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NT 201 (Fgi%E4 : B4 ~A ) 1X. KAV ® Merz Pharmaceutical GmbH (LA, Merz £1:) 734
15 L., s ¢ ki - Bge (RN HEA (European Union : EU) CORFIES : Xeomin® (FHFRFAIPE L) |
Bocouture® (EZA)] LTWD ARIARY U X A m R RN [ — K47 JAN) : A > =3Rm>Y
XA FF 2 A (IncobotulinumtoxinA) | Toh 5, Merz L%, NT 201 OAFH TORLER 72 KR Z 15
% HIYT, AT EREH R 2 x5 &3 238 [MRZ60201 3099 1 3Bk (BLF, EHA 3099 3t
B)1 ZBItA LTz, A7 7 —~HRRE L, 2017 4 | H1C Merz #: X Y NT 201 OARICIT 5
ICEIBHFE « S IRGEHEZ BUFS L, A%, EIN 3099 sBRfE R 2B E 2. ARRLEIRFEAGEHFEICE -
7o,

ATKRHFEICHIT D NT 201 ORhEE - 2R (F) 1%, [ LB Th s,

1512 [EHEORE

REfE IR, BESOR TUEE 2 £ - 72 i BRR O EHRF N 2 N 2 e & LTl 0 (aRE (R
5) oBEMHITEORREE L TAEL D MiEE = = — o VEREHO—EFETH D PV, HiEE) =
o — B SRR A OTRBE TEZ R e L TR0 . 2T X V& O OO TES 72 N FEE )
IAEICE D Z L0, I & R ARMEBIORE IIHRICESL Z L 3b 5 20 Y,

FEHE O TSR & LTIk, SEENRREL, AR T, R B, RO R E R E BT
SID, BHENREEICRDE, 7 —XARI 0 BERTA 7BRERT Y,

FEHEDIRIX, KM HIEFBEICE 5 FAXMIRERANO S F SFE 2 L-YLIZAE U S HIHEE, M
FikEE, MR EORENEETHS 0, Tibb, MEETR, MUERRE, SEMSME, ERRFRM
SE, FHEHRE. SRMEMEVIE, MR ME R ENRKER & e D23, RERMICAE U7 REHEIE B
(EE) = 2 — 1V OFEFEO—ERE TH D 7, AT O EER{K TH 2 ¥ 9 101012 x
& EDIRAEERIIAATRE N Z BT 525, KBEE O BHE D FIEAEEEIZ & WIR) 70 Hil R A #2BRJ
% 1Y, o O F B o0 JE 7 & o MBI 2R BB B — L B S BRI 72 SEBI R RE R T 03 R A
FiZRObN W, BROE#ES, FAREBOEN, BEEBOHT L5 &3 LIkic, RO
ANRA LI L DEIFOARIROFR & 720 . BEAEFBEOHIT E/e>Tnd 19,
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W, N7 o URENEE, oy ZRERENDH S 1017,

FERE XT3 2 B IEIX, RESME L RIBRIC, BEEZREME A 12X L TEn 7 a7 = U HEN
B FREIE CRVERBEICH LT, Forhalb T M oL, FHF=0 Ao 7z,
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RV Y XAFRBIEL, AU X AFHRF Z O TR A 280 2 7 v v 7 ik
Thd, UUNTKEDIREIE A. Scott 12 K-> TRHEEDIEIFRIZIGH S 4L, £ O®BRIBIMI I T
DYER L7z, AF T, OnabotulinumtoxinA Z H N5y & L7ZA K v 7 ZA®73 1996 4 10 A IZHR M
R Zoer L CkRE S AL, 2000 4F 1 I AP RIZAEIRREE, 2001 4F 6 IZRMERIHIZ 6f L TGRS 4L,
2009 LTI RREL NI O FIGREHEIZ L D R ITx L TS A IER S iz, E£72, BRAD &
OV PRI/ LT H ENERARRRBR M T30, 2010 4212 B« F R~ O@ISIE RN e STz,

R XA mFRMANC L HIEHIL, AR E T D& RE LBENICES T 50A TR, Kl
FEFR AR AL 0 AT 2 58 L CHRANZ AT HMERSH L7 = /) —VE—HF—FA L hT
0y ZICHARTERNCEETH S, /2. BV U X AHFRUFNLEBHRIEROIHERT S
2, T )= E—H =R F T a I ORETHH DS 2 T LE D 720 17,
AFTlE. TRoyal College of Physicians National Guideline 2009 20 & TX Sheean © Dt 2V % |2,
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T, OV Y FT—raiixt L, AY U XREEOHRE 7 L — g7/ L— K A & &,
TET AL LT FROEBYFEHEIN TS,

R oEREIC R LTy BB, i, R OFHERE~OR Y U X AHGROERIE, bk
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IR 2R g D SN R N TE D,
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(_fps —8A#% - 70U fh. LW - 45U 5. BaBEE 5 : 45U . BEFARIER - 50 U5, R
MIFARER - 50U/ f. BRFSIEA : 50U/ i, HARIEM : 50 U/, RRHEER - 20 Ui, FHE
WERRS : 20 U/ fh) T DICBWRB AR+ G/ TG BA T 2 LiIx TR, S6i, &5
BOIRPA Yo L7207 ATH, HRAIPUAZ BT 5 ) 27 b 5 7GR 12 B
DT DVENDY . IR ERL D & LEEBRICHIRDE & 5,
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RUUUTIE Ul 3 5- FRRFREE D ZesikMEITZ LV,

ATKGRHFEOFHIE BT o 2 [EN 3099 FER THRIMED R S 4172 NT 201 O e K% 55 400 U
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Zadedd I AR
[5.3.5.1-1]

MRZ60201 3099 1

Merz

5 1A 610
[53.4.1-1] Merz —_
BTC 60201-9901

5 1A 4 7
[5.3.4.1-2] Merz —_—
MRZ 60201-0113/1

51 AR 8 |2
[5.3.4.1-3] Merz —_
MRZ 60201-0709/1

55 T AHFAER 9 "
[5.3.5.1-2] Merz
MRZ 60201/SP/3001

o5 I FHAER 6 1
[5.3.5.1-3] Merz —_—
MRZ 60201-0410/1

B 508 (k) 9 5
[5.3.5.1-4] Merz —_—
MRZ 60201-0410/2

25 111 FH R 2 |5
[5.3.5.1-5] Merz —
MRZ 60201-0607/1

25 111 FHFER 5 9
[5.3.5.2-1] Merz ——
MRZ60201 3053 1

5 I AR AR 2t
[5.3.5.4-1] Merz —
BTC 60201-9801

5 10 FHERER 300
[5.3.5.4-2] Merz —_
MRZ 60201-0003/1

5 T FHEER 3 |4
[5.3.5.4-3] Merz —_—
MRZ 60201-0013/1

25 11 FHFER 115
[5.3.5.4-4] Merz _—
MRZ 60201/GL/3002

1521 AHICETIRFEOEE

ATl FHMERE L7ZEN 3099 3B A, 2015 4E 11 H~2018 4E 4 AT~ 7-. ¥, &
EEHE UCIRAF L2 CORRRBR L, Wb EN 3099 RERBMAANCK T LB Th -
7=
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NT 201 OBAFILIF 1L, KA D Merz #HIC L 0 B S 417z, NT 201 1%, 200545 AIZ KA YT
RANTAGR S 40, 2020 4 1 H 31 HOREATIE, KE, EU, BN (Buropean Economic
Area : EEA) %X U®, A 73 » [ETHAREINTWD, JFEIRY VX RAEIVEAIND AT
RV U XABBERNOEBAL VI EEZBRO BN, v aRY VXA RFT > A THY, 100kDa
DOES L 50kDa DEEFEHN Y AL T 4 REEAIC X » THARKEES LTV 5, NT201 (Fho A BIR Y
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FRAIEERZANTBY ., BRI AR CERAAORKIIAARERFICERL T3,

NT 201 ¢ [
| Rt EIR TSR
Tz, WHRIOBKRORBS EoRRL. 1] £ X vBta L,

NT 201 OZ&EMRERIT, REREFRSR (25°C/60%RH) | MERER (40°C/75%RH) |, FilEAER (—20°C
ROK) Z2FEHML7z, RIFERFRBREOIERROBRICESE, 25°C LUT T 3 FMOA MM
ERIE LT,

15212 FEEREKKARICET 288

NT 201 O IERERRABRIL NT 201 XX NT 101 (NT201 DFZIALS) 2 HWTER L=, NT201 &
YNT 101 OAfiiX, ~ 7 AERENEEIZ L > THIH SN LD %2 1 BT L HEL, [BFEEE
{iZ : LDU (lethal dose unit)] Xi% [Bifif : U] TRLT=,

152121  FEEHAR

hEBATHRBRIE. v~ VAR, PAVROT v b EAWTHRREER R OFHREER DL OlE
HEBREI LIz, TORR. U A TiX NT201 KUK b v 7 RO X D FFR S BB X RRE
Tholz, P/ TIE NT 201 ROR b v 7 A EIZ K A AHTEENEN D O HERI S L 5 R 02
EIIRRETHY ., BEMELZEDRFHHER LRE Th o7, 7y FTIL 3EEORAR (4—
T 74— FRRBR, BIBREFROEBIMER OV RO RIBHE) & X 2HENFFMHOMSE. NT
201 OREHEGZICHFR SN HFREIL, B&&E 26 BREZICITZR2ICEE L, 53 TH
A BERE R OREARRR EAORE TIE, BRBRE 1 BR%IC, HEROBEL RDHRHEY A X0
W, (T AR 2 T — 5 0 OBMIETNE NCAM KRR A F o Qe lfiit o & B A
NT 201 O2EEHICBW TR bz, By 26 BM%ICIX. HRMET 4 Xomd, el
BE R —7 v OEMOEFHTRBBREL 720 | MM TIES 23 HZEM HEIE Lz,
ZAMEKERRRIL, NT201 I NT 101 ZHWT, FR#EER, FRER, LLER. ROYH
{LERRA~DEETE LTz, PHRARREOMRER L LTy U R Z AV BEIFERA & 538
2B 5 —IREBE RO B HESHEAE, LMmERE LT hERG F ¥ RVERICKT D HE,
P BT 5 BEFHRARNER G X 2 0B MR O VRER SFEERBRTOME, LHEERD
DEREHE, WNCHERERE LTT v MBI 2 BEFHANEREIC X 2 ELE@XE~DORE
ZEHE L7z, Zh HRBRIL hERG F ¥ RV EBHICK T 5 ELERE GLP ICHEML L THEM L7z, &
REOMEERL 1 B OBRKEKHE (400U Ot b 60 kg #EE) F7miXEREKIEE
(400 U/mL) 2>H3ROI-RERIT, FHRBER K ORI RICOVTIX 1.3 £, LMERICOW
Tl in vitro FFH T 25 fi%. in vivo FHli T 1.8 fFLA L. HLBRICOVWTIZ 48 TH o7,
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S ENRERAZE I CT& 5 NT 201 LONNT 101 O HEIZ IS METH Y . ERREF O NT 101
PR O BRI ERT D 2 L ITEMTICEEE TH 5720, NT 201 LU NT 101 DY ERE
ARBRIXSEM L 7eh o7, NT201 OFRNES Th D NT 101 OENEREIL, A BAR Y U X AEHHZD
SCHRTE T ERBR I BT D AEWTEEN BB LT, MR ERELOEAERERD 15T k% H
WA AR BTSN Tn D A BIRY U X ZA@mFEEA (R k> 7 2K Dysport® : 4
B R F G AR Y U X AER) & RO T IR e EORE RN S NT 201 OfHA
Wi 51 OSEDENREREIL, AL ST ET SN TVWDR by 7 ACLRBREEE 2 b,

