S953ENEEICZ T T HET BOTOX #5217V, HEENRL LR
FHDOIHEZ D% OENELICGHEHFIHAANT-, ER F COIRBRELZHANERT2HAZEBE T L ICRELE,

IEE MMM ORI G51X 214 BT, 5 B 170 FIAZ D% D IEIER LS RIGEIRICHA AN b7 (BOTOX #f 88
Bl 77 REE82 M)  HEHE 10U Eicblzo TRz Lz, ZORBEOEEIMIE R I, EHMK T#% 6
I B FESIZE 1 5 Cervical Dystonia Severity Scale (CDSS) DZE b &K ONERNIC L 5 A0 CeiE L HE SN BFED
BENOED “HERMBEEE & L7z, CDSSIIEEN RE O EEE 2 EEMICHET 2720 ORET, ZORBRO=HIZHTZ
(CBR%E L7z, 3l OEEER OFEICOWT, 58 CUXZDOERS) OFENMEF IS L 1ET2MET 5 (i b, &
KRAATIE548L705) . —J. EAIC X 22RO TIZ, EMAEREDOREZ N—2 T & Hle U TR L 72
RaE—anb+4 ( TOESE] 26 TRLICHFE] ) FTOIEMBICHET S, 0IFR—Z2A T4 UL RELTHD Z
ExRRL, HUTb T RUGEEZRT, £, KR LRMERSEOBEE R TH Y . &M OBME L OEIEE % Bl o RE
LN o b 4 (TSR] 200 THEIDRW XTImO TEREDORA) ) £ TO 5 BTl L7z, FEIHMEE R K OYRRE
BRI RGN TE B (2 2W C OB KSR 4 £ 1912777,

K 19 : F 3IHEMERERROAEORR HETH)

75 AREE | BOTOX B D 95% CI
N=82 N=88
_—2F A D CDSS 9.3 9.2
638 B B S CDSS L& -0.3 -1.3 (-2.3,0.3)*"
E&RIC & 32Kk 31% 51% (5%, 34%)"!
#LHESN-BEOES
ReRFA L OEFERE 1.8 1.8
638 BR R OERREL(LE -0.1 -0.4 (-0.7,-0.2)"
R—2 54 v OERHEE 1.9 1.8
6 8 B S DR BEELLE -0.0 -0.3 (-0.5,-0.0)"

la] EEXMIE, BREEOVEBREMMERR Z EER, N—RA T A D CDSS L& L LI amntr&o bRz,

[b] Z4 5 OEIFFERICED 72 RPME D52 ER OFEHHIREIZ L VRO T2, EEDHTOFER, 95% X BN IR Z N 722
EERTHEIIEENTE LT, pfHlL0.05% FlElo72, Z5HOMH T, BIOKRAEFMTEER DY 3T X R v ZHEHRIEZ WL
DOHWE,

[c] BHEXMIZtOHNLRDZ,
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Z OREBROLRBIIAT OFRER LV | 6 B E TIZHRNRD LN B DO RSEDRFEE 3 0 HLURIZN—=2AT 4 ok
BBICR -T2 Z LR S LTz,

T%%IJ&UEW%‘J*B SRR ORIV DR HIE, B L BIHRPHEEND OO MET iﬁfii D HETRRDK
S RDGEDRD D ENIRREND, 65 L EOEM E 65 A DEM & DM TIHFARICEITRO bRy, Afl
BB NI T 22 RDOEIT SN T, AALSOBENIEFIT Do Toiod, flmae BE Hﬂ“ EINTER Do
7

Z OB BOTOX F (88 4i)) 12H51F 5 BOTOX ME - B> hfflE 236 HL T, 25 8—L 2 XA Wb 75 8—k v ¥
AV E TOHPHIL 198~300 FAL T~ 7z, EH LIEFAOFEIL, b 88 BIHDIFE A L75 3~4FIHT, 384123 3
FEAH, 28 (7% 4 FRHH, 50123 SAEH, SPIS 2 Ch 7o, £201TRT X OIS, HEBLZBEHEUTHEILIZ, kS
B OB G 2 DBE O =— G DE Tl Lz,

* 20 : HRBIREBE KR ORI GEO S Bk R

HRBRERE | HREBRSED | HRIIERSED
B % ElE HE
(N=88) (%) DOEHE (%) OFEHFE*
SEARCIRES SEHCIR 83 38 25-50
P SH 2L 22 % 77 25 17-31
B R ZED 52 20 16-25
{BETH 49 29 18-33
2R 16 21 13-25
#AT 15 15 6-21
BED 8 29 17-41

P EEOEIG OB O TIL 25 S—F U ZA NS TS5 8—F2 U Z A VETOHFHE LTRD-,

IO EERT T ERRBRERIS - TEE L7V OO EELLRER D) D BOTOX DA S X T A5ERNE S
NTWBE2, 25 ORERIT BOTOX DA E2BRet L EBEMICHEE T 2 ETHUICT VA SN2 b O Tl enro 7=,

14.5 ﬁ%‘ﬁﬂﬁ%%?ﬁ“
JFFEME RS 2 TTRETRIRIZ 31T D BOTOX DA ZME M V22t % 2 PR D BEE A b S sk LR TS 7T & Ak BRI
BW TR LT,

1 H O3 BRIZIEL, Hyperhidrosis Disease Severity Scale (HDSS) DA =27 73 3 XX 4 T, ZHRFIZ 5 /5[ CEME S0mg LA
L OFIFD B D Frfe MR PER 2T E O BN B Z A A7z, HDSS X, 1 ( TD FIZHNEDIZEDFEZ 2 &
if£< D T OIRITFN B EAEFICKELZ KT Z L2 ) 5 4 (o FICix oIz EoiFE &, §ICAEAE

WX EZRLTND] ) ETOD 4B )i‘f“ﬁﬂﬁﬁ“éo 7t 322 m@%%%ﬁﬁﬂfﬁﬁ BOTOX 50 H.7, BOTOX 75 HiL
mi7 FTERERELGTLHEOWNTAMNT 1:1: 1 0BG TEEZITEN 72, 4082 LIFHEZ1T - 72, FIENESH T
BRSO BFEICIE, HDSS A2 778 3 X i 4 FTHERL, bxoiizﬁm DL A EOFITED 50mg LL k&
Roleki i T (2720, FIEER AR &b SHBOBRAZEWVC) | BENZITo72,

1[EH Z O 2 B H O 544 4O HDSS 2 27 B3N FH O N—A T A END 2 BFELL B L2y, 0L 1 EIEO
BHEZPORDBFHE L, REBEPICHERGEZ T o BE 2R ERO U AR ¥ — (study responder) L EFRLTZ, &
FRIFF OO BRI SEIT R, I 5 oS TThWitlgloEE 2 HIE L TR 72 (E&EAE) . 4 8 B R R CTRESR
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SUMMARY OF PRODUCT CHARACTERISTICS
1.  NAME OF THE MEDICINAL PRODUCT
BOTOX
100 Allergan units
Powder for solution for injection

2.  QUALITATIVE AND QUANTITATIVE COMPOSITION

Botulinum toxin" type A, 100 Allergan  Units/vial.
" from Clostridium botulinum

Botulinum toxin units are not interchangeable from one product to another.

For a full list of excipients, see section 6.1.
3.  PHARMACEUTICAL FORM

Powder for solution for injection.
4.  CLINICAL PARTICULARS
4.1 Therapeutic indications

BOTOX is indicated for:

»  the symptomatic relief of blepharospasm, hemifacial spasm and idiopathic cervical
dystonia (spasmodic torticollis)

»  the management of severe hyperhidrosis of the axillae, which does not respond to topical
treatment with antiperspirants or antihidrotics

»  the prophylaxis of headaches in adults with chronic migraine (headaches on at least 15
days per month of which at least 8 days are with migraine)

BOTOX is also indicated for focal spasticity, including the treatment of:

»  dynamic equinus foot deformity due to spasticity in ambulant paediatric cerebral palsy
patients, two years of age or older
and

»  wrist and hand disability due to upper limb spasticity associated with stroke in adults.

4.2 Posology and method of administration

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

The following information is important:

If different vial sizes of BOTOX are being used as part of one injection procedure, care
should be taken to use the correct amount of diluent when reconstituting a particular
number of units per 0.1 ml. The amount of diluent varies between BOTOX 50 Allergan
Units, BOTOX 100 Allergan Units and BOTOX 200 Allergan Units. Each syringe should
be labelled accordingly.
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BOTOX must only be reconstituted with sterile sodium chloride 9 mg/ml (0.9%) solution
for injection. The appropriate amount of diluent (see dilution table below) should be drawn
up into a syringe.

Dilution table for BOTOX 50, 100 and 200 Allergan Units vial size:

50 unit vial 100 unit vial 200 unit vial
Resulting dose | Amount of diluent Amount of diluent Amount of diluent
(Units per (sodium chloride 9 (sodium chloride 9 (sodium chloride 9
0.1 ml) mg/ml (0.9%) solution | mg/ml (0.9%) solution | mg/ml (0.9%)

for injection) added in a | for injection) added in | solution for

50 unit vial a 100 unit vial injection) added in a

200 unit vial

20 Units 0.25 ml 0.5 ml 1 ml
10 Units 0.5 ml 1ml 2ml
5 Units 1 ml 2ml 4 ml
2.5 Units 2ml 4 ml 8 ml
1.25 Units 4 ml 8 ml N/A

BOTOX should only be given by physicians with appropriate qualifications, and expertise in
the treatment and the use of the required equipment.