152123 HMHHR

NT 201 O FEMERHEIE ICHS6 (R1) HA KT A > &HE|Z, NT 201 L NT 101 T, —#
OIEERARRER (— MR, AR AR, RATRERER, PURMERER, ROV Mk
BR) 250 U7, FERBRIT GLP IZYEIL L C e L7, FERFMEI AT, AR OEKEIERCTH
2 ot E RN B g 2 28 . (i ZEHE. A BRI T %Eiﬁm AT, EEMEIR T, EECER,
REET., MOEERD) kO AR EOHEERNIC L 525 E L& 2 55581k (L%,
E%Tﬁ\m&\ﬁ@\WmﬁT\WW.%\&U%E)T%oﬁo$@§5ﬁﬁﬁ%®%ﬁif
RO LT TIE, ERGBFEIC L Db D EE 2 BN, BRERGRE CTHDLHANEE T,
NT 201 Z~ 7 AZHEFEE L7 & & O OESE&EIL 50 LDUKg Th - 7o, KEHKR G- EHRERT
X, BEHNLE IR o T2 B CORPFTEM. R OIERGHNL T d 2 B # 0 — R B7ERH SUTAH
DEEEIRAT DL D~ DB L A E O MR b AT AR X . PRSI 5
NWixhole, VVREFRGHEEABROBERMEREIX, 1 B0 ORKEKHE 400U (6.67 Ukg/
M) D 125U ETH T,

ERENE L O AFEMERBRIZ, ICHS6 (R1) HA RT7A4 v E2BEZTER Lo T,

ApE AT MERERIL. ICHSS (R2) A KT A it > TElE L7z, WThoikE b #lEm T
A G- R & RO LB bivTe, X2 HWIcsfbe k OVE IR £ TOMHIIIE
ANCBE T 2B CIE. BB O AT RE K OIS AL Ikt 3 2 BT bR inoTz, 7 v
MO X2 HW R - JRIICBET 23 B T, VX ICBWTIRENRBDO LN OO, M
BfE L & - RIS T 2 BT b olz, 7y MERHWIZ AR R N AER O3
AN N R OBEREIZ RIS 2 38R Ti. REEM D AR TEARRE K O AR D F AR k9 2 B 330 0
IR o T, hEEWE AW EBRIE, BEAL®% 3 Bl 7 v MEHWTER L, BEALEZD %@

(x5 MM EL 5 LDU/Kg/M (2 MR TRE 5 B E) Kiifi&é & 2 b,

JRIFTREIEIZ DWW T, 7% AW IRARE MR © ., BRI 33 2 gk ngn&
Mole, Flo, HIRNE ST X D RIEHR G5 FMERER &K OVEFER AR R, I NN
2 PR PERRER C D #5507 D PIIRELLZE 3 B AR 7 ORR A %Eﬁ%%ﬂﬁﬁ%ﬁ%#é%
FITERO Lo Tz,
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1.5.2.1.3.1 AERPHBEOBEKT—2/\v 75—

NT 201 OB BT > Tik, A TOH MAARBRMAIC LS. o PR i, BHikiEsE
ThirMerzttiTEBRENEREATH S I - =
ERMESAROHE CIT. B8 ICBVW TERLBIMARKE THRARZITV., BohBE%
BE 2 TF MHERBRORRT VA V ROBEKRT —FZ Ny r—UZ2RE L, RELE, 2B, 2O
e
- |1
I ¢ £, &R IO o0 T, 2]
4 [P A IcHEE L FRTEARZITV., BONBE 2B E X T LBIHEENS 2 61T L CRBHRIET
il YEBKT—Z NNy r—VERELE,

AEARBHBICHVWBEIRT —F Ry r—U%FK 1.52 10”7 L3k, FHEEE L LZEN 3099
ARBROWMEELLTITRT,
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AxtE T EHERRER, KO O% Ok S
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MRZ 60201-0013/1 5% (fE7E 0013 3X05R) ERIE S [5.3.5.4-3]
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MRZ 60201/GL/3002 35k 4+ GL3002 #-%k) | 25 111 #8 S [5.3.5.4-4]
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L 7= i a] #% 5505k

BTC 60201-9901 #&B& (MFESL 9901 7ER) EBRE S [5.3.4.1-1]
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1. NAME OF THE MEDICINAL PRODUCT

XEOMIN 50 units powder for solution for injection
XEOMIN 100 units powder for solution for injection
XEOMIN 200 units powder for solution for injection

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

One vial contains 50 units of Clostridium Botulinum neurotoxin type A (150 kD), free from complexing
proteins*.

One vial contains 100 units of Clostridium Botulinum neurotoxin type A (150 kD), free from
complexing proteins*.

One vial contains 200 units of Clostridium Botulinum neurotoxin type A (150 kD), free from
complexing proteins*.

*  Botulinum neurotoxin type A, purified from cultures of Clostridium Botulinum (Hall strain)

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Powder for solution for injection

White powder

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

XEOMIN is indicated for the symptomatic treatment of blepharospasm, cervical dystonia of a
predominantly rotational form (spasmodic torticollis) and spasticity of the upper limb in adults.

4.2 Posology and method of administration

Due to unit differences in the potency assay, unit doses for XEOMIN are not interchangeable with
those for other preparations of Botulinum toxin type A.

For detailed information regarding clinical studies with XEOMIN in comparison to conventional
Botulinum toxin type A complex (900 kD), see section 5.1.

General
XEOMIN may only be administered by physicians with suitable qualifications and the requisite
experience in the application of Botulinum toxin type A.

The optimum dose, frequency and number of injection sites in the treated muscle should be determined
by the physician individually for each patient. A titration of the dose should be performed.

Posology

Blepharospasm

The initial recommended dose is 1.25 to 2.5 units per injection site. The initial dose should not exceed
25 units per eye. Total dosing should not exceed 100 units every 12 weeks. Treatment intervals should
be determined based on the actual clinical need of the individual patient.



The median time to first onset of effect is observed within four days after injection. The effect of a
XEOMIN treatment generally lasts approximately 3-4 months, however, it may last significantly longer
or shorter. The treatment can be repeated if required.

At repeat treatment sessions, the dose may be increased up to two-fold if the response to the initial
treatment is considered insufficient. However, there appears to be no additional benefit obtainable from
injecting more than 5.0 units per site.

Spasmodic torticollis

In the management of spasmodic torticollis, XEOMIN dosing must be tailored to the individual patient,
based on the patient’s head and neck position, location of possible pain, muscle hypertrophy, patient’s
body weight, and response to the injection.

No more than 200 units should be injected for the first course of therapy, with adjustments made in the
subsequent courses depending on the response. A total dose of 300 units at any one session should not be
exceeded. No more than 50 units should be administered at any one injection site.

The median first onset of effect is observed within seven days after injection. The effect of a XEOMIN
treatment generally lasts approximately 3-4 months, however, it may last significantly longer or shorter.
Treatment intervals of less than 10 weeks are not recommended. Treatment intervals should be
determined based on the actual clinical need of the individual patient.

Spasticity of the upper limb

The exact dose and number of injection sites should be tailored to the individual patient based on the size,
number and location of muscles involved, the severity of spasticity, and the presence of local muscle
weakness.

Recommended treatment doses per muscle:

Clinical Pattern Units (Range) Number of
Muscle injection sites
per muscle
Flexed Wrist
Flexor carpi radialis 25-100 1-2
Flexor carpi ulnaris 20-100 1-2
Clenched Fist
Flexor digitorum superficialis ~ 25-100 2
Flexor digitorum profundus 25-100 2
Flexed Elbow
Brachioradialis 25-100 1-3
Biceps 50-200 14
Brachialis 25-100 1-2
Pronated Forearm
Pronator quadratus 10-50 1
Pronator teres 25-75 1-2
Thumb-in-Palm
Flexor pollicis longus 10-50 1
Adductor pollicis 5-30 1
Flexor pollicis brevis/ 5-30 1
Opponens pollicis
Internally rotated/extended/adducted Shoulder
Deltoideus, pars clavicularis 20-150 1-3
Latissimus dorsi 25-150 1-4
Pectoralis major 20-200 1-6



Subscapularis 15-100 14
Teres major 20-100 1-2

The maximum total dose for the treatment of upper limb spasticity should not exceed 500 units per
treatment session, and no more than 250 units should be administered to the shoulder muscles.

Patients reported the onset of action 4 days after treatment. The maximum effect as an improvement of
muscle tone was perceived within 4 weeks. In general, the treatment effect lasted 12 weeks, however, it
may last significantly longer or shorter. Repeated treatment should generally be no more frequent than
every 12 weeks. Treatment intervals should be determined based on the actual clinical need of the
individual patient.

All indications

If no treatment effect occurs within one month after the initial injection, the following measures should

be taken:

- Clinical verification of the neurotoxin effect on the injected muscle: e.g. an electromyographic
investigation in a specialised facility

- Analysis of the reasons for non-response, e.g. poor isolation of the muscles intended to be injected,
too low dose, poor injection technique, fixed contracture, too weak antagonist, possible
development of antibodies

- Review of Botulinum neurotoxin type A treatment as an adequate therapy

- If no adverse reactions have occurred during the initial treatment, an additional course of
treatment can be performed under the following conditions: 1) dose adjustment with regard to
analysis of the most recent therapy failure, 2) localisation of the involved muscles with techniques
such as electromyographic guidance, 3) the recommended minimum interval between the initial
and repeat treatment is followed

Paediatric population

The safety and efficacy of XEOMIN in children and adolescents aged 0-17 years has not yet been
established. XEOMIN is thus not recommended in the paediatric population until further data become
available.

Method of administration

All indications

For instructions on reconstitution of the medicinal product before administration and for instructions on
disposal of the vials, see section 6.6. After reconstitution, XEOMIN should be used for only one
injection session and for only one patient.

Reconstituted XEOMIN is intended for intramuscular injection.

Blepharospasm

After reconstitution, the XEOMIN solution is injected using a suitable sterile needle

(e.g. 27-30 gauge/0.30-0.40 mm diameter/12.5 mm length). Electromyographic guidance is not
necessary. An injection volume of approximately 0.05 to 0.1 ml is recommended.

XEOMIN is injected into the medial and lateral orbicularis oculi muscle of the upper lid and the lateral
orbicularis oculi muscle of the lower lid. Additional sites in the brow area, the lateral orbicularis oculi
muscle and in the upper facial area may also be injected if spasms here interfere with vision.

Spasmodic torticollis

A suitable sterile needle (e.g. 25-30 gauge/0.30-0.50 mm diameter/37 mm length) is used for injections
into superficial muscles, and an e.g. 22 gauge/0.70 mm diameter/75 mm length needle may be used for
injections into deeper musculature. An injection volume of approximately 0.1 to 0.5 ml per injection site
is recommended.

In the management of spasmodic torticollis, XEOMIN is injected into the sternocleidomastoid, levator
scapulae, scalenus, splenius capitis, and/or the trapezius muscle(s). This list is not exhaustive as any of
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the muscles responsible for controlling head position may be involved and therefore require treatment. If
difficulties arise isolating single muscles, injections should be performed using techniques such as
electromyographic guidance or ultrasound. The muscle mass and the degree of hypertrophy or atrophy
are factors to be taken into consideration when selecting the appropriate dose.

Multiple injection sites permit XEOMIN more uniform coverage of the innervated areas of the dystonic
muscle and are especially useful in larger muscles. The optimum number of injection sites depends on
the size of the muscle to be chemically denervated.

The sternocleidomastoid should not be injected bilaterally as there is an increased risk of adverse
reactions (in particular dysphagia) when bilateral injections or doses in excess of 100 U are administered
into this muscle.

Spasticity of the upper limb

Reconstituted XEOMIN is injected using a suitable sterile needle (e.g. 26 gauge/0.45 mm
diameter/37 mm length, for superficial muscles and a longer needle, e.g. 22 gauge/0.7 mm
diameter/75 mm length, for deeper musculature).

Localisation of the involved muscles with techniques such as electromyographic guidance or ultrasound
is recommended in case of any difficulty in isolating the individual muscles. Multiple injection sites may
allow XEOMIN to have more uniform contact with the innervation areas of the muscle and are
especially useful when larger muscles are injected.

4.3 Contraindications

o Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.
o Generalised disorders of muscle activity (e.g. myasthenia gravis, Lambert-Eaton syndrome).
o Infection or inflammation at the proposed injection site.

4.4 Special warnings and precautions for use

General
Prior to administering XEOMIN, the physician must familiarise himself/herself with the patient’s
anatomy and any alterations to the anatomy due to prior surgical procedures.

Care should be taken to ensure that XEOMIN is not injected into a blood vessel. For the treatment of
cervical dystonia and spasticity, XEOMIN should be injected carefully when injecting at sites close to
sensitive structures such as the carotid artery lung apices and oesophagus.

XEOMIN should be used with caution:
o if bleeding disorders of any type exist

o in patients receiving anticoagulant therapy or other substances that could have an anticoagulant
effect.

The recommended single doses of XEOMIN should not be exceeded.

Previously akinetic or sedentary patients should be reminded to gradually resume activities following the
injection of XEOMIN.

The clinical effects of Botulinum neurotoxin type A may increase or decrease by repeated injections.
The possible reasons for changes in clinical effects are different techniques of reconstitution, the chosen
injection intervals, the injected muscles and marginally varying toxin activity resulting from the
biological testing procedure employed or secondary non-response.
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Local and distant spread of toxin effect

Undesirable effects may occur from misplaced injections of Botulinum neurotoxin type A that
temporarily paralyse nearby muscle groups. Large doses may cause paralysis in muscles distant form the
injection site.

There have been reports of undesirable effects that might be related to the spread of Botulinum toxin
type A to sites distant from the injection site (see section 4.8). Some of these can be life threatening and
there have been reports of death, which in some cases was associated with dysphagia, pneumonia and/or
significant debility.

Dysphagia has also been reported following injection to sites other than the cervical musculature.

Pre-existing neuromuscular disorders

Patients treated with therapeutic doses may experience excessive muscle weakness. Patients with
neuromuscular disorders may be at increased risk of excessive muscle weakness. The Botulinum toxin
type A 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 occur.

XEOMIN should be used with caution:

o in patients suffering from amyotrophic lateral sclerosis
o in patients with other diseases which result in peripheral neuromuscular dysfunction
o in targeted muscles which display pronounced weakness or atrophy

Hypersensitivity reactions

Hypersensitivity reactions have been reported with Botulinum neurotoxin type A products. If serious
(e.g. anaphylactic reactions) and/or immediate hypersensitivity reactions occur, appropriate medical
therapy should be instituted.

Antibody formation

Too frequent doses may increase the risk of antibody formation, which can result in treatment failure
(see section 4.2).

The potential for antibody formation may be minimised by injecting with the lowest effective dose at the
longest intervals between injections as clinically indicated.

Indications

Blepharospasm

Injections near the levator palpebrae superioris should be avoided to reduce the occurrence of ptosis.
Diplopia may develop as a result of Botulinum neurotoxin type A diffusion into the inferior oblique.
Avoiding medial injections into the lower lid may reduce this adverse reaction.

Because of the anticholinergic effect of Botulinum neurotoxin type A, XEOMIN should be used with
caution in patients at risk of developing a narrow angle glaucoma.

In order to prevent ectropion, injections into the lower lid area should be avoided, and vigorous treatment
of any epithelial defect is necessary. This may require protective drops, ointments, soft bandage contact
lenses, or closure of the eye by patching or similar means.

Reduced blinking following XEOMIN injection into the orbicularis muscle can lead to corneal exposure,
persistent epithelial defects and corneal ulceration, especially in patients with cranial nerve disorders
(facial nerve). Careful testing of corneal sensation should be performed in patients with previous eye
operations.



Ecchymosis easily occurs in the soft tissues of the eyelid. Immediate gentle pressure at the injection site
can limit that risk.

Spasmodic torticollis

Patients should be informed that injections of XEOMIN for the management of spasmodic torticollis
may cause mild to severe dysphagia with the risk of aspiration and dyspnoea. Medical intervention may
be necessary (e.g. in the form of a gastric feeding tube) (see also section 4.8). 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 require bilateral injections into the
sternocleidomastoid muscles are at greater risk. The occurrence of dysphagia is attributable to the spread
of the pharmacological effect of XEOMIN as the result of the neurotoxin spread into the oesophageal
musculature.

Spasticity of the upper limb

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

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 Botulinum toxin injection has not
been established.

4.5 Interaction with other medicinal products and other forms of interaction
No drug interaction studies have been performed.

Theoretically, the effect of Botulinum neurotoxin may be potentiated by aminoglycoside antibiotics or
other medicinal products that interfere with neuromuscular transmission, e.g. tubocurarine-type muscle
relaxants.

Therefore, the concomitant use of XEOMIN with aminoglycosides or spectinomycin requires special
care. Peripheral muscle relaxants should be used with caution, if necessary reducing the starting dose of
relaxant, or using an intermediate-acting substance such as vecuronium or atracurium rather than
substances with longer lasting effects.

4-Aminoquinolines may reduce the effect of XEOMIN.

4.6 Fertility, pregnancy and lactation

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

in animals have shown reproductive toxicity (see section 5.3). The potential risk for humans is
unknown. Therefore, XEOMIN should not be used during pregnancy unless clearly necessary and unless
the potential benefit justifies the risk.

Breast-feeding
It is unknown whether Botulinum neurotoxin type A is excreted into breast milk. Therefore, XEOMIN

should not be used during breast-feeding.

Fertility
There are no clinical data from the use of Botulinum neurotoxin type A. No adverse effects on male or
female fertility were detected in rabbits (see section 5.3).
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4.7 Effects on ability to drive and use machines

XEOMIN has a minor or moderate influence on the ability to drive and use machines. Patients should
be counselled that if asthenia, muscle weakness, dizziness, vision disorders or drooping eyelids occur,
they should avoid driving or engaging in other potentially hazardous activities.

4.8 Undesirable effects

Usually, undesirable effects are observed within the first week after treatment and are temporary in
nature. Undesirable effects may be related to the active substance, the injection procedure, or both.

Undesirable effects independent from indication

Application related undesirable effects

Localised pain, inflammation, paraesthesia, hypoaesthesia, tenderness, swelling, oedema, erythema,
itching, localised infection, haematoma, bleeding and/or bruising may be associated with the injection.
Needle related pain and/or anxiety may result in vasovagal responses, including transient symptomatic
hypotension, nausea, tinnitus, and syncope.

Undesirable effects of the substance class Botulinum toxin type A
Localised muscle weakness is one expected pharmacological effect of Botulinum toxin type A.

Toxin spread

Undesirable effects related to spread of toxin distant from the site of administration have been reported
very rarely to produce symptoms consistent with Botulinum toxin type A effects (excessive muscle
weakness, dysphagia, and aspiration pneumonia with a fatal outcome in some cases) (see section 4.4).

Hypersensitivity reactions

Serious and/or immediate hypersensitivity reactions including anaphylaxis, serum sickness, urticaria, soft
tissue oedema, and dyspnoea have been rarely reported. Some of these reactions have been reported
following the use of conventional Botulinum toxin type A complex either alone or in combination with
other agents known to cause similar reactions.

Undesirable effects dependent on indication

Spasmodic torticollis

The management of spasmodic torticollis may cause dysphagia with varying degrees of severity with the
potential for aspiration which may require medical intervention. Dysphagia may persist for two to three
weeks after injection, but has been reported in one case to last five months.

Undesirable effects from clinical experience

Based on clinical experience, information on the frequency of adverse reactions for the individual
indications is given below. The frequency categories are 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); not known (cannot be estimated from the available data).

Blepharospasm
The following adverse reactions were reported with XEOMIN:

Nervous system disorders
Common: Headache, facial paresis

Eye disorders
Very Common: Eyelid ptosis, dry eyes
Common: Vision blurred, visual impairment, diplopia, lacrimation increased



Gastrointestinal disorders
Common: Dry mouth, dysphagia

Skin and subcutaneous tissue disorders
Uncommon: Rash

General disorders and administration site conditions
Common: Injection site pain, fatigue

Musculoskeletal and connective tissue disorders
Common: Muscular weakness

Spasmodic torticollis
The following adverse reactions were reported with XEOMIN:

Nervous system disorders
Common: Headache, presyncope, dizziness
Uncommon: Speech disorder

Respiratory, thoracic and mediastinal disorders
Uncommon: Dysphonia, dyspnoea

Gastrointestinal disorders
Very common: Dysphagia
Common: Dry mouth, nausea

Skin and subcutaneous tissue disorders
Common: Hyperhidrosis
Uncommon: Rash

Musculoskeletal and connective tissue disorders
Common: Neck pain, muscular weakness, myalgia, muscle spasms, musculoskeletal
stiffness

General disorders and administration site conditions
Common: Injection site pain, asthenia

Infections and infestations
Common: Upper respiratory tract infection

Spasticity of the upper limb
The following adverse reactions were reported with XEOMIN:

Nervous system disorders
Uncommon: Headache, hypoaesthesia

Gastrointestinal disorders
Common: Dry mouth
Uncommon: Dysphagia, nausea

Musculoskeletal and connective tissue disorders
Uncommon: Muscular weakness, pain in extremity, myalgia

General disorders and administration site conditions
Uncommon: Asthenia
Unknown: Injection site pain
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Some of these undesirable effects may be disease related.