This product is for single use only and any unused solution should be discarded.
For instructions on use, handling and disposal of vials please refer to section 6.6.

Adequate studies on geriatric dosing have not been performed. The lowest effective dose with
the longest clinically indicated interval between injections is recommended. Elderly patients
with significant medical history and concomitant medications should be treated with caution.

The safety and effectiveness of BOTOX in the treatment of blepharospasm, hemifacial spasm,
idiopathic cervical dystonia and chronic migraine in children (under 12 years) have not been
demonstrated.

The safety and effectiveness of BOTOX in the treatment of primary hyperhidrosis of the axillae
have not been investigated in children under 12 years. The safety and efficacy of BOTOX in
adolescents aged 12 to 17 years for the treatment of severe axillary hyperhidrosis have not been
established. Currently available data are described in section 4.8 and 5.1 but no
recommendation on a posology can be made. (See sections 4.8 and 5.1)

Generally valid optimum dose levels and number of injection sites per muscle have not been
established for all indications. In these cases, individual treatment regimens should therefore be
drawn up by the physician. Optimum dose levels should be determined by titration but the
recommended maximum dose should not be exceeded.

Blepharospasm

Reconstituted BOTOX is injected using a sterile, 27-30 gauge/0.40-0.30 mm needle.
Electromyographic guidance is not necessary. The initial recommended dose is 1.25-2.5 Units
(0.05-0.1 ml volume at each site) injected into the medial and lateral orbicularis oculi of the
upper lid and the lateral orbicularis oculi of the lower lid. Additional sites in the brow area, the
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lateral orbicularis and in the upper facial area may also be injected if spasms here interfere with
vision. Avoiding injection near levator palpebrae superioris may reduce the complication of
ptosis. Avoiding medial lower lid injections, and thereby reducing diffusion into the inferior
oblique, may reduce the complication of diplopia. The following diagrams indicate the possible
injection sites:

In general, the initial effect of the injections is seen within three days and reaches a peak at one
to two weeks post-treatment. Each treatment lasts approximately three months, following
which the procedure can be repeated indefinitely. At repeat treatment sessions, the dose may be
increased up to two-fold if the response from the initial treatment is considered insufficient -
usually defined as an effect that does not last longer than two months. However, there appears
to be little benefit obtainable from injecting more than 5 Units per site. The initial dose should
not exceed 25 Units per eye. Normally no additional benefit is conferred by treating more
frequently than every three months. It is rare for the effect to be permanent.

In the management of blepharospasm total dosing should not exceed 100 Units every 12 weeks.

Hemifacial spasm

Patients with hemifacial spasm or VII™ nerve disorders should be treated as for unilateral
blepharospasm, with other affected facial muscles being injected as needed. Electromyographic
control may be necessary to identify affected small circumoral muscles.

Cervical dystonia

Several dosing regimens have been used in clinical trials for treatment of cervical dystonia with
BOTOX. Dosing must be tailored to the individual patient based on the patient's head and neck
position, location of pain, muscle hypertrophy, patient's body weight, and patient response.

In initial controlled clinical trials to establish safety and efficacy for cervical dystonia, doses of
reconstituted BOTOX ranged from 140 to 280 Units. In more recent studies, the doses have
ranged from 95 to 360 Units (with an approximate mean of 240 Units). As with any drug
treatment, initial dosing in a naive patient should begin at the lowest effective dose. No more
than 50 Units should be given at any one injection site. No more than 100 Units should be
given to the sternomastoid. To minimise the incidence of dysphagia, the sternomastoid should
not be injected bilaterally. No more than 200 Units total should be injected for the first course
of therapy, with adjustments made in subsequent courses dependent on the initial response. A
total dose of 300 Units at any one sitting should not be exceeded.

The following doses are recommended:
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Type | Sternomastoid 50 - 100 Units; at least 2 sites
Head rotated | Levator scapulae 50 Units; 1 - 2 sites

toward side of | Scalene 25 - 50 Units; 1 - 2 sites
shoulder Splenius capitis 25 - 75 Units; 1 - 3 sites
elevation Trapezius 25 - 100 Units; 1 - 8 sites

Type 11 Sternomastoid 25 - 100 Units; at least 2 sites if
Head rotation >25 Units given

only

Type III Sternomastoid 25 - 100 Units at posterior border;
Head tilted at least 2 sites if >25 Units given
toward side of | Levator scapulae 25 - 100 Units; at least 2 sites
shoulder Scalene 25 - 75 Units; at least 2 sites
elevation Trapezius 25 -100 Units; 1 - 8 sites

Type IV Splenius capitis and | 50 - 200 Units; 2 - 8 sites, treat
Bilateral cervicis bilaterally

posterior (This is the total dose and not the
cervical dose for each side of the neck)
muscle spasm

with elevation

of the face

The treatment of cervical dystonia typically may include injection of BOTOX into the
sternocleidomastoid, levator scapulae, scalene, splenius capitis, semispinalis, longissimus
and/or the trapezius muscle(s). This list is not exhaustive as any of the muscles responsible for
controlling head position may be involved and therefore require treatment. The muscle mass
and the degree of hypertrophy are factors to be taken into consideration when selecting the
appropriate dose. Muscle activation patterns can change spontaneously in cervical dystonia
without a change in the clinical presentation of dystonia.

A 25,27 or 30 gauge/0.50-0.30 mm needle may be used for superficial muscles, and a 22 gauge
needle may be used for deeper musculature. In case of any difficulty in isolating the individual
muscles, injections should be made under electromyographic assistance.

Multiple injection sites allow BOTOX to have more uniform contact with the innervation areas
of the dystonic muscle and are especially useful in larger muscles. The optimal number of
injection sites is dependent upon the size of the muscle to be chemically denervated.

Clinical improvement generally occurs within the first two weeks after injection. The
maximum clinical benefit generally occurs approximately six weeks post-injection. Treatment
intervals of less than 10 weeks are not recommended. The duration of beneficial effect reported
in clinical trials showed substantial variation (from 2 to 33 weeks) with a typical duration of
approximately 12 weeks.

Primary hyperhidrosis of the axillae

The recommended injection volume for intradermal injection in axillary hyperhidrosis is 0.1-0.2
ml. Reconstituted BOTOX (100 Units/4 mL) is injected using a 30 gauge needle. 50 Units of
BOTOX is injected intradermally to each axilla, evenly distributed in multiple sites
approximately 1-2 cm apart. The hyperhidrotic area to be injected may be defined by using
standard staining techniques, e.g. Minor’s iodine-starch test. Doses other than 50 Units per
axilla have not been studied and therefore cannot be recommended.

Clinical improvement generally occurs within the first week after injection. Repeat injection of
BOTOX can be administered when the clinical effect of a previous injection diminishes and the
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treating physician deems it necessary. Treatment response has been reported to persist for 4-7
months. Injections should not be repeated more frequently than every 16 weeks (see section
5.1).

Paediatric cerebral palsy

Reconstituted BOTOX is injected using a sterile 23-26 gauge/0.60-0.45 mm needle. It is
administered as a divided dose through single injections into the medial and lateral heads of the
affected gastrocnemius muscle. In hemiplegia, the initial recommended total dose is 4 Units/kg
body weight in the affected limb. In diplegia, the initial recommended total dose is 6 Units/kg
body weight divided between the affected limbs. The total dose should not exceed 200 Units.
Clinical improvement generally occurs within the first two weeks after injection. Repeat doses
should be administered when the clinical effect of a previous injection diminishes but not more
frequently than every three months. It may be possible to adapt the dosage regimen to obtain an
interval of at least six months between treatment sessions.

Focal upper limb spasticity associated with stroke

Reconstituted BOTOX is injected using a sterile 25, 27 or 30 gauge needle for superficial
muscles, and a longer needle for deeper musculature. Localisation of the involved muscles with
electromyographic guidance or nerve stimulation techniques may be useful. Multiple injection
sites may allow BOTOX to have more uniform contact with the innervation areas of the muscle
and are especially useful in larger muscles.

The exact dosage and number of injection sites may be tailored to the individual based on the
size, number and location of muscles involved the severity of spasticity, and the presence of

local muscle weakness, and the patient response to previous treatment.

In the controlled clinical trials the following doses were administered:

Muscle Total Dosage;

Number of Sites
Flexor digitorum profundus 15 - 50 Units; 1-2 sites

Flexor digitorum sublimis 15 - 50 Units; 1-2 sites
Flexor carpi radialis 15 — 60 Units; 1-2 sites
Flexor carpi ulnaris 10 - 50 Units; 1-2 sites
Adductor Pollicis 20 Units; 1-2 sites
Flexor Pollicis Longus 20 Units; 1-2 sites

In controlled and open non-controlled clinical trials doses between 200 and 240 Units divided
among selected muscles have been used at a given treatment session.