Post-Marketing Experience
Flu-like symptoms and hypersensitivity reactions like swelling, oedema (also distant from injection
site), erythema, pruritus, rash (local and generalised) and breathlessness have been reported.

Reporting of suspected adverse reactions

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

4.9 Overdose

Symptoms of overdose

Increased doses of Botulinum neurotoxin type A may result in pronounced neuromuscular paralysis
distant from the injection site with a variety of symptoms. Symptoms may include general weakness,
ptosis, diplopia, breathing difficulties, speech difficulties, paralysis of the respiratory muscles or
swallowing difficulties which may result in aspiration pneumonia.

Measures in cases of overdose

In the event of overdose the patient should be medically monitored for symptoms of excessive muscle
weakness or muscle paralysis. Symptomatic treatment may be necessary. Respiratory support may be
required if paralysis of the respiratory muscles occurs.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties

Pharmacotherapeutic group: other muscle relaxants, peripherally acting agents,
ATC code: MO3AXO01

Botulinum neurotoxin type A blocks cholinergic transmission at the neuromuscular junction by
inhibiting the release of acetylcholine. The nerve terminals of the neuromuscular junction no longer
respond to nerve impulses, and secretion of the neurotransmitter at the motor endplates is prevented
(chemical denervation). Recovery of impulse transmission is re-established by the formation of new
nerve terminals and reconnection with the motor endplates.

Mechanism of action
The mechanism of action by which Botulinum neurotoxin type A exerts its effects on cholinergic
nerve terminals can be described by a four-step sequential process which includes the following steps:

o Binding: The heavy chain of Botulinum neurotoxin type A binds with exceptionally high
selectivity and affinity to receptors only found on cholinergic terminals.

o Internalisation: Constriction of the nerve terminal’s membrane and absorption of the toxin into the
nerve terminal (endocytosis).

. Translocation: The amino-terminal segment of the neurotoxin’s heavy chain forms a pore in the
vesicle membrane, the disulphide bond is cleaved and the neurotoxin’s light chain passes through
the pore into the cytosol.

o Effect: After the light chain is released, it very specifically cleaves the target protein (SNAP 25)
that is essential for the release of acetylcholine.

Complete recovery of endplate function/impulse transmission after intramuscular injection normally
occurs within 3-4 months as nerve terminals sprout and reconnect with the motor endplate.
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Results of the clinical studies

Therapeutic equivalence of XEOMIN as compared to the comparator product Botox containing the
Botulinum toxin type A complex (onabotulinumtoxinA, 900 kD) was shown in two comparative
single-dosing Phase III studies, one in patients with blepharospasm (study MRZ 60201-0003, n=300)
and one in patients with cervical dystonia (study MRZ 60201-0013, n=463). Study results also suggest
that XEOMIN and this comparator product have a similar efficacy and safety profile in patients with
blepharospasm or cervical dystonia when used with a dosing conversion ratio of 1:1 (see section 4.2).

Blepharospasm

XEOMIN has been investigated in a Phase III, randomised, double-blind, placebo-controlled, multi-
center trial in a total of 109 patients with blepharospasm. Patients had a clinical diagnosis of benign
essential blepharospasm, with baseline Jankovic Rating Scale (JRS) Severity subscore > 2, and a
stable satisfactory therapeutic response to previous administrations of Botox (onabotulinumtoxinA ).
Patients were randomised (2:1) to receive a single administration of XEOMIN (n=75) or placebo
(n=34) at a dose that was similar (+/- 10 %) to the 2 most recent Botox injection sessions prior to study
entry. The highest dose permitted in this study was 50 units per eye; the mean XEOMIN dose was

32 units per eye.

The primary efficacy endpoint was the change in the JRS Severity subscore from baseline to Week 6
post-injection, in the intent-to-treat (ITT) population, with missing values replaced by the patient’s most
recent value (last observation carried forward). In the ITT population, the difference between the
XEOMIN group and the placebo group in the change of the JRS Severity subscore from baseline to
Week 6 was -1.0 (95 % CI -1.4; -0.5) points and statistically significant (p<<0.001).

Patients could continue with the Extension Period if a new injection was required. The patients received
up to five injections of XEOMIN with a minimum interval between two injections of at least six weeks
(48-69 weeks total study duration and a maximum dose of 50 units per eye. Over the entire study, the
median injection interval in subjects treated with NT 201 ranged between 10.14 (1% interval) and

12.00 weeks (2™ to 5" interval).

Spasmodic torticollis

XEOMIN has been investigated in a Phase III, randomised, double-blind, placebo-controlled, multi-
center trial in a total of 233 patients with cervical dystonia. Patients had a clinical diagnosis of
predominantly rotational cervical dystonia, with baseline Toronto Western Spasmodic Torticollis
Rating Scale (TWSTRS) total score > 20. Patients were randomised (1:1:1) to receive a single
administration of XEOMIN 240 units (n=81), XEOMIN 120 units (n=78), or placebo (n=74).The
number and sites of the injections were to be determined by the Investigator.

The primary efficacy variable was the LS mean change from Baseline to Week 4 following injection in
the TWSTRS-Total score, in the Intent-to-Treat (ITT) Population with missing values replaced by the
patient’s baseline value (full statistical model). The change in TWSTRS-Total score from Baseline to
Week 4 was significantly greater in the NT 201 groups, compared with the change in the placebo group
(p<0.001 across all statistical models). These differences were also clinically meaningful: e.g. -9.0 points
for 240 units vs. placebo, and -7.5 points for 120 units vs. placebo in the full statistical model.

Patients could continue with the Extension Period if a new injection was required. The patients received
up to five injections of 120 units or 240 units of XEOMIN with a minimum interval between two
injections of at least six weeks (48-69 weeks total study duration). Over the entire study, the median
injection interval in subjects treated with NT 201 ranged between 10.00 (1% interval) and 13.14 weeks
(3" and 6™ interval).

Spasticity of the upper limb

In the pivotal study (double-blind, placebo-controlled, multicentre) conducted in patients with post-
stroke spasticity of the upper limb, 148 patients were randomised to receive XEOMIN (n=73) or Placebo
(n=75) in accordance with the dose recommendations for initial treatment presented in section 4.2 of the
SmPC. The cumulative dose after up to 6 repeated treatments in a clinical trial was in average 1333 units
(maximum 2395 units) over a period of up to 89 weeks.

As determined for the primary efficacy parameter (response rates for the wrist flexors Ashworth Scale

score at Week 4, response defined as improvement of at least 1-point in the 5-point Ashworth Scale
score), patients treated with XEOMIN (response rate: 68.5 %) had a 3.97 fold higher chance of being
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responders relative to patients treated with placebo (response rate: 37.3 %; 95 % CI: 1.90 to 8.30;
p<0.001, ITT population).

This fixed dose study was not designed to differentiate between female and male patients, nevertheless in
a post-hoc analysis the response rates were higher in female (89.3 %) compared to male (55.6 %)
patients, the difference being statistically significant for women only. However, in male patients
response rates in Ashworth Scale after 4 weeks in XEOMIN treated patients were consistently higher in
all muscle groups treated compared to placebo.

Responder rates were similar in men compared to women in the open label extension period of the
pivotal study (flexible dosing was possible in this trial period) in which 145 patients were enrolled and
up to 5 injection cycles were performed, as well as in the observer-blind study (EudraCT Number 2006-
003036-30) in which efficacy and safety of XEOMIN in two different dilutions in 192 patients were
assessed in patients with upper limb spasticity of diverse aetiology.

Another double-blind, placebo-controlled Phase III clinical trial enrolled a total of 317 treatment-naive
patients with spasticity of the upper limb who were at least three months post-stroke. During the Main
Period a fixed total dose of XEOMIN (400 units) was administered intramuscularly to the defined
primary target clinical pattern chosen from among the flexed elbow, flexed wrist, or clenched fist
patterns and to other affected muscle groups (n=210). The confirmatory analysis of the primary and
co-primary efficacy variables at week 4 post-injection demonstrated statistically significant
improvements in the responder rate of the Ashworth score, or changes from baseline in the Ashworth
score and the Investigator's Global Impression of Change.

296 treated patients completed the Main Period and participated in the first Open-label Extension
(OLEX) cycle. During the Extension Period patients received up to three injections. Each OLEX cycle
consisted of a single treatment session (400 units of XEOMIN total dose, distributed flexibly among
all affected muscles) followed by a 12 week observation period. The overall study duration was

48 weeks.

Treatment of shoulder muscles was investigated in an open-label Phase III study which included

155 patients with a clinical need for treatment of combined upper and lower limb spasticity. The study
protocol allowed for administration of doses up to 600 units of XEOMIN to the upper limb.

This study showed a positive relationship between increasing doses of XEOMIN and improvement of
the patients’ condition as assessed by Ashworth Scale and other efficacy variables without
compromising the patients’ safety or the tolerability of XEOMIN.

Paediatric population

The European Medicines Agency has waived the obligation to submit the results of studies with
XEOMIN in all subsets of the paediatric population in the treatment of dystonia and in infants and
toddlers from 0-24 months in the treatment of muscle spasticity (see section 4.2 for information on
paediatric use).

5.2 Pharmacokinetic properties

General characteristics of the active substance

Classic kinetic and distribution studies cannot be conducted with Botulinum neurotoxin type A because
the active substance is applied in such small quantities (picograms per injection) and binds rapidly and
irreversibly to the cholinergic nerve terminals.

Native Botulinum toxin type A is a high molecular weight complex which, in addition to the
neurotoxin (150 kD), contains other non-toxic proteins, like haemagglutinins and non-haemagglutinins.
In contrast to conventional preparations containing the Botulinum toxin type A complex, XEOMIN
contains pure (150 kD) neurotoxin because it is free from complexing proteins and thus has a low
foreign protein content. The foreign protein content administered is considered as one of the factors for
secondary therapy failure.
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Botulinum neurotoxin type A has been shown to undergo retrograde axonal transport after
intramuscular injection. However, retrograde transsynaptic passage of active Botulinum neurotoxin
type A into the central nervous system has not been found at therapeutically relevant doses.

Receptor-bound Botulinum neurotoxin type A is endocytosed into the nerve terminal prior to reaching
its target (SNAP 25) and is then degraded intracellularly. Free circulating Botulinum neurotoxin

type A molecules, which have not bound to presynaptic cholinergic nerve terminal receptors, are
phagocytosed or pinocytosed and degraded like any other free circulating protein.

Distribution of the active substance in patients
Human pharmacokinetic studies with XEOMIN have not been performed for the reasons detailed above.

5.3  Preclinical safety data

Non-clinical data reveal no special hazard for humans based on conventional studies of cardiovascular
and intestinal safety pharmacology.

The findings from repeated-dose toxicity studies on the systemic toxicity of XEOMIN in animals were
mainly related to its pharmacodynamic action, i.e. atony, paresis and atrophy of the injected muscle.

No evidence of local intolerability was noted. Reproductive toxicity studies with XEOMIN did neither
show adverse effects on male or female fertility in rabbits nor direct effects on embryo-foetal or on pre-
and postnatal development in rats and/or rabbits. However, the administration of XEOMIN at daily,
weekly or biweekly intervals in embryotoxicity studies at dose levels exhibiting maternal body weight
reductions increased the number of abortions in rabbits and slightly decreased foetal body weight in rats.
Continuous systemic exposure of the dams during the (unknown) sensitive phase of organogenesis as a
pre-requisite for the induction of teratogenic effects cannot necessarily be assumed in these studies.

Accordingly, safety margins with regard to clinical therapy were generally low in terms of high clinical
doses.

No genotoxicity or carcinogenicity studies have been conducted with XEOMIN.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Human albumin
Sucrose

6.2 Incompatibilities

This medicinal product must not be mixed with other medicinal products except those mentioned in
section 6.6.

6.3  Shelf life

XEOMIN 50 units powder for solution for injection: 3 years
XEOMIN 100 units powder for solution for injection: 4 years
XEOMIN 200 units powder for solution for injection: 3 years

Reconstituted solution
Chemical and physical in-use stability has been demonstrated for 24 hours at 2 °C to 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

14

17



be longer than 24 hours at 2 °C to 8 °C, unless reconstitution has taken place in controlled and validated
aseptic conditions.

6.4  Special precautions for storage

Do not store above 25 °C.

For storage conditions after reconstitution of the medicinal product, see section 6.3.

6.5 Nature and contents of container

Vial (type 1 glass) with a stopper (bromobutyl rubber) and tamper-proof seal (aluminium).

XEOMIN 50 units powder for solution for injection: Pack sizes of 1, 2, 3 or 6 vials
XEOMIN 100 units powder for solution for injection: Pack sizes of 1, 2, 3, 4 or 6 vials
XEOMIN 200 units powder for solution for injection: Pack sizes of 1, 2, 3, 4 or 6 vials

Not all pack sizes may be marketed.
6.6  Special precautions for disposal and other handling

Reconstitution

XEOMIN is reconstituted prior to use with sodium chloride 9 mg/ml (0.9 %) solution for injection.
Reconstitution and dilution should be performed in accordance with good clinical practice guidelines,
particularly with respect to asepsis.

It is good practice to reconstitute the vial contents and prepare the syringe over plastic-lined paper towels
to catch any spillage. An appropriate amount of sodium chloride solution (see dilution table) is drawn up
into a syringe. A 20-27 gauge short bevel needle is recommended for reconstitution. After vertical
insertion of the needle through the rubber stopper, the solvent is injected gently into the vial in order to
avoid foam formation. The vial must be discarded if the vacuum does not pull the solvent into the vial.
Remove the syringe from the vial and mix XEOMIN with the solvent by carefully swirling and
inverting/flipping the vial — do not shake vigorously. If needed, the needle used for reconstitution
should remain in the vial and the required amount of solution should be drawn up with a new sterile
syringe suitable for injection.

Reconstituted XEOMIN is a clear, colourless solution.

XEOMIN must not be used if the reconstituted solution has a cloudy appearance or contains floccular
or particulate matter.
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Care should be taken to use the correct diluent volume for the presentation chosen to prevent accidental
overdose. If different vial sizes of XEOMIN 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 XEOMIN 50 units, XEOMIN 100 units and XEOMIN
200 units. Each syringe should be labelled accordingly.

Possible dilutions for XEOMIN 50, 100, and 200 units are indicated in the following table:

Solvent added
Resulting dose (sodium chloride 9 mg/ml (0.9 %) solution for injection)
(in units per 0.1 ml)
Vial with 50 units Vial with 100 units Vial with 200 units
20 units 0.25 ml 0.5ml 1 ml
10 units 0.5ml 1 ml 2 ml
8 units 0.625 ml 1.25 ml 25ml
5 units 1 ml 2 ml 4 ml
4 units 1.25 ml 25ml 5 ml
2.5 units 2 ml 4 ml Not applicable
2 units 2.5 ml 5 ml Not applicable
1.25 units 4 ml Not applicable Not applicable

Any solution for injection that has been stored for more than 24 hours as well as any unused solution for
injection should be discarded.

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

Any unused vials or remaining solution in the vial and/or syringes should be autoclaved. Alternatively,
the remaining XEOMIN can be inactivated by adding one of the following solutions: 70 % ethanol,

50 % isopropanol, 0.1 % SDS (anionic detergent), diluted sodium hydroxide solution (0.1 N NaOH), or
diluted sodium hypochlorite solution (at least 0.1 % NaOCl).

After inactivation used vials, syringes and materials should not be emptied and must be discarded into
appropriate containers and disposed of in accordance with local requirements.

Recommendations should any incident occur during the handling of Botulinum toxin type A

o Any spills of the product must be wiped up: either using absorbent material impregnated with any
of the above listed solutions in case of the powder, or with dry, absorbent material in case of
reconstituted product.

o The contaminated surfaces should be cleaned using absorbent material impregnated with any of
the above solutions, then dried.

o If a vial is broken, proceed as mentioned above by carefully collecting the pieces of broken glass
and wiping up the product, avoiding any cuts to the skin.

o If the product comes into contact with skin, rinse the affected area abundantly with water.

. If product gets into the eyes, rinse thoroughly with plenty of water or with an ophthalmic eyewash
solution.

. If product comes into contact with a wound, cut or broken skin, rinse thoroughly with plenty of

water and take the appropriate medical steps according to the dose injected.

These instructions for use, handling and disposal should be strictly followed.

7. MARKETING AUTHORISATION HOLDER

[To be completed nationally]
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8. MARKETING AUTHORISATION NUMBER(S)

[To be completed nationally]

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

[To be completed nationally]

10. DATE OF REVISION OF THE TEXT

MM/YYYY}
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON XEOMIN 50 units or 100 units or 200 units

1. NAME OF THE MEDICINAL PRODUCT

XEOMIN 50 units powder for solution for injection

XEOMIN 100 units powder for solution for injection

XEOMIN 200 units powder for solution for injection

Clostridium Botulinum neurotoxin type A (150 kD), free from complexing proteins

2. STATEMENT OF ACTIVE SUBSTANCE(S)

One vial contains 50 units of Clostridium Botulinum neurotoxin type A (150 kD), free from
complexing proteins.

One vial contains 100 units of Clostridium Botulinum neurotoxin type A (150 kD), free from
complexing proteins.

One vial contains 200 units of Clostridium Botulinum neurotoxin type A (150 kD), free from
complexing proteins.

3. LIST OF EXCIPIENTS

Human albumin, sucrose

4. PHARMACEUTICAL FORM AND CONTENTS

Powder for solution for injection
1 vial

2 vials

3 vials

4 vials

6 vials

5. METHODS AND ROUTE(S) OF ADMINISTRATION

Intramuscular use.
Read the package leaflet before use.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED
OUT OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

7. OTHER SPECIAL WARNING(S), IF NECESSARY
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8. EXPIRY DATE

EXP: MM/YYYY
After reconstitution: Please refer to the package leaflet.

9. SPECIAL STORAGE CONDITIONS

Do not store above 25 °C.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL
PRODUCTS OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL
PRODUCTS, IF APPROPRIATE

Disposal: read package leaflet.

‘ 11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

[To be completed nationally]

‘ 12. MARKETING AUTHORISATION NUMBER(S)

[To be completed nationally]

| 13. BATCH NUMBER

Lot:

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

[To be completed nationally]

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Justification for not including Braille accepted

‘ 17.  UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

‘ 18. UNIQUE IDENTIFIER — HUMAN READABLE DATA

PC:
SN:
NN:

20



MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING
UNITS

VIAL LABEL XEOMIN 50 units or 100 units or 200 units

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF
ADMINISTRATION

XEOMIN 50 units powder for injection

XEOMIN 100 units powder for injection

XEOMIN 200 units powder for injection

Clostridium Botulinum neurotoxin type A (150 kD), free from complexing proteins

IM

2. METHOD OF ADMINISTRATION

Read the package leaflet before use.

3. EXPIRY DATE

EXP: MM/YYYY

4. BATCH NUMBER

Lot:

5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

50 units
100 units
200 units

6. OTHER
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Package leaflet: Information for the user
XEOMIN 50 units powder for solution for injection
XEOMIN 100 units powder for solution for injection
XEOMIN 200 units powder for solution for injection

Clostridium Botulinum neurotoxin type A (150 kD), free from complexing proteins

Read all of this leaflet carefully before you start using this medicine because it contains
important information for you.

o Keep this leaflet. You may need to read it again.
o If you have any further questions, ask your doctor, pharmacist or nurse.
o If you get any side effects, talk to your doctor, pharmacist or nurse. This includes any possible

side effects not listed in this leaflet. See section 4.

What is in this leaflet:

1. What XEOMIN is and what it is used for

2. What you need to know before XEOMIN is used
3. How to use XEOMIN

4, Possible side effects

5. How to store XEOMIN

6. Contents of the pack and other information

1. What XEOMIN is and what it is used for
XEOMIN is a medicine that relaxes the muscles.

XEOMIN is used for the treatment of the following conditions in adults:
o eyelid spasm (blepharospasm)

. twisted neck (spasmodic torticollis)
. increased muscle tension/uncontrollable muscle stiffness in shoulders, arms or hands (spasticity of
the upper limb)

2. What you need to know before XEOMIN is used

Do not use XEOMIN

o if you are allergic to Botulinum neurotoxin type A or any of the other ingredients of this
medicine (listed in section 6)

o if you suffer from a generalised disorder of muscle activity (e.g. myasthenia gravis, Lambert-
Eaton syndrome)

. if you have an infection or inflammation at the proposed injection site.

Warnings and precautions

Side effects may occur from misplaced injections of Botulinum neurotoxin type A temporarily
paralysing nearby muscle groups. There have been very rare reports of side effects that may be related to
the spread of toxin distant from the injection site to produce symptoms consistent to Botulinum toxin
type A effects (e.g. excessive muscle weakness, swallowing difficulties or accidental swallowing of food
or drink into the airways). Patients who receive the recommended doses may experience excessive
muscle weakness.

If the dose is too high or the injections too frequent, the risk of antibody formation may increase.

Antibody formation can cause treatment with Botulinum toxin type A to fail, whatever the reason for
its use.
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Talk to your doctor or pharmacist before XEOMIN is used:
o if you suffer from any type of bleeding disorder

o if you receive substances that prevent the blood from clotting (e.g. coumarin, heparin,
acetylsalicylic acid, clopidogrel)

o if you suffer from pronounced weakness or decreased muscle volume in the muscle where you
will receive the injection

. if you suffer from amyotrophic lateral sclerosis (ALS), which can lead to generalised muscle
decrease

. if you suffer from any disease that disturbs the interaction between nerves and skeletal muscles

(peripheral neuromuscular dysfunction)

if you have or have had swallowing difficulties

if you suffer or have suffered from seizures

if you have had problems with injections of Botulinum toxin type A in the past
if you are due to have surgery

Contact your doctor and seek medical attention immediately if you experience any of the following:

. difficulty in breathing, swallowing or speaking

. hives, swelling including swelling of the face or throat, wheezing, feeling faint and shortness of
breath (possible symptoms of severe allergic reactions)

Repeated injections with XEOMIN

If you have repeated injections with XEOMIN, the effect may increase or decrease. Possible reasons for
this are:

. your doctor may follow a different procedure when preparing the solution for injection
different treatment intervals

injections into another muscle

marginally varying effectiveness of the active substance of XEOMIN

non-response/therapy failure during the course of treatment

If you have been inactive for a long period of time, any activity should be started gradually after the
XEOMIN injection.