In controlled clinical trials patients were followed for 12 weeks after single treatment.
Improvement in muscle tone occurred within two weeks with the peak effect generally seen
within four to six weeks. In an open, non-controlled continuation study, most of the patients
were re-injected after an interval of 12 to 16 weeks, when the effect on muscle tone had
diminished. These patients received up to four injections with a maximal cumulative dose of
960 Units over 54 weeks. If it is deemed appropriate by the treating physician, repeat doses may
be administered, when the effect of a previous injection has diminished. Re-injections should
not occur before 12 weeks. The degree and pattern of muscle spasticity at the time of re-
injection may necessitate alterations in the dose of BOTOX and muscles to be injected. The
lowest effective dose should be used.

Chronic Migraine
The recommended reconstituted BOTOX dose for treating chronic migraine is 155 U to 195 U
administered intramuscularly (IM) using a 30-gauge, 0.5 inch needle as 0.1 ml (5 U) injections
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to 31 and up to 39 sites. Injections should be divided across 7 specific head/neck muscle areas
as specified in the diagrams below. A 1l-inch needle may be needed in the neck region for
patients with extremely thick neck muscles. With the exception of the procerus muscle, which
should be injected at 1 site (midline), all muscles should be injected bilaterally with half the
number of injections sites administered to the left, and half to the right side of the head and
neck. If there is a predominant pain location(s), additional injections to one or both sides may
be administered in up to 3 specific muscle groups (occipitalis, temporalis, and trapezius), up to
the maximum dose per muscle as indicated in the table below.

The following diagrams indicate the injection sites:

10 U each side

A * o €
A. Corrugator: 5 U each side D.Temporalis: 20 U each side E. Oceipitalis: 15 U each side F. Cervical paraspinal:
B. Procerus: 5 U [one site]
€. Frontalis: 10 U eachside 15U each side

BOTOX Dosing By Muscle:

Recommended Dose
Head/Neck Area Total Dosage (number of sites?)
Frontalis® 20 U (4 sites)
Corrugator’ 10 U (2 sites)
Procerus 5 U (1 site)
Occipi‘[alisb 30 U (6sites) upto 40 U (up to 8
sites)
Temporalis” 40 U (8 sites) up to 50 U (up to 10
sites)
Trapeziusb 30 U (6 sites) up to 50 U (up to 10
sites)
Cervical Pargspinal Muscle 20U (4 sites
Group 20U (4 sites)
Total Dose Range: 155 U to 195 U
31 to 39 sites

%1 IM injection site = 0.1 mL = 5 U BOTOX
"Dose distributed bilaterally

The recommended re-treatment schedule is every 12 weeks.

All indications

In case of treatment failure after the first treatment session, i.e. absence, at one month after injection,
of significant clinical improvement from baseline, the following actions should be taken:

- Clinical verification, which may include electromyographic examination in a specialist setting,
of the action of the toxin on the injected muscle(s);

- Analysis of the causes of failure, e.g. bad selection of muscles to be injected, insufficient dose,
poor injection technique, appearance of fixed contracture, antagonist muscles too weak,
formation of toxin-neutralising antibodies;

- Re-evaluation of the appropriateness of treatment with botulinum toxin type A;
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- In the absence of any undesirable effects secondary to the first treatment session, instigate a
second treatment session as following: 1) adjust the dose, taking into account the analysis of
the earlier treatment failure; ii) use EMG; and iii) maintain a three-month interval between the
two treatment sessions.

In the event of treatment failure or diminished effect following repeat injections alternative treatment
methods should be employed.

4.3 Contraindications

BOTOX is contraindicated:
- in individuals with a known hypersensitivity to botulinum toxin type A
or to any of the excipients;

- In the presence of infection at the proposed injection site(s).

4.4  Special warnings and precautions for use

The relevant anatomy, and any alterations to the anatomy due to prior surgical procedures, must
be understood prior to administering BOTOX and injection into vulnerable anatomic structures
must be avoided. The recommended dosages and frequencies of administration of BOTOX
should not be exceeded.

Serious and/or immediate hypersensitivity reactions have been rarely reported including
anaphylaxis, serum sickness, urticaria, soft tissue oedema, and dyspnoea. Some of these
reactions have been reported following the use of BOTOX either alone or in conjunction with
other products associated with similar reactions. If such a reaction occurs further injection of
BOTOX should be discontinued and appropriate medical therapy, such as epinephrine,
immediately instituted. One case of anaphylaxis has been reported in which the patient died
after being injected with BOTOX inappropriately diluted with 5 ml of 1% lidocaine. Please see
“Additional information” in section 4.8 for further information.

Side effects related to spread of toxin distant from the site of administration have been reported
(see section 4.8), sometimes resulting in death, which in some cases was associated with
dysphagia, pneumonia and/or significant debility.

Patients treated with therapeutic doses may experience exaggerated muscle weakness. Patients
with underlying neurological disorders including swallowing difficulties are at increased risk of
these side effects. The botulinum toxin product should be used under specialist supervision in
these patients and should only be used if the benefit of treatment is considered to outweigh the
risk. Patients with a history of dysphagia and aspiration should be treated with extreme caution.

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

Dysphagia has also been reported following injection to sites other than the cervical
musculature (see section 4.4 ‘Cervical Dystonia’).

Clinical fluctuations during the repeated use of BOTOX (as with all botulinum toxins) may be a
result of different vial reconstitution procedures, injection intervals, muscles injected and
slightly differing potency values given by the biological test method used.

Formation of neutralizing antibodies to botulinum toxin type A may reduce the effectiveness of
BOTOX treatment by inactivating the biological activity of the toxin. Results from some studies
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suggest that BOTOX injections at more frequent intervals or at higher doses may lead to greater
incidence of antibody formation. When appropriate, the potential for antibody formation may
be minimized by injecting with the lowest effective dose given at the longest clinically
indicated intervals between injections.

As with any treatment with the potential to allow previously-sedentary patients to resume
activities, the sedentary patient should be cautioned to resume activity gradually.

Caution should be used when BOTOX is used in the presence of inflammation at the proposed
injection site(s) or when excessive weakness or atrophy is present in the target muscle. Caution
should also be exercised when BOTOX is used for treatment of patients with peripheral motor
neuropathic diseases (e.g., amyotrophic lateral sclerosis or motor neuropathy).

BOTOX should only be used with extreme caution and under close supervision in patients with
subclinical or clinical evidence of defective neuromuscular transmission e.g. myasthenia gravis
or Lambert-Eaton Syndrome; such patients may have an increased sensitivity to agents such as
BOTOX, which may result in excessive muscle weakness. Patients with neuromuscular
disorders may be at an increased risk of clinically significant systemic effects including severe
dysphagia and respiratory compromise from typical doses of BOTOX.

As with any injection, procedure-related injury could occur. An injection could result in
localized infection, pain, inflammation, paraesthesia, hypoaesthesia, tenderness, swelling,
erythema, and/or bleeding/bruising. Needle-related pain and/or anxiety may result in vasovagal
responses, €.g. syncope, hypotension, etc. Care should be taken when injecting near vulnerable
anatomic structures.

Blepharospasm

Reduced blinking following botulinum toxin injection into the orbicularis muscle can lead to
corneal exposure, persistent epithelial defect, and corneal ulceration, especially in patients with
VII nerve disorders. Careful testing of corneal sensation in eyes previously operated upon,
avoidance of injection into the lower lid area to avoid ectropion, and 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.

Ecchymosis occurs easily in the soft eyelid tissues. This can be minimised by applying gentle
pressure at the injection site immediately after injection.

Because of the anticholinergic activity of botulinum toxin, caution should be exercised when
treating patients at risk for angle closure glaucoma, including patients with anatomically narrow
angles.

Cervical dystonia

Patients with cervical dystonia should be informed of the possibility of experiencing dysphagia
which may be very mild, but could be severe. Dysphagia may persist for two to three weeks
after injection, but has been reported to last up to five months post-injection. Consequent to the
dysphagia there is the potential for aspiration, dyspnoea and occasionally the need for tube
feeding. In rare cases dysphagia followed by aspiration pneumonia and death has been
reported.

Limiting the dose injected into the sternocleidomastoid muscle to less than 100 Units may
decrease the occurrence of dysphagia. Patients with smaller neck muscle mass, or patients who
receive bilateral injections into the sternocleidomastoid muscle, have been reported to be at
greater risk of dysphagia. Dysphagia is attributable to the spread of the toxin to the oesophageal
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musculature. Injections into the levator scapulae may be associated with an increased risk of
upper respiratory infection and dysphagia.

Dysphagia may contribute to decreased food and water intake resulting in weight loss and
dehydration. Patients with subclinical dysphagia may be at increased risk of experiencing more
severe dysphagia following a BOTOX injection.

Primary hyperhidrosis of the axillae

Medical history and physical examination, along with specific additional investigations as
required, should be performed to exclude potential causes of secondary hyperhidrosis (e.g.
hyperthyroidism, phaeochromocytoma). This will avoid symptomatic treatment of
hyperhidrosis without the diagnosis and/or treatment of underlying disease.

Focal spasticity associated with paediatric cerebral palsy and spasticity of the hand and
wrist in adult post-stroke patients

BOTOX is a treatment of focal spasticity that has only been studied in association with usual
standard of care regimens, and is not intended as a replacement for these treatment modalities.
BOTOX is not likely to be effective in improving range of motion at a joint affected by a fixed
contracture.