Eyelid spasm (blepharospasm)

Talk to your doctor before XEOMIN is used, if you:

. have had an eye surgery. Your doctor will then take additional precautions.

. are at risk of developing a disease called narrow angle glaucoma. This disease can cause the
inner eye pressure to rise and may lead to a damaging of your optic nerve. Your doctor will
know if you are at risk.

During treatment, small punctuated bleedings may occur in the soft tissues of the eyelid. Your doctor can
limit these by immediately applying gentle pressure at the injection site.

After you receive a XEOMIN injection into your eye muscle your blinking rate may be reduced. This
can lead to a prolonged exposure of the transparent front part of the eye (cornea). This exposure may
lead to a damaging of the surface and an inflammation (corneal ulceration).

Twisted neck (spasmodic torticollis)

After the injection you may develop mild to severe swallowing difficulties. This may lead to problems
with breathing and you may have a higher risk of inhaling foreign substances or fluids. Foreign
substances in your lungs may lead to an inflammation or infection (pneumonia). Your doctor will give
you special medical treatment if needed (e.g. in the form of artificial nutrition).

Swallowing difficulties can last for up to two to three weeks after injection, for one patient a duration of
up to five months is known.
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Increased muscle tension/uncontrollable muscle stiffness in shoulders, arms or hands (spasticity of
the upper limb)

XEOMIN can be used to treat increased muscle tension/uncontrollable muscle stiffness in parts of your
upper limb, e.g. your shoulder, elbow, forearm or hand. XEOMIN is effective in combination with the
usual standard treatment methods. XEOMIN should be used together with these other methods.

It is unlikely that this medicine will improve the range of motion of joints where the surrounding muscle
has lost its ability to stretch.

Children and adolescents

Do not give this medicine to children and adolescents between the ages of 0-17 years because the use
of XEOMIN in children and adolescents has not yet been investigated and is therefore not
recommended.

Other medicines and XEOMIN
Tell your doctor or pharmacist if you are taking, have recently taken or might take any other medicines.

The effect of XEOMIN may be increased by:

o medicines used to treat certain infectious diseases (spectinomycin or aminoglycoside antibiotics
[e.g. neomycin, kanamycin, tobramycin])
o other medicines that relax the muscles (e.g. muscle relaxants of the tubocurarine-type). Such

medicines are used, for example, in general anaesthesia. Before you have surgery, tell your
anaesthetist if you have received XEOMIN.

In these cases, XEOMIN must be used carefully.

The effect of XEOMIN may be reduced by certain medicines for malaria and rheumatism (known as
aminoquinolines).

Pregnancy, breast-feeding and fertility
If you are pregnant or breast-feeding, think you may be pregnant or are planning to have a baby, ask
your doctor or pharmacist for advice before this medicine is administered.

XEOMIN should not be used during pregnancy, unless your doctor decides that the necessity and
potential benefit of the treatment justifies the possible risk on the foetus.

XEOMIN is not recommended if you are breast-feeding.

Driving and using machines

You should not drive or engage in other potentially hazardous activities if drooping eyelids, weakness
(asthenia), muscle weakness, dizziness or vision disorders occur.

If in doubt ask your doctor for advice.

3. How to use XEOMIN

XEOMIN may only be administered by doctors with appropriate specialist knowledge of treatment with
Botulinum neurotoxin type A.

The optimum dose, frequency and number of injection sites in the treated muscle will be chosen by your
doctor individually for you. The results of initial treatment with XEOMIN should be evaluated and may

lead to dose adjustment until the desired therapeutic effect is achieved.

If you have the impression that the effect of XEOMIN is too strong or too weak, let your doctor know.
In cases where no therapeutic effect is apparent, alternative therapies should be taken into consideration.
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Eyelid spasm (blepharospasm)

The recommended initial dose is up to 25 units per eye, and the total recommended dose in follow-up
treatment sessions is up to 100 units per session. Usually, the first onset of effect is observed within four
days after injection. The effect of each treatment generally lasts for about 3-4 months, however, it may
last significantly longer or shorter. The treatment can be repeated if required. Treatment intervals will be
determined by your doctor based on your actual need.

Normally, no additional benefit is conferred by treating more frequently than every three months.

Twisted neck (spasmodic torticollis)

The recommended dose per single injection site is up to 50 units, and the maximum dose for the first
treatment session is 200 units. Doses up to 300 units may be given by your doctor in subsequent courses
depending on the response. Usually, the first onset of effect is observed within seven days after injection.
The effect of each treatment generally lasts for about 3-4 months, however, it may last significantly
longer or shorter. Treatment intervals of less than 10 weeks are not recommended. Treatment intervals
will be determined by your doctor based on your actual need.

Increased muscle tension/uncontrollable muscle stiffness in shoulders, arms or hands (spasticity of
the upper limb)

The recommended dose is up to 500 units per treatment session and no more than 250 units should be
administered to the shoulder muscles. Patients reported the onset of action 4 days after treatment. An
improvement of muscle tone was perceived within 4 weeks. In general, the treatment effect lasted

12 weeks, however, it may last significantly longer or shorter. The period between each treatment
session should be at least 12 weeks. Treatment intervals will be determined by your doctor based on
your actual need.

Method of administration
Dissolved XEOMIN is intended for injections into the muscle (intramuscular use; see information for
healthcare professionals at the end of this leaflet).

If you are given more XEOMIN than you require

Symptoms of overdose:

Symptoms of overdose are not apparent immediately after the injection and may include general
weakness, drooping eyelid, double vision, breathing difficulties, speech difficulties, and paralysis of
the respiratory muscles or swallowing difficulties which may result in pneumonia.

Measures in cases of overdose:

In case you feel symptoms of overdose please seek medical emergency services immediately or ask your
relatives to do so, and have yourself admitted to hospital. Medical supervision for up to several days and
assisted ventilation may be necessary.

If you have any further questions on the use of this medicine, ask your doctor, pharmacist or nurse.

4. Possible side effects
Like all medicines, this medicine can cause side effects, although not everybody gets them.

Usually, side effects are observed within the first week after treatment and are temporary in nature.
Side effects may be related to the medicine, injection technique or both. Side effects may be restricted
to the area around the injection site (e.g. localised muscle weakness, local pain, inflammation, pins and
needles (paraesthesia), reduced sense of touch (hypoaesthesia), tenderness, swelling (general),
swelling of the soft tissue (oedema), skin redness (erythema), itching, localised infection, haematoma,
bleeding and/or bruising).

The injection of the needle may cause pain. This pain or the anxiety towards needles may lead to
fainting, nausea, tinnitus (ringing in the ears) or a low blood pressure.
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Side effects such as excessive muscle weakness or swallowing difficulties may be caused by the
relaxation of muscles far from the injection site of XEOMIN. Swallowing difficulties can cause
inhalation of foreign bodies resulting in lung inflammation and in some cases, death.

An allergic reaction may occur with XEOMIN. Serious and/or immediate allergic reactions
(anaphylaxis) or allergic reactions to the serum in the product (serum sickness), causing for example
difficulty in breathing (dyspnoea), hives (urticaria) or swelling of the soft tissue (oedema), have been
rarely reported. Some of these reactions have been observed following the use of conventional
Botulinum toxin type A complex. They occurred when the toxin was given alone or in combination
with other products known to cause similar reactions. An allergic reaction can cause any of the
following symptoms:

o difficulty with breathing, swallowing or speaking due to the swelling of the face, lips, mouth or
throat
o swelling of the hands, feet or ankles.

If you notice any of these side effects, please inform your doctor immediately or ask your relatives
to do so and go to the accident and emergency department of your nearest hospital.

Eyelid spasm (blepharospasm)
The following side effects have been observed with XEOMIN:

Very common (may affect more than 1 in 10 people):
Drooping eyelid (ptosis), dry eyes

Common (may affect up to 1 in 10 people):

Vision blurred, visual impairment, double vision (diplopia), lacrimation increased, dry mouth,
swallowing difficulties (dysphagia), headache, injection site pain, fatigue, muscular weakness,
weakness of face muscle (facial paresis)

Uncommon (may affect up to 1 in 100 people):
Rash

Twisted neck (spasmodic torticollis)
The following side effects have been observed with XEOMIN:

Very common (may affect more than 1 in 10 people):
Swallowing difficulties (dysphagia)

Common (may affect up to 1 in 10 people):

Neck pain, muscular weakness, musculoskeletal pain (myalgia), musculoskeletal stiffness, muscle
spasms, headache, dizziness, injection site pain, weakness (asthenia), dry mouth, nausea, sweating
increased (hyperhidrosis), upper respiratory tract infection, feeling faint (presyncope)

Uncommon (may affect up to 1 in 100 people):
Speech disorders (dysphonia), shortness of breath (dyspnoea), rash

The treatment of twisted neck may cause swallowing difficulties with varying degrees of severity. This
may lead to breathing in foreign materials, which may require medical intervention. Swallowing
difficulties may persist for two to three weeks after injection, but has been reported in one case to last
five months. Swallowing difficulties appear to be dose-dependent.

Increased muscle tension/uncontrollable muscle stiffness in shoulders, arms or hands (spasticity of

the upper limb)
The following side effects have been observed with XEOMIN:
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Common (may affect up to I in 10 people):
Dry mouth

Uncommon (may affect up to 1 in 100 people):
Headache, reduced sense of touch (hypoaesthesia), muscular weakness, pain in extremity, weakness
(asthenia), musculoskeletal pain (myalgia), swallowing difficulties (dysphagia), nausea

Not known (cannot be estimated from the available data):
Injection site pain

Some of these side effects may be disease related.

Post-marketing experience

There have been reports of flu-like symptoms and hypersensitivity reactions, such as swelling swelling
of the soft tissue (oedema, also distant from the injection site), redness, itching, rash (local and
generalised) and breathlessness.

Reporting of side effects

If you get any side effects, talk to your doctor, pharmacist or nurse. This includes any possible side
effects not listed in this leaflet. You can also report side effects directly via the national reporting
system listed in Appendix V. By reporting side effects, you can help provide more information on the
safety of this medicine.

5. How to store XEOMIN
Keep this medicine out of the sight and reach of children.

Do not use this medicine after the expiry date which is stated on the carton and vial label after “EXP”".
The expiry date refers to the last day of that month.

Unopened vial: Do not store above 25 °C.

Reconstituted solution: Chemical and physical in-use stability has been demonstrated for 24 hours at
2°Cto 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, unless reconstitution has taken place in controlled and validated
aseptic conditions.