Post-marketing reports of possible distant spread of toxin have been very rarely reported in
paediatric patients with co-morbidities, predominantly with cerebral palsy. In general the dose
used in these cases was in excess of that recommended (see section 4.2).

There have been rare spontancous reports of death sometimes associated with aspiration
pneumonia in children with severe cerebral palsy after treatment with botulinum toxin. Caution
should be exercised when treating paediatric patients who have significant neurologic debility,
dysphagia, or have a recent history of aspiration pneumonia or lung disease.

Chronic migraine
No efficacy has been shown for BOTOX in the prophylaxis of headaches in patients with
episodic migraine (headaches on < 15 days per month).

4.5 Interaction with other medicinal products and other forms of interaction

Theoretically, the effect of botulinum toxin may be potentiated by aminoglycoside antibiotics or
spectinomycin, or other medicinal products that interfere with neuromuscular transmission (e.g.
neuromuscular blocking agents, both depolarising (succinylcholine) and non-depolarising
(tubocurarine-derivatives), lincosamides, polymyxins, quinidine, magnesium sulphate, and
anticholinesterases).

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 interaction studies have been performed. No interactions of clinical significance have been
reported.

4.6 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. BOTOX should not be used during pregnancy unless clearly necessary.
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Lactation
There is no information on whether BOTOX is excreted in human milk. The use of BOTOX
during lactation cannot be recommended.

4.7 Effects on ability to drive and use machines

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

4.8 Undesirable effects

a) General

Based on controlled clinical trial data patients would be expected to experience an adverse
reaction after treatment with BOTOX at the rates of 35% for blepharospasm, 28% for cervical
dystonia, 17% for paediatric cerebral palsy and 11% for primary hyperhidrosis of the axillae.
Sixteen percent of participants in clinical trials treated with BOTOX for focal spasticity of the
upper limb associated with stroke experienced an adverse reaction.

In clinical trials for chronic migraine, the incidence was 26% with the first treatment and
declined to 11% with a second treatment.

In general, adverse reactions occur within the first few days following injection and, while
generally transient, may have a duration of several months or, in rare cases, longer.

Local muscle weakness represents the expected pharmacological action of botulinum toxin in
muscle tissue.

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.
Fever and flu syndrome have also been reported after injections of botulinum toxin.

b) Adverse reactions - frequency by indication

For each indication the frequency of adverse reactions arising from clinical experience is given.
The frequency is defined as follows:

Very Common (> 1/10); Common (>1/100 to <1/10); Uncommon (>1/1,000 to <1/100); Rare
(>1/10,000 to <1/1,000); Very Rare (<1/10,000).

Blepharospasm/hemifacial spasm

Nervous system disorders
Uncommon: Dizziness, facial paresis and facial palsy.

Eye Disorders
Very common:  Eyelid ptosis.

Common: Punctate keratitis, lagophthalmos, dry eye, photophobia, eye irritation and
lacrimation increase.

Uncommon: Keratitis, ectropion, diplopia, entropion, visual disturbance and vision
blurred.

Rare: Eyelid oedema.

Very rare: Corneal ulceration, corneal epithelium defect and corneal perforation.

Skin and subcutaneous tissue disorders
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Common: Ecchymosis
Uncommon: Rash/dermatitis.

General disorders and administration site conditions
Common: Irritation and face oedema.

Uncommon: Fatigue.

Cervical dystonia

Infections and infestations
Common: Rhinitis and upper respiratory infection.

Nervous system disorders
Common: Dizziness, hypertonia, hypoaesthesia, somnolence and
headache.

Eye Disorders
Uncommon: Diplopia and eyelid ptosis.

Respiratory, thoracic and mediastinal disorders
Uncommon: Dyspnoea and dysphonia.

Gastrointestinal disorders

Very common: Dysphagia (see section c¢. “Additional information” below).

Common: Dry mouth and nausea.

Musculoskeletal and connective tissue disorders
Very common:  Muscular weakness.
Common: Musculoskeletal stiffness and soreness.

General disorders and administration site conditions

Very common:  Pain.

Common: Asthenia, influenza like illness and malaise.
Uncommon: Pyrexia.

Paediatric cerebral palsy

Infections and infestations
Very common:  Viral infection and ear infection.

Nervous system disorders
Common: Somnolence , gait disturbance and paraesthesia.

Skin and subcutaneous tissue disorders
Common: Rash.

Musculoskeletal and connective tissue disorders
Common: Myalgia, muscular weakness and pain in extremity.

Renal and urinary disorders
Common: Urinary incontinence.

Injury, poisoning and procedural complications
Common: Fall.
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General disorders and administration site conditions
Common: Malaise, injection site pain and asthenia.

Focal upper limb spasticity associated with stroke

Psychiatric disorders
Uncommon: Depression and insomnia.

Nervous system disorders
Common: Hypertonia
Uncommon: Hypoaesthesia, headache, paraesthesia, incoordination and amnesia.

Ear and labyrinth disorders
Uncommon: Vertigo.

Vascular disorders
Uncommon: Orthostatic hypotension.

Gastrointestinal disorders
Uncommon: Nausea and paraesthesia oral.

Skin and subcutaneous tissue disorders
Common: Ecchymosis and purpura.
Uncommon: Dermatitis, pruritus and rash.

Musculoskeletal and connective tissue disorders
Common: Pain in extremity and muscle weakness.

Uncommon: Arthralgia and bursitis.

General disorders and administration site conditions

Common: Injection site pain, pyrexia, influenza-like illness, injection site haemorrhage
and injection site irritation.

Uncommon: Asthenia, pain, injection site hypersensitivity, malaise and oedema
peripheral.

Some of the uncommon events may be disease related.

Primary hyperhidrosis of the axillae

Nervous system disorders
Common: Headache and paraesthesia.

Vascular disorders
Common: Hot flushes.

Gastrointestinal disorders
Uncommon: Nausea

Skin and subcutaneous tissue disorders
Common: Hyperhidrosis (non-axillary sweating) skin odour abnormal, pruritus,
subcutaneous nodule and alopecia.

Musculoskeletal and connective tissue disorders
Common: Pain in extremity
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Uncommon: Muscular weakness, myalgia and arthropathy .

General disorders and administration site conditions

Common: Injection site pain.

Uncommon: Pain, injection site oedema, injection site haemorrhage, injection site
hypersensitivity, injection site irritation, asthenia and injection site reactions.

In the management of primary axillary hyperhidrosis, increase in non axillary sweating was
reported in 4.5% of patients within 1 month after injection and showed no pattern with respect
to anatomical sites affected. Resolution was seen in approximately 30% of the patients within
four months.

Weakness of the arm has been also reported uncommonly (0.7%) and was mild, transient, did
not require treatment and recovered without sequelae. This adverse event may be related to
treatment, injection technique, or both. In the uncommon event of muscle weakness being
reported a neurological examination may be considered. In addition, a re-evaluation of
injection technique prior to subsequent injection is advisable to ensure intradermal placement of
injections.

In an uncontrolled safety study of BOTOX (50 U per axilla) in paediatric patients 12 to 17 years
of age (N= 144), adverse reactions occurring in more than a single patient (2 patients each)
comprised injection site pain and hyperhidrosis (non-axillary sweating).

Chronic Migraine

Nervous system disorders
Common: Headache*, migraine*, facial paresis

Eye disorders
Common: Eyelid ptosis
Uncommon: Eyelid oedema

Skin and subcutaneous tissue disorders
Common: Pruritus, rash
Uncommon: Pain of skin

Musculoskeletal and connective tissue disorders

Common: Neck pain, myalgia, musculoskeletal pain,
musculoskeletal stiffness, muscle spasms, muscle tightness,
muscular weakness

Uncommon: Pain in jaw

General disorders and administration site conditions
Common: Injection site pain

Gastrointestinal disorders
Uncommon: Dysphagia

* In placebo-controlled trials, headache and migraine, including serious cases of intractable or
worsening of headache/migraine, were reported more frequently with BOTOX (9%) than with
placebo (6%). They typically occurred within the first month after the injections and their
incidence declined with repeated treatments.
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¢) Additional information
Dysphagia ranges in severity from mild to severe, with potential for aspiration, which
occasionally may require medical intervention (See section 4.4).

Side effects related to spread of toxin distant from the site of administration have been reported
very rarely (exaggerated muscle weakness, dysphagia, aspiration/aspiration pneumonia, with
fatal outcome in some cases) (See section 4.4).

The following other adverse events have been reported since the drug has been marketed:
dysarthria; abdominal pain; vision blurred; visual disturbance; pyrexia; facial palsy; facial
paresis; hypoaesthesia; malaise; myalgia; pruritus; hyperhidrosis; alopecia (including
madarosis); diarrhoea; anorexia; hypoacusis; tinnitus; vertigo; radiculopathy; syncope;
myasthenia gravis; paraesthesia; erythema multiforme; dermatitis psoriasiform; vomiting and
brachial plexopathy.

There have also been rare reports 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.