Your doctor should not use XEOMIN if the solution has a cloudy appearance or contains visible
particles.

Do not throw away any medicines via wastewater.
For instructions on disposal, please see information for healthcare professionals at the end of this leaflet.

6. Contents of the pack and other information

What XEOMIN contains

o The active substance is: Clostridium Botulinum neurotoxin type A (150 kD), free from
complexing proteins.
One vial contains 50, 100 or 200 units Clostridium Botulinum neurotoxin type A (150 kD), free
from complexing proteins.

. The other ingredients are: human albumin, sucrose.

What XEOMIN looks like and contents of the pack
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XEOMIN is presented as a powder for solution for injection. The powder is white.
Dissolving the powder produces a clear, colourless solution.

XEOMIN 50 units powder for solution for injection: Pack sizes of 1, 2, 3 or 6 vials
XEOMIN 100 units powder for solution for injection: Pack sizes of 1, 2, 3, 4 or 6 vials
XEOMIN 200 units powder for solution for injection: Pack sizes of 1, 2, 3, 4 or 6 vials

Not all pack sizes may be marketed.

Marketing Authorisation Holder
[To be completed nationally]

Manufacturer

Merz Pharma GmbH & Co. KGaA
Eckenheimer Landstral3e 100
60318 Frankfurt/Main

P.O.Box 111353

60048 Frankfurt/Main

Germany

Telephone: +49-69/1503-1

Fax: +49-69/1503-200

This medicinal product is authorised in the Member States of the EEA under the following

names:

XEOMIN: Austria, Bulgaria, Cyprus, Croatia, Czech Republic, Denmark, Estonia, Germany,
Greece, Finland, France, Hungary, Iceland, Ireland, Italy, Latvia, Liechtenstein,
Lithuania, Luxembourg, Malta, Netherlands, Norway, Poland, Portugal, Romania,
Slovak Republic, Slovenia, Spain, Sweden, United Kingdom

XEOMEEN: Belgium

This leaflet was last revised in {MM/ YYYY}.

The following information is intended for healthcare professionals only:

Instructions for reconstitution of the solution for injection:
XEOMIN is reconstituted prior to use with sodium chloride 9 mg/ml (0.9 %) solution for injection.

XEOMIN may only be applied for its intended use to treat one patient for one session.

It is good practice to reconstitute the vial contents and prepare the syringe over plastic-lined paper towels
to catch any spillage. An appropriate amount of sodium chloride solution (see dilution table) is drawn up
into a syringe. A 20-27 G short bevel needle is recommended for reconstitution. After vertical insertion
of the needle through the rubber stopper, the solvent is injected gently into the vial in order to avoid foam
formation. The vial must be discarded if the vacuum does not pull the solvent into the vial. Remove the
syringe from the vial and mix XEOMIN with the solvent by carefully swirling and inverting/flipping
the vial — do not shake vigorously. If needed, the needle used for reconstitution should remain in the

vial and the required amount of solution should be drawn up with a new sterile syringe suitable for
injection.
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Reconstituted XEOMIN is a clear, colourless solution.

XEOMIN must not be used if the reconstituted solution (prepared as above) has a cloudy appearance or
contains floccular or particulate matter.

Care should be taken to use the correct diluent volume for the presentation chosen to prevent accidental
overdose. If different vial sizes of XEOMIN 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 XEOMIN 50 units, XEOMIN 100 units and XEOMIN
200 units. Each syringe should be labelled accordingly.

Possible dilutions for XEOMIN 50, 100 and 200 units are indicated in the following table:

Resulting dose in units Solvent added
per 0.1 ml (sodium chloride 9 mg/ml (0.9 %) solution for injection)
Vial with 50 units Vial with 100 units Vial with 200 units
20 units 0.25 ml 0.5 ml 1 ml
10 units 0.5 ml 1 ml 2 ml
8 units 0.625 ml 1.25ml 2.5ml
5 units 1 ml 2ml 4 ml
4 units 1.25 ml 2.5 ml Sml
2.5 units 2ml 4 ml Not applicable
2 units 2.5 ml Sml Not applicable
1.25 units 4 ml Not applicable Not applicable

Instructions for disposal
Any solution for injection that has been stored for more than 24 hours as well as any unused solution for
injection should be discarded.

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

Any unused vials or remaining solution in the vial and/or syringes should be autoclaved. Alternatively,
the remaining XEOMIN can be inactivated by adding one of the following solutions: 70 % ethanol,

50 % isopropanol, 0.1 % SDS (anionic detergent), diluted sodium hydroxide solution (0.1 N NaOH), or
diluted sodium hypochlorite solution (at least 0.1 % NaOCl).

After inactivation used vials, syringes and materials should not be emptied and must be discarded into
appropriate containers and disposed of in accordance with local requirements.

Recommendations should any incident occur during the handling of Botulinum toxin type A

o Any spills of the product must be wiped up: either using absorbent material impregnated with any
of the above solutions in case of the powder, or with dry, absorbent material in case of
reconstituted product.
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o The contaminated surfaces should be cleaned using absorbent material impregnated with any of
the above solutions, then dried.

o If a vial is broken, proceed as mentioned above by carefully collecting the pieces of broken glass
and wiping up the product, avoiding any cuts to the skin.

o If the product comes into contact with skin, rinse the affected area abundantly with water.

o If product gets into the eyes, rinse thoroughly with plenty of water or with an ophthalmic eyewash
solution.

o If product comes into contact with a wound, cut or broken skin, rinse thoroughly with plenty of

water and take the appropriate medical steps according to the dose injected.

These instructions for use, handling and disposal should be strictly followed.

31



BA~<A

1.6 S ENC U L ARG (2 B9 5 &k

XEOMIN
BRMN AT XE (FOER)

35



BA~<A

1.6 S ENC U L ARG (2 B9 5 &k

ROMNELEMEEE, T~ o 7 R ONRA SCE

36



TA~A
1.6 FAENZ BT DRI BT 2 &k

37

1. EEMRA

XEOMIN 50 Hf. 7SR A
XEOMIN 100 {7 SRR
XEOMIN 200 ¥ SR A

2. fARK - R

1 A TIFINEE X N7 B R & E 720 A Clostridium Botulinum /%83 (150 kD) 50 HL
fMEEaT 5%,

1 A TV S X 287 B A8 F 720 A B Clostridium Botulinum #F#%#3% (150 kD) 100 H
Ry S RN

1 A TAHNHEAE X V7 G £ 720 A Clostridium Botulinum #2755 (150 kD) 200 Hi
Ry S AR

*ABIRY U X 2% a#E L. Clostridium Botulinum (Hall £8) B8 6L T\ b

WA DO—EIZHOWTIE, 6.1 HESHTHZ L,

3. HIE

TSR BR
A DR

4. BREREIEHE
41 ZhEE - IR

XEOMIN %, FRAIZEIT SRS, FICEEROSET A =7 (EHRISE) . B O
FeHg DIGIR &2 @i & 35,

42 HE-R&

T T > A QBN RIS 725 XEOMIN O BN & fthod A BIR Y U X A F 32 8H| 0 AL IZ#
B35 LTTER,

PERD A BIRY ) X AR EAE (900 kD) & OHEZIZIIT 5 XEOMIN O K I 5
FEHEHRICOWTIL, 5.1 HASRT L Z &,



TA~A
1.6 FAENZ BT DRI BT 2 &k

38

e
XEOMIN O 5.01%, MU ERE2E L, ABKRY U X ZAEBHZOFEGICHLE R 52 A9 5 ER
DIHNITH Z &,

B AR, REHEE. BLOREGHORGEEANEBICOW T, FEE Z L ICERMME Bk
THZE, £, HEOWMEEZITHY Z &,

JHE

AR A

PIEHELE L, BGEAICD & 1.25~2.5 Bifr L35, #IHEEAEIZ RS-0 25 Hfr %
B2 L, 12T L ORBEEEN 100 BT 2B 2202 &, BERIFEIL., Jx oBE O EER

DR =—XIL L TED D,

NEDPYID TERD LD ETOWM O RAEIX, HE5#% 4 HUNTH S, XEOMIN OIREE
LR 3~4 » ARIFHGE T A0, 2LV L RIBIZENZ EREWZ ERH D, MBS U THE
HBE4AHZENTE D,

BB G-DNRP A5y Tlap oz LW S D581, FRGFICHELZ 2 FETHAEL T
vy, L EENLHTZY 5.0 BALABEATREG LTH, HIRom LiZBEonen e Bbhn
E)o

SEPERISH
FEMERISHO B FIZ BV TIE, BEOFETEOME ., ERNE L A AIEEMED H 6. HIEK.
BEOKRE, BIOVEEDNEIZSE U T, XEOMIN O H&ZEaliciiigkd 252 &,

B 1 HOIRE T, 200 BALZHE 2 THE LRV EOE L, BEIEITES U TLEDOIRET
AEREEZITY, 1By v a bz olEERIE, 300 B 2B 202 &, BEEM 1 »FTd
720 OG- EIX S50 BALZ B LW &,

HROPEIFEELH OFIEIL, 5% 7 AUNTH 5, XEOMIN OIRFEZENFITIER 3~4 » H
MEHGET 228, 2LV B RIBICRENZ BN 2235, 10 HEARM OG- FEITHER Sh

20, BERRIE, 8 x OBEOEBEOIK=— XIS U TED D,
LR

EREZ e G8 & PN E . RO RE &, . (E., BEOEEE., B O
KTOFMEIZS U THREZ EICHET D Z L,



39

YA~
1.6 AMENC I T D AR 2B 3 2 &k
Bl DHELE P 55
MR/ NG — BAfT (#EPH) NN
A &5
FE DR
P FHRIE R 25-100 1-2
RN F 1R 20-100 1-2
FoO8EY
TETEIRR 25-100 2
FIEIER 25-100 2
Jit oD JeE et
BiER 7 25-100 1-3
77 50-200 1-4
LRy 25-100 1-2
BiE o EIN
AR 10-50 1
a5 25-75 1-2
BEZECTOte
L RHE 10-50 1
FHEN BT 5-30 1
FTRHE R, 5-30 1
RHEES/ AT
B OWNEE/ HRE,/ Wik
=, HEH 20-150 1-3
Vv 25-150 1-4
Ky 20-200 1-6
JEF 15-100 1-4
K755 20-100 1-2

EBFERROBRBRICBW TR, #5E vy a v Hm 0 ORBEESEN, K 500 HALEZBEZ RN
Lo Eo, BOMRICIZ 250 AL A X THRE LW &,

BEITHRGO 4 BRIENERZ#®E L, BRROUE L L TORRMRIT, 4 HELANIZ
RO BT, TERRITEE 12 BREFHET 228, ZAED b RIBICEWZ ERENWI ERH D,
B 12 HEBOMEZ &1 T o 2 &, BT, 6% 0 BE O EEORK=—
RIS CTED D,