Serious and/or immediate hypersensitivity reactions such as anaphylaxis and serum sickness
have been rarely reported, as well as other manifestations of hypersensitivity including urticaria,
soft tissue oedema and dyspnoea. Some of these reactions have been reported following the use
of BOTOX either alone or in conjunction with other agents known to cause similar reactions.

A case of peripheral neuropathy has been reported in a large adult male after receiving four sets
of BOTOX injections, totalling 1800 Units (for neck and back spasm, and severe pain) over an
11 week period.

Angle closure glaucoma has been reported very rarely following botulinum toxin treatment for
blepharospasm.

New onset or recurrent seizures have been reported, typically in patients, who are predisposed
to experiencing these events. The exact relationship of these events to the botulinum toxin
injection has not been established. The reports in children were reports predominantly from
cerebral palsy patients treated for spasticity.

Needle-related pain and/or anxiety may result in vasovagal responses, e.g. syncope,
hypotension, etc.

4.9 Overdose

Overdose of BOTOX 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 BOTOX
have been observed. No cases of ingestion of BOTOX have been reported. Signs of overdose
are not apparent immediately post-injection. Should accidental injection or ingestion occur, the
patient should be medically monitored for up to several weeks for progressive signs and
symptoms of muscular weakness distant from the site of injection that may include ptosis,
diplopia, swallowing and speech disorders, generalized weakness or respiratory failure. These
patients should be considered for further medical evaluation and appropriate medical therapy
immediately instituted, which may include hospitalisation.

With increasing dosage, generalised and profound muscular paralysis occurs. When the
musculature of the oropharynx and oesophagus are affected, aspiration may occur which may
lead to development of aspiration pneumonia. If the respiratory muscles become paralysed,
intubation and assisted respiration will be required until recovery takes place.
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5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
ATC class M0O3A X01 and ATC class D11AX

The active constituent in BOTOX is a protein complex derived from Clostridium botulinum.
The protein consists of type A neurotoxin and several other proteins. Under physiological
conditions it is presumed that the complex dissociates and releases the pure neurotoxin.

Clostridium botulinum toxin type A neurotoxin complex blocks peripheral acetyl choline
release at presynaptic cholinergic nerve terminals.

Intramuscular injection of the neurotoxin complex blocks cholinergic transport at the
neuromuscular junction by preventing the release of acetylcholine. The nerve endings of the
neuromuscular junction no longer respond to nerve impulses and secretion of the
chemotransmitter is prevented (chemical denervation).  Re-establishment of impulse
transmission is by newly formed nerve endings and motor end plates. Recovery after
intramuscular injection takes place normally within 12 weeks of injection as nerve terminals
sprout and reconnect with the endplates.

After intradermal injection, where the target is the eccrine sweat glands, the effect lasted for
about 4-7 months in patients treated with 50 Units per axilla.

There is limited clinical trial experience of the use of BOTOX in primary axillary hyperhidrosis
in adolescents between the ages of 12 and 18. A single, year long, uncontrolled, repeat dose,
safety study was conducted in US paediatric patients 12 to 17 years of age (N=144) with severe
primary hyperhidrosis of the axillae. Participants were primarily female (86.1%) and Caucasian
(82.6%). Participants were treated with a dose of 50 U per axilla for a total dose of 100 U per
patient per treatment. However, no dose finding studies have been conducted in adolescents so
no recommendation on posology can be made. Efficacy and safety of BOTOX in this group
have not been established.

BOTOX blocks the release of neurotransmitters associated with the genesis of pain. The
presumed mechanism for headache prophylaxis is by blocking peripheral signals to the
central nervous system, which inhibits central sensitization, as suggested by pre-clinical and
clinical pharmacodynamic studies.

Chronic migraine patients without any concurrent headache prophylaxis who, during a 28-day
baseline, had at least 4 episodes and > 15 headache days (with at least 4 hours of continuous
headache) with at least 50% being migraine/probable migraine, were studied in two Phase 3
clinical trials. Patients were allowed to use acute headache treatments and 66% overused
acute treatments during the baseline period.

During the double-blind phase of the trials, the main results achieved after two BOTOX
treatments administered at a 12-week interval are shown in the table below.

Mean change from baseline at Week 24 BOTOX Placebo

N=688 N=696 P-value

Frequency of headache days -8.4 -6.6 p <0.001
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Frequency of moderate/severe headache days -7.7 -5.8 p <0.001
Frequency of migraine/probable migraine days -8.2 -6.2 p <0.001
% patients with 50% reduction in headache days 47% 35% p <0.001
Total cumulative hours of headache on headache days 120 80 p <0.001
Frequency of headache episodes -5.2 -4.9 p =0.009
Total HIT-6* scores -4.8 2.4 p <0.001

* Headache Impact Test

The treatment effect appeared smaller in the subgroup of male patients (N=188) than in the
whole study population.

5.2 Pharmacokinetic properties

a) General characteristics of the active substance:
Classical absorption, distribution, biotransformation and elimination studies on the active
substance have not been performed due to the extreme toxicity of botulinum toxin type A.

b) Characteristics in patients:

Human ADME studies have not been performed due to the nature of the product. It is believed
that little systemic distribution of therapeutic doses of BOTOX occurs. BOTOX is probably
metabolised by proteases and the molecular components recycled through normal metabolic
pathways.

5.3 Preclinical safety data

Acute toxicity

In monkeys receiving a single intramuscular (i.m.) injection of BOTOX, the No Observed
Effect Level (NOEL) ranged from 4 to 24 Units’kg. The i.m. LDs, was reported to be 39
Units/kg.

Toxicity on repeated injection

In three different studies (six months in rats; 20 weeks in juvenile monkeys; 1 year in monkeys)
where the animals received i.m. injections, the NOEL was at the following respective BOTOX
dosage levels: < 4 Units/kg, 8 Units/kg and 4 Units’kg. The main systemic effect was a
transient decrease in body weight gain.

There was no indication of a cumulative effect in the animal studies when BOTOX was given at
dosage intervals of 1 month or greater.

Local toxicity

BOTOX was shown not to cause ocular or dermal irritation, or give rise to toxicity when
injected into the vitreous body in rabbits.
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Allergic or inflammatory reactions in the area of the injection sites are rarely observed after
BOTOX administration. However, formation of haematoma may occur.

Reproduction toxicology

Teratogenic effects

When pregnant mice and rats were injected intramuscularly during the period of organogenesis,
the developmental NOEL of BOTOX was at 4 Units/kg. Reductions in ossification were
observed at 8 and 16 Units/kg (mice) and reduced ossification of the hyoid bone at 16 Units/kg
(rats). Reduced foetal body weights were observed at 8 and 16 Units/kg (rats).

In a range-finding study in rabbits, daily injections at dosages of 0.5 Units/kg/day (days 6 to 18
of gestation), and 4 and 6 Units/kg (administered on days 6 and 13 of gestation), caused death
and abortions among surviving dams. External malformations were observed in one foetus each
in the 0.125 Units/kg/day and the 2 Units/kg dosage groups. The rabbit appears to be a very
sensitive species to BOTOX treatment.

Impairment of fertility and reproduction

The reproductive NOEL following i.m. injection of BOTOX was 4 Units/kg in male rats and 8
Units/kg in female rats. Higher dosages were associated with dose-dependent reductions in
fertility. Provided impregnation occurred, there were no adverse effects on the numbers or
viability of the embryos sired or conceived by treated male or female rats.

Pre- and post-natal developmental effects
In female rats, the reproductive NOEL was 16 Units/kg. The developmental NOEL was
4 Units/kg.

Mutagenicity

BOTOX has been evaluated and shown to be non-mutagenic in a number of in vitro and in vivo
systems including the Ames test, the AS52/XPRT Mammalian Cell Forward Gene Mutation
assay and the CHO test, and non-clastogenic in the mouse PCE test.

Carcinogenicity
No animal studies have been conducted.

Antigenicity
BOTOX showed antigenicity in mice only in the presence of adjuvant. BOTOX was found to
be slightly antigenic in the guinea pig.

Blood compatibility
No haemolysis was detected up to 100 Units/ml of BOTOX in normal human blood.

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.
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6.3  Shelf life
3 years.
After reconstitution, stability has been demonstrated for 24 hours at 2°C — 8°C.
From a microbiological point of view, the product should be used immediately. If not used
immediately, in-use storage times and conditions prior to use are the responsibility of the user
and would normally not be longer than 24 hours at 2°C to 8°C (see also section 6.6).
6.4 Special precautions for storage
Store in a refrigerator (2°C — 8°C), or store in a freezer (at or below -5°C).
For storage conditions of the reconstituted medicinal product see section 6.3.

6.5 Nature and contents of container

Clear glass vial, with rubber stopper and tamper-proof aluminium seal, containing white powder
for solution for injection.

Pack size:
. Carton comprising one 100 Allergan Unit vial and package leaflet.
o Packs containing two, three or six cartons.

Not all pack sizes may be marketed.
6.6 Special precautions for disposal and other handling

BOTOX is reconstituted prior to use with sterile unpreserved normal saline (0.9% sodium
chloride for injection). It is good practice to perform vial reconstitution and syringe preparation
over plastic-lined paper towels to catch any spillage. An appropriate amount of diluent (see
dilution table below) is drawn up into a syringe. The exposed portion of the rubber septum of
the vial is cleaned with alcohol (70%) prior to insertion of the needle. Since BOTOX is
denatured by bubbling or similar violent agitation, the diluent should be injected gently into the
vial. Discard the vial if a vacuum does not pull the diluent into the vial. Reconstituted BOTOX
is a clear colourless to slightly yellow solution free of particulate matter. When reconstituted,
BOTOX may be stored in a refrigerator (2-8°C) for up to 24 hours prior to use. After this
period used or unused vials should be discarded.

Each vial is for single use only.

Diluent added Resulting dose in units
per 0.1 ml

0.5ml 20 Units

1 ml 10 Units

2ml 5 Units

4 ml 2.5 Units

8 ml 1.25 Units

The "unit’ by which the potency of preparations of BOTOX is measured should be used to
calculate dosages of BOTOX only and is not transferable to other preparations of
botulinum toxin.

An injection volume of approximately 0.1 ml is recommended. A decrease or increase in the
BOTOX dose is possible by administering a smaller or larger injection volume. The smaller the
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injection volume the less discomfort and less spread of toxin in the injected muscle occurs.
This is of benefit in reducing effects on nearby muscles when small muscle groups are being
injected.

For safe disposal, unused vials should be reconstituted with a small amount of water then
autoclaved. Any used vials, syringes, and spillages etc. should be autoclaved, or the residual
BOTOX inactivated using dilute hypochlorite solution (0.5%).

Any unused product or waste material should be disposed of in accordance with local
requirements.

7. MARKETING AUTHORISATION HOLDER
Allergan Ltd.,
Marlow International,
The Parkway, Marlow,
Bucks, SL7 1YL, UK
8. MARKETING AUTHORISATION NUMBER(S)
PL 00426/0074
9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
17 May 1994
10. DATE OF REVISION OF THE TEXT

28" September 2011
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IR BRSCE AR (VBRI M 28 o 0 s, IR GREC/OICIEF M 28 < EBr T 5 2
ETRICZ ERATRETH D,

AV X2AFgRITI A AEEE AT 5720, PZEMARKAED U 2 7 (5] R
) 3D BEICHRE T HBNIEEICITO 2 L,

FEMERISH

FEVERISHRE Clified TEEOE FEENEND Z ENH DA, EHEOHE FREENBN
HZ2ELHHOT, TOZEEEFICHATH I L, HWETFEZIIESNE 2~3 B
THZENHDHN, KESH» AR L OWE S H 5, M T FEE I 1% 8 me-O MR
NEENECDGERHY, RERBENLEL R 205D, FiCTlid 2050 FREESE
BB IR E iR 2 RIE L. I E > 2R E SN TV 5,

WS LI ~ D # G- & 100 BAALATMIZHN A D Z &IT & 0wl T R E O FE B 2 T
EOHLENDH D, S ROV ROEE LT EHFLER IG5 LEDH D BEIT,
WE FIEED Y 27 PEnZ LR HRE STV D, TR 3208 7 PR~ 0O 73 /LA
(CERT D, BHREGHSORGIT EXOERE L OB T EEDO Y 27 2 RSE 58
N5,

W FPEEIT A F L OKGEREDIK T2 &I L, TORE., RERD K OWKIZE
HBEENRD D, NP FEELZ 29 5 HBF Tk, BOTOX HHZIC LY BEEOHET
EENELD ) AIREL BRDIBENNH 5,

JRF MR ST

GERMEZTHEZ G S Z L TW DA REM O & B FIN (IR REEARE FUHEAE . 48 (2 i
) PR 5720, RREER L OFERBREEZITH & & Hic, LEIDN U TR M
BEHFERTAHE, UK, EBEEOZM ROV UIIRIELRITO 2 & ZITRED
RHEBIEZBIAT 2 L 2R LR DL D,

/N SRR BRI B VBRI 31T DR ZE R O FE - FOREMITHE 5 RS MHENE

BOTOX (. fERDEEAEIRNEIR L OOF T L RBMERAGIEEIE L L CoRBRZ 3206 L
TWRNWTED, 2O L8 ) RIEEERICR A THWD Z L Ly, BOTOX (21, EEME
FfE 2 K LT 2 B8 o rlEg & ST 2 0 T v E Ebiu b,

OHERE (FEITIMERRE) 236 2 /N IR W T, ERRH~ O #RILH O FTREM: A R

s
D THICHRZICWESIN TS, LT, 2O 0BREIHAT 2 HEFHEAES
B2 Tz (42ESH) |
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EE SN

BHEOMIERE 2 AT H/NNE~DORY U X AFHRGH, HICETHREINTEBY,
e FERIZEE D /A BRO LN TV D, BERQMERFAET, e FREE, 3 ~ ok
i g B DM 2 AT 2/ NERE IR ET 2HAICIE, BEEHL )Y Z &,

&M% 7 BER
T v Y— FPFEERE (B2 15 BARIOEER) O TFEhICxd 5 BOTOX DA MEITR S
TRV,

4.5 FHEER

Ham b, NV U XRAEROEMIT 7/ 70 ay FREVAEWE, A0 F /<1,
& B WITARRE R E 2 L E I DO HA] (Biottt (7 ==l ) ROIEBL
e (YR 277U REEAE) ORISR, Vo aw g R UEME, R ¥
X=Ur, i~ 73U A, ia ) VAT T —BEE) (CLoTRT L EERD
no,

2D MIERI DR Y ) X AP R & ARH| & [R5 X035 » A BUNIC#S L=
EDOMEAERIIFRHATH S, HHEEINF-RY Y X ZAHFFZONENHET LRI R Y
VX AEFREHG LEEAIE., BRGNS BNEET L BENNH 5,

T E TITHAEMRBRIEIER L TRV, BRRAYICITE & 722 2 oM AR TS &
TRV,

4.6 {E47 - JILF~OE S
EFE~ D5

s~ AR Y ) X ABFHERKRGICET 2 H00T7 — 2137w, Bzl 23Rk T4
FEEMEREO LN TS (53THSM) ., B hTOU AT OR[EEMEIZOWTiTb - T
W, RGO N HNIHETH D & S e nWigaid, RS _E TR
W,

RIFE~DHE

BOTOX 2 b FHHIUCRATT B0 9 NI ARHTH 5720, BOTOX DOFZFLIFH~D 5
IEHESE L7220,

4.7 EE R OCBEBIRIERE SRS D%

H B B0 i & OBSRERERE I3 2 52 B DUV CIERkBR 2 520 L TV 7220, L,
BOTOX |, #EJJE, /KT, IR, FEED WA ORFEEELS SR 3220
b EER N OEMARIEIC R B %2 T3 REMER B 5,

48 FEER

a) —i%

e BREERRBR DT — % L 0 . BOTOX 5% O A EHLREH R TR HE T
35%. FEMERISHERE T 28%., /NUINPERRE R T 17%., JRBMHERESITIERE T 1%L
FHIEND, WMAAFICEE S ERIRRMERGHE 2% L C BOTOX % 5-% % 1T 7= 48 E D 16%
CAEFERNEIN, 1B R OBKRRBR TrL, FIE#EG%OIBRIT 26%TH Y |
2 [B H$ 54% TIE 1% Lz,

—RENCAEFFRIIHRGEREA ORI L, MILT—EBETH LA, Fiv A, £
s, Lo REIERHT 2L bH D,
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EE SN

RFTOFHAE T, A U X ZAERICTRIN L HRMAKE~OEKBEERN TH 5,

HOHPLEFHTTHESND X )T, REICIY BIERE. KIE, 5T, BT, £
. BERRVRRE. ALBE. FRBMERGG:. i L OV SUINHIm AR 5 Tnb, 72, &
FEFREE OIS CAR LT L0 —@PEOSEGEMEIR T, A ZE o i & 2K AR SR 358 8
HNTND, RV Y XAFBHREGRITBEAKL DA 7 Vv o WIEERE L HRESINTWD,

b) BEFR—EISER OSEEE

BRIRERBR IS S A FEHF R OBINERNE 2 7~3, BHEDERITIRO LB LT 5,
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).

HRhE/EHE YR i

RS R PEE

Uncommon : TFENE D F U, BRI AR, B AR
ARpEE

Very Common : g T 5

Common : FORARES, RIR, IRZEE, 2200, IR, SEiRE
Uncommon : g, IR, A, BB, \REE, F61
Rare : AR B v 1

Very Rare : ARSI A, A LR RIR, AR AL

B J& Mo OVFZ T LAk P

Common : BEHR: HA 1

Uncommon : W5 R RGR

— i - RE R E L O 5L O AR RE

Common : PR, BRI IR

Uncommon : W55

Common : B, BROE Y

RS R PR

Common : FEIPEO F N, AERETUHE, R RR, IR, HATE
AR

Uncommon : A, Rk T 1

R E N TE NN ] e

Uncommon : IR R o e e o

H ke &

Very Common : W NS (ko o HEE#R] 2H)

Common : N HLE, B

5B 1 7 M OV 5 L AR P

Very Common : i ME T
Common : B AR EL, IR A
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- YRR N OGO KRS

Very Common : 3]

Common : ESE, A IV PEREB . B
Uncommon : TEEN

NI

Very Common : A ARG H G

R R

Common : fEHR, BATREE, SRR

B J Ko OVFZ T Lk P

Common : B2

5B 1 7 M VR 15 L AR P

Common : i . MK, PUR
B M OVR 6 e 5
Common : PR AR

EE, M OEASGHE
Common : i)

— R - REREE L O G5O IR RE
Common : PRI, TEFHEAIE T, M E

HAEAIZE D R LR

piegiid =

Uncommon : DO, AHRSE
RS R PR E

Common : i B T

Uncommon : TR SRR, BEYE. SRR, WiREEEE, /s
B R OV g i 5

Uncommon : (B 6D F U

iR I

Uncommon : ST PEARS

HIGFEE

Uncommon : B, OO

B2 Ji e OVRZ T LR B

Common : DRI L., SE85F
Uncommon : FIEHR. & D FEIE, 5
(ERER S YIS ey ik i =

Common : R, ST
Uncommon : BEEIE . VEIREK
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EE SN

- YRR N OGO KRS

Common : TR, B, A v 7 v U RR R TSRO, RS
FAL IR
Uncommon : TETE, PR, TESSEBALEBUSOS, AR, AR L

[Uncommon] (Zf%¥4 T 5 FRIITFHEBIZLDZ DL EENLTND,

JATEPEN B 2 HE

TR R R

Common : SA%E . B

iR I

Common : 1EFTH

H ke

Uncommon : BTN

B J Ko OVZ T LA P

Common : ZIHIE GEMERIT) . HERER, £ OFE, KIS, EIE
B B SR Mo OSHE Bk B

Common : PU R

Uncommon : MR, e, BEEkEE

—% - B ETE K O 5L O R TE

Common : e VAL ST

Uncommon : VI, TESHALRIE, FESHBAL I, AL G FERRAL
IR, TS, SRS

JEISPEN 2 THE DIRIETIL., BED 4.5% 2B\ T 5% 1 » A LRI E LS DT
BOBMNNERE Sz, BESOMEH FREAIAT S O[T R 5oz, 26
DEE DK 30% T 4 » HLANIZEIED RO HivT-,

FEBD WG SN TO D IELS (0.7%) . BE > —BMET, IBEIIIES T,
BEBIENECDZ ERKWHR LT, ZOFEFERIE, BED LFMETE, UIZFo
B HICBER L TWD EEZ LD, [Uncommon] IZiEM T A MK TFTOERBHALIL
AT, MRFEIRENSVNELEEZE X bND, o, BUICKERNERPTZADE 9.
ARBTG5 THEFE ARG T 2 ENEE LU,

12~17mD/NREE (144 ) A5G L L7 BOTOX (FWEIC 50 L) DOIERRR, %2
EMERBRIZBW T, 26ILL BB LA EFRIIES TR K OSITE GERE
T (&% 26) Thot,

PR R e

Common : SRR, TERTR*. BN AR
IS B 2

Common : ARl 2

Uncommon : AR A v e

p.12

Dec 052011 16:17:28



EE SN

FZ I8 M OVFZ b P =
Common : D FEIE, BB
Uncommon : FZ &

i s S M OV R B

Common : HEE . R, OERSTE. BRI, AEEHE. AR ERER. UK
¥
Uncommon : A

—f - B IEE N OB O KRR

Common : TEFHAAIE TR
H ke
Uncommon : e T pE s

* 7T R KRB ER TlT. HHAME I E O EEREM A S D, ERL O ERIL ST
AR (6%) LY 1H BOTOX (9%) TEBEEICA LTz, SR M OTEERIZ—MRIC& 514
1 7 AUNICELIL, KAER GO BB 13 LT,

¢) BINTEH
e FPEEIIREN O EEE CEEEEICENS S, BEEICELRRIELD Y., TOHE
IIICEZHLEN LI L 705 2t b b 5D, 44THSHA,

BEIIIEE IR ERF~OmR I EAE T 2 AEFFR P RESNLTWD (1
KT HEEL, le TPEE M OV RRBRMET X T, ETICE-72 b0 bH D) (44 THE
M) o

oM, TIRFBICHR SN - AEERIT, MiEREE, G, F0. HREE, B2 A
TAAPRR PR, BRI AN RO, SRR, B, AR, & 9, Z2VTE. BEE
(HEEEEBUWKELZZT) . TH, AR, BEET, B, BEEEMD E V., MfkiR
REsE . ot EEMESIE. SERCR. ZIHIBE. RoRERRZEJC. R, BofpiRtEEREE T
H5D,

Flo. HTHHM, LERFEESES (R, OHFFZERLE) bHE I TR, 5t
CIZE-7bDbH 5, ZNHOBFO L, LIERBR EDOFERK 24 L T\
77

HE R OSUIHRROBBLOE (7T 7 4 7 F— MIERS) 23, MmoOmEE (SR
. WRECHRR IR, ML) ORBIINZ T, MICHE S TWS, ZnHD0HELD
—¥BiZX. BOTOX O B 544 XULIRAR D i 2 £ 5 o 8L & O P& 554 1S &
hfb\éo

DR EZ VR A B 1NV T, SERRRRE, WS &K OV EE OFEIRIZR LT 11
BN D58 1,800 A7 0 4 [ BOTOX 5% IC KW ME= 2 — o 2 SF— 3
HEEhTnWb,

IRAg A9~ 2 AR U X R R R G RICHEMARNIE I ICRICHE S Tnd,

POSUTFEREORIENRE SN TVDEN, EICZOX I RBIELZEZ LLTWERET
FHEL T\, ZTRODOFELRERY Y XRAFEHEHRE L OW LK RERIIHE ST
WV, NRTIE, 2D O IFFEID, FEHEIT R U TR A2 320 T i B B
T b ThoTz,
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EE SN

FHTBES 2 595 K OV SUIARZ O T2 O ME R EFREROS (et (RiLES) RNET D5
BNRHD,

4.9 BERS

BOTOX O G- I1IMHRAIRFETH D | & G5&, HHA, A2 kO MHEIC
Lo TED %, BOTOX DR G L 2 2H@mEOFITFED bt Ty, BOTOX DA
%@Wiﬁiéhfmﬁw WERGOEEIL, EHET IS i%ﬁb&wo£&5&
[ON:-5-/ /A At i e 575 LA O3z B il O i J1K T O R OERR (MR A

(RSN MTﬁoxﬁ CBREWT, PERARE) B R ORBOEM E TESRI ﬁ%?é
:&o;ﬂ%®$%_waiéEEéE%ﬁﬁﬁ%%ﬁb\AM%EU@@&Wﬂ%
RIREZEBICEGT D2 &,

BEBEOEIMIHES T, 2 VETEELRFHRREE T 5, TPl & O E o fj Pk
(ZEBEAFAET 25013, B E U CREEEIIRICE D580 H D, PRI FRELA
ACTEEIE, BHEY % & Tl R ORIBIRIE S LE L 72 %,

5. FEEhIKE
5.1 F I ER R
ATC =— F : M0O3A X01. DI1AX

BOTOX OAZNA X, Clostridium botulinum HEDEABE SR TH D, ZOEHAIT. A
TR TR L O OO EANGR D, ZOEEIRIL, AT CREEE Ui
MRk ERE RN T2 EEZLND,

A B Clostridium botulinum f#% 753813, T 7 Api= U AEEMEMRIERIZE T 5 K
TeFa Y R AT S,

MWRERESEREHRNER T L. 7eFra ] OGNS X0 MR FHHEAH T
= U ARE MR ER AR SIS, AR RS O SRR R IR A UL RIS L
22720 ALHREMBE OWHRET b D (LFERERARE) o #hisET, %tuﬂ
Pl S VT AREAS R B OV BRI iOTﬁUﬁiéﬂéo%WWE%bfﬁ W 12
LA FRREROR 2N 2R L TR & B % 2 & TInOIRABIS

T ) TR EAER &9 5 BNEFHZ B W T, 50 AL > &2 Al O E &5 LB
TIXR R 4~7 » AMFEHe LT,

12~ 18 I D EFHNZ I 1T 2 JFEFEMEME 2 1HE IS kD BOTOX D B EEFAER T O R ER 1T
@%hfwéoﬁf@ﬁ%iﬁﬁ%ﬁf%ﬁf%%ﬁ@u~wﬁ®¢ﬁ%%(MMW
TR VERI OISR, ERYS, Z2erEBrge £t Lz, WRE i 3ic kit
(86.1%) KTUNHAN (82.6%) Th-ol-, #ERFITIL, 1 EIOIRHIZ DX KM 50 HL,
HEt 100 i 285 L7, Lol i@f@%g&iﬁ%i%hb&#ottb Jizhy
K@?éﬁﬁ%%T:kif%@Wo;®EWET®BUMX®ﬁM$&U§é e
SEL TR,

BOTOX 1%, THADRBEICEET 2R EEME O ZHET 5, 8 T OBF I
BTG K OV R RS 23 BRI L D RIR &N D K 912, AR SR~ DRI 5 % 4
HZ izl PARMREE IH TS 2 &k%@éhfn

SEE TR A R L CB B3, 28 AR O_— R T A L B 28 R AED 4 [mLL L §E
i (4 WFLL BEE T 2080 OBAAMN 15 B EHY . 2D 55 50%LL 3 5EE,
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EE SN

JrEEIR D5 To D18 R EE 2 2 F0FH MAHEEKFR IS W TRET Lz, ~—
AT A CHEY, SPEEEERIREERIISEHATREE L, B O 66%03 SNERITE RS & 1
EH L7,

B ORBRO “EEMRBIF IS, 12 8FE 085 HFE T BOTOX % 2 5% IF b
T B R EZ LT ORITRT,

24 BEERRIZBITEX—RT A VD DE BOTOX 77 k®R
BEE
N=688 N=696 P i

A O H % -8.4 -6.6 p<0.001
WA RE HRE O BRSO B 3K -7.7 -5.8 p<0.001
R, R EEIR OB\ B -8.2 -6.2 p<0.001
SEYR B 200N 50%080 L 7= BE OEIE (%) 47% 35% p<0.001
FF IR O RIS R 120 80 p<0.001
SEIR FAE D[R 5.2 -4.9 p=0.009
HIT-6* % =1 7 & 2f 4.8 2.4 p<0.001

*GEGA N7 N A R

RS REMN L iR LT, BHEEY T I —7 (188 ) TIHIBESEN/ NI W
Ex b,

5.2 EiypEhe
a) AR D—RREOEE -

AR Y Y R AR OBERFIED T2 0 AT OV TR OWIL - 534 - R
A+ PRI SR L Ty,

b) b M TOEYERE :

AL OME . b FERHE L7 ADMERBRITFEM L Ty, JBEETERS L
B2ZiE, BOTOX [XIFE A EEH A~/ LARNWEEZ NS, BOTOX X7 eT 7 —FIiC
IO S, OO ITEE ORERREIC LY BRSNS &b b,

5.3 ATERIR Z T — 4

T VIZ BOTOX Z HEIFNNE G Lz & 2 A, MEEE (NOEL) 1T 4~24 Hifii/kg TH
ST, PRI G1Z X D LDy X 39 Hifii/kg & S iz,

RKEE5HME

R ANTER T2 33RBR (T > b 6 » ARER, Rk L 20 BRIRBR, VL 1R
#ABR) IZBWT, NOEL & &5 BOTOX DF&EIL. T v bAS 4 Hifii/kg A, A
JLIN 8 BT /kg, VLN 4 Bifii/kg TH o7, EREHMEOER T @M R EE I
ThHoT,

BOTOX % 1 » AL LD TH G T 28R BRICB W CEBIER IR IR T2,
JRFTEME

BOTOX % U VX O IRICIES Lz & 2 A, IRUIEEREME 2 /RS9, FHEb &
BZ X722 ERB BN o7,
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EE SN

TESHIALE O 7 L b —BOS XATRIE G E BOTOX % 511213 > 7212388 H 7
W, UL, MiEEROBZEARH D,

AR

'f Tﬁ/r

SRR OITE~ 7 AR T v MIHRANER Lz L 2 A, FiZEIZXT 5 BOTOX O

NOEL % 4 Hifit/kg TH 72, BALERIEN 8 LN 16 Hifir/kg (w7 A) | &HEOEILRIE

2316 Hifirkg (7> k) TR bz, 62, BIEAEORED D 8 LT 16 Hifir/kg
(Zv ) TR,

XA HWD HERERRICBW T, 0.5 Hiir/kg/day (MEHE6~18 HH) 7Z2HWNT 4 K&
W6 Hifir/kg (MHk6~13 HH) ZEHER L&A, %t&@éﬁliﬁ%f@{ﬁfi#
O BT, AEATED 0.125 Bfii/kg/day K O 2 BT /kg BEO K RED IR 1 TIZFRO H i
7o 7Y XL BOTOX $5:12%8 9 2 B MR FEF I m W E Rt & b s,

ZNaEe X OAESHEE DX T

BOTOX % i WNTEST L 723556 OATHIZ 95 NOEL (X, KEZ v has 4 Bifir/kg, #fEZ >
R 8 Hifii/kg T o7z, MR TIIZMEREN H B AR T Lic, B2 EGL LT
Y. WEGHET > b 2 HERE TR G T v - 2 MERE) & 3 5 BROBOUTAFRIC
BEREE IR DT,

HIAE AT D FE A~ D S
7 > MzEBWT, AFEICxT D NOEL 1% 16 Hifii/kg ThH o7z, FHEEEIZKF 5 NOEL 1%
4 Hifii/kg ThHoT,

ERFEM

BOTOX iX. Ames #BR, AS52/XPRT |ZFLIEMNL A FH 2 RiTHEZLIRZS BLEaRER ) OY CHO
iz VAR 253026 < D invitro KON in vivo 3RBR 2 CTalii L7= & & AL F M 2R
9, v U A PCERERCTHYEMRAFFRMEL RS oT2,

23 AU JRME

B ERBR XN L T Zeun,

PR

BOTOX I, ¥~V AIZBWTCT YV a Xy b DO RTEMNZ R LTZ, S BT, *
JVEy N TR eiUtEE R T 2 E R LN o T,

mRE A
E e FLAIZIE BOTOX 100 BA7/mL £ CEEM KR S o7z,

6. BIFNzH>W\T
6.1 N —%&

NET VT I v
HAET B Y DL

62EED7'J"II_4

ARBRZ I L TV 2RO T, AANIMOIER LIEE L2 &,
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EE SN

6.3 HZhHARR
34

AL IE, 2~8°C THERTIUT 4 FFIXZE L TWND Z ENHER I TV D,
BAEDZOBENS, ARITEBICERTRETH D, BEHICHEHA LARWESIE, EHT
ORE R R OME AT ORREIL, FHBEOEMLTH D, HEHE., 2~8C T 24 FFfi] 2 2 TR
BLRWY (6.6HHLEBM) |

64 BT LOREE
WEJE (2~8°C) NI (5CLLT) ITRETHZ &,
L DETIEIL 6.3 THB M,

6.5 BBOHERURNEE
EFRHAEHRIITLRZIZOTH =TV —=TDT NI =T Ly — & LB
H T AN T I A>TV D,

Ny T AR
o 1007 T HUHAAYNSAT IV AREUEHALED AN -5,
o 2. 3NF6FHADD/INY T,

TRCORy 7P A ZRHRESN TV DD THARNHERH 5,
6.6 FEIE [ ONVF OB\ ook

BOTOX %, HANIC, REAIZE £ 2V IREAEFAHIR (0.9%MEL) Y 7 A7EH
R) =TT D, A T IOVOWRMER OEF RO OBRIZIE, 7T AF v 780
HEDOOWMZ AL D ETITW, WIERDN ZIENTHAIIEFD BIcE b5 L 912 L T
BLOBEYITH D, @WUREOHNIEK (FiRESH) ZHEHNRCERD, T 260
T X, SHEARNZ T L —b (70%) TR, BOTOX AN 7-H72 0 Zi & [H
FRICI U SHBIR LT 0 38 EEMT D720, il E A T IVITENZIEATDH Z L,
TGRS NA T IAZRVIAE NI WS, Y3 A TV EREETH 2L, %o
BOTOX (%, a7 538 (0 OB IR 72 CIREw 258 7e\, ifitk © BOTOX 1L,
HENZHERE 2~8C) T2AKMETRIFT LI ENTE D, ZOWMEZBE T2/ N1
T, AN IIARERERDTREET L L,

ENXATNEL TERY OFEWEETET 5,

W3 % A Rk kO H & (§i47/0.1mL)
0.5mL 20 BT
ImL 10 B
2mL 5 BT
4mL 2.5 BT
8mL 1.25 Hifif

BOTOX BH DAz B 7D THAL] X, BOTOX DHEBEEHORICHANWSERE T
HY, MORY Y XABRMANCEH TS Z LIXTE RN,

HESEESTA BT 0.1mL Th 5, BOTOX BEDMEIL., EHAEEDOEKIC L > THlHE

Thd, BRARZEETS L, RUENTIL X, BEH~OHRZELH LD 5,
ZAUE, NS WFRECIER T 2 G A ST~ DR B A M2 5 L TEHATH D,
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EE SN

RIS 5720 REH DAL T TP EOKE I Z TR UINERE L 21T 9
T, EHESRDOAAL TV, . IR USRS IONERE LT 21T 9 D, FEo T
BOTOX I%, AR L7 RIHEERVRIE (0.5%) THRIESHDHZ &,
KA OB I BRI IR DI £ 0 ICHE-» THEETHZ L,
7. TTIRAGREUSE
T
~—nuv A —FT gt
N—=J JxA, ~—BY
Ny 7 A SL71YL, UK
8. HTIRARE =
PL 00426/0074
9. MIEIAFRH AFREHH
199445 H 17 H
10. A EEOLET B

201149 H 28 H
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BOTOX® & BOTOX® Cosmetic
(Botulinum Toxin TypeA)
Purified Neurotoxin Complex

CORE DATA SHEET
version [ N EEEEEEEENE

Note: Sections 6-14 contain mandatory safety concepts
that need to beincluded in thelocal labels
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1.7. FRERHR—EX
2012 & 9 HERAE., RGeS N TW B RIFERZ S IE 72,

Oct 05 2012 12:16:26
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