BUINHE

VA5 1 5 H NI BRD RN A B2 WA, ITOHEZELDZ L

B G-kt B iR EH ORERIOMRGE (M e COMERMRAE L &)
BENEDLNRWRKROSHT GG TEDHRAN I £ FFETE RV, JHEND A
TED, RALRGFH, BEEVERME, PRI &5 JURRBLO TR &)
A TR ) X A% B R TR D 2 G M O P A

BIEE G-I RITERA AR L TR U, LT ORSET T 5% £ T & 5,
1) EGEDTRREAREZ OIS  HEFHE, 2) fiERT A ML oFHzHv



40

BA~<A
1.6 FAENZ BT DRI BT 2 &k
7= B OMLEMERS, 3) #IEl&RE & KERE & OO G FIREICEE LT, &/
LER 5. RIg D ST
N

0~17 i D/ I L OFFEIZEIT D5 XEOMIN OZ2EMER X OEZIMEISIHENL STV, 20
72, M7 T — 2 DNFIHFTHEIC 72 5 £ T, /NERE ~D XEOMIN OFEGITHERE L 720,

&5 J5tk

PUIAE
BHRTOARFN OB 1E LONA TIOVOBEFEFECE L T, 6.6 HESRT 5 Z &b, ik
@ XEOMIN (%, 1[H0EE5tv vy a T, 1 PIOBREIIH L TCOMERTSZ &,

ALt D XEOMIN 1%, RN GHATH D,

IR i e gt

FEL% O XEOMIN ik IE, B L= @) Ze 5 et (1 2 27~30 77—/ [HA 0.30~0.40 mm,”
FEX 125 mm) ZHVWCERET D, EXNTA RIIAETHDH, HEFEKREGEIT, £ 0.05~0.1 mL
Th b,

XEOMIN /&, AR o> PRARITS o O MAAR S %5 72 © ONT T IR D SMAIRR w5 |2 #¢ 59 2 JE BEE
SMUIERER . d L OBHE EERIC S . 2 OEMNLOKEHEA ) 2 FEE L TO L5623, Bns L
VC%)J:‘/\D

SR

FAERH~O BB U788 222 548 (1) : 25~30 77— £ 0.30~0.50 mm,/ & X 37
mm) ZEA L, BT 22 7 — EA0.70 mm, K & 75 mm OFSER EEAFERT S, B
HEAL 70 OHESEE G- &1X, £ 0.1~05mL ThH 5,

KMERISHOE IR, MgHFL2efs. B &M, RHAG. BIHCIRA . B X O E2Ii3EE I
XEOMIN % # 5.4 2%, SALLOHIEICE D R OV b 2NEERISEICRE S L, RREE+ 50
EMERH D720, ZO—EIZTTXTERET SO TIEIRV, [Hx OFFROFRFEINEE L WA
X, FENTA ROBER R EOFEEZAWTERSGZ(TH 2 &, MUZRHEOERIICIBV T,
N ER K OIER E L ITFERORE L W BN A BET L2 UNER D D,

BHENLACEETHZ Lk 0, PR b= —f O EFERIC XEOMIN % X 0 ¥ —|C il <&
HIEMMTE, FFICKREZHRICEDN TH D, Bl 7o 5MAEIL., {LFRIBREROER & 72 b
BAOKX Sk TR S,



TA~A
1.6 FAENZ BT DRI BT 2 &k

41

B L2280 O WS Fe - U 7= 556 F 213 FL28 512 100 B 288 2 5 B2 &G L2561
X, BIEH (Frlcme FIEE) O U X7 R3EE L7200, MEFLEHOmMMIZERE L TER bR,

LI

FELH% O XEOMIN 1Z, P& L 728 72 3 36 (RIEAR 121326 7 — 2/ HAL0.45 mm,/ & & 37 mm,

EEHIZIX 22 77— /HA 0.7 mm,/ /& & 75 mm OEWERER ) 2R L T#EE51 5,

i % OFHR ORFENHE L WEAITIE, BT A ROBE IR 7 & OFH % 7= BER I O & it
REHRT 5, HEEICHRET L2 L2k, DA = —f ORI EFEENIC XEOMIN 2 X Y
Pl CEf IS D 2 LN T, FFICRERHAICES TS S,

4.3

E.
IS

"||)+

- BB E 20T 6.1 IR TUSINBI O W NI T B i EUE,
- - EENOBRIREIEE (FIEMFEIIE. 70 /3— A — P UJEERER Y)
- - BEFETANALORYE £ 72 I RSE

44 WHGEEEIVEARALOIE

et
XEOMIN OF LRI, PERTIEEE O AR it ds KL WM BINAIIC K 2 i RO 0O
Bt Ao R LT 2 &,

XEOMIN % M IZIEH LWL S ICHEE L TR G35 2 &, MRS XYM EOIREIZIS )
T, SEBHIR, FHRER. B X OVEIE A & ORE L Z T VG T W ERALIZ XEOMIN % {542
BRICIE, EEICRSEZIT 2L,
LI FOH4A, XEOMIN (3iEE L TRE51 5,
- OO MMEERENH D & &
- PUBEERRIE F 3B EEH O H A OWE OG- % %1 T b B

XEOMIN /35 a] /288 7 THRG L TIER 5200,

WS Z E NN, FITESTND T ENLVWEE TIE, XEOMIN O 5%k 4 1[ZiE#E %
HETAH L OFEET DL L,

10



TA~A
1.6 FAENZ BT DRI BT 2 &k

9

A BIRY U X AR OIGHFIRIT, KERGIZI DRI DL HBERTIL2 b H D,
BRI RPN DIRK & LT, g FHo%, @IRL KRG, &5 LEHR, B8 LOH
W2 AW EHYRBR T2 I3RS DR RAE U D BRIGEEDO DT NRENEZ DD,

72 EM DR & O YRk
A TR Y X ARG R DR T A~DEGAZ XV | BT 5 0 AREDS — RFAY I R 9~ 25
TERNECDBENR S5, BHERE T, REBOENFHIHREST 5 Z L83 H 5,

Be G BEEN AL A~D A BIAR Y ) X ABFROIERUCBEET % L& 2 D EIER N HE
STV @8 HEBM), ZH LIEREO—ItmiEE T boTHY, FHEHFLREINT
W5, FEEHO—EE, b FEE, ik, BIXO/ £HITEEOEHEZEI DO THo7-,

Wi TR, SHEAARCAA DI~ OB ERIZ O HE SN TN D,

BEAT O 1R A7 b 5

IBRAEA G LIZBF T, WERH MR TRRBT 820N b5, MRMHEEL AT 55
FHCIE, BERHIMETOY A7 B@mNEE2 N5, 29 LIEBE TR, IREOFIENY 27
Z ERD EBEZOLNDHEICDOHR, FAZOEHDO FTARRY ) X AHGREEETLHZ L,
THEERL LUBEOMEOH 5 BE T, +OICEE L AR ZEE T2 L,

BEEIIERITIT, BETRES, SaEE, EEREENED SRS EICIE EbIC
EAIDORBE 22T 5 L 0MET D L,

LI F DA, XEOMIN (3iEE L TE51 5,
- R R SRR LWL B B
- RIS EICE D X OMMOKRBE AT 5 HBE
- BB ORIET £ I3 E MmN HE R G A

W BUIE i
A BUIRY ) X AR B R WA CILBBUES SR E SN TWD, EER (TF 74 7F%F v —K
ISR ) BEO E IR OB BUE RSN U= a2, MO iaE A MG+ 52 &,

PLARREA:

B FE VIR GIIHURELD ) 27 2 & RIS E S AIReltEn & 5 (4.2 THB M),
BRI L EIEIIS T, RAEDREEZMV, +akEERREE DT 5 Z LI280 ., HukELED
AIREME A IR/ NRICHIZ 2 Z LR TED LEZXBILD,

T LR

11



TA~A
1.6 FAENZ BT DRI BT 2 &k

43

ARz v 5

Rig FEORBAH DT 7212, ERBEHT~OR G368 52 &0 A BURY U X A%
BRN FTRINCIE T 22 &1k, HENELLIBENLNH S, NI IR 288 TR 57
HZLICEY, REWERZBADSELZ LR TE D,

A BIRY Y XZAMREZIZITP ) SAERARH A0, HEMAFENEOIREY 27 03H 558
FIIIEE LT XEOMIN 2545 = &

RGBS 2B L D TIRME~D G 20T, AR ER RISk U IR 7288 2175 2
Lo ZOWREIZIE, RESES, WRER, VYT MRTF—Uar 2 LR FRITIRER Y
WX DEHRMNSLIE L 2 D580 H 5,

IR#m %5~ XEOMIN #5:12 X DBk B 13, FromfiiEs (Bimret) 283 58F 1280
T, ARG, fecth EROOHE, BLOABRRRZ5 SR TRTNnH D5, IRETFHTOBEED
b BAETIE, EERS ABEMREREZITY 2 &,

IR, i, BRIRHM AN CRod 0, B GEMNL 2 W0 ICiE <RIBS 5 2 & T Bkl
DY AT ZMMADHZENTE D,

SR

FEMERSHDOE A HAY & L7z XEOMIN O#: 5. Cld, #EE S B O FREENE L DB
boHL LBl AR LORFRNEED U 27 25 Z L2 BHEITHbEL 2 L, EERTALZL
W HILbdbd (REXEOETRYE) ASHLSM), MEFLEM~DK 5 &% 100 HALER
WA D Z LIk, WTFEEORIBELZBRM T 2560 H D, FEHHEO D RWEEE
TV D BB IR IR T A L ED B 5 BFE TILY A7 @\, HEFREEORBLIT, MikE
SOV AR IS PR L 725 5. XEOMIN O SREL 2R RN LN D 2 LTINS,

RS

XEOMIN I3, fERDOEEAEER L2 A v L OO T L BRSMHERERTAREK & L CoRBRE Fh L
TR, ZOL ) RIEEEREL VA ORFEE L THWD Z £1E L7, XEOMIN (21X,
[ E HEFE 2 ok L T2 B O B & s 3 5 RT3 & b,

BRI RIEDO RN D B D BE T, FREMEDH D WVITZOFEEN/REIN TS, RV U XA
FEREAN EEERIEL OIEMEZRBREIIE S MI 72> TR0,
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44

45 ZOMOEEMREDHEEERARVEDMOBEER

SRR AAE BRI M S T ZRuy,

M bix, AV Y XZMR\BEZOEILIT I 7Y a3 RERPUEWE £ 7213 R T sE L2 BLE
THZEOMDEIS (VYR 7V RHitEESRE) Lo THMmTILEEZZ N5,

DS, XEOMIN 27 2 7 7 ) ay RRFEFIZAXTF ) ~A v T 2581201,
WCHEBENLETH D, RNEHEANITEE L CER L, MBS U ColiEA o B4 & 2
L, BRFREWERROESR LV G, Xrya=u A, 7 T2 U 0Lk EOHREEREOSEA] A
A5z &,

4-7 3 7% 7 U VT XEOMIN OZhF-2 9 S8 5 AlRErER & 5,

46 ZhaeE. FIREUREL

AR/}

Il ~D AR Y U X AR HERE G T 50727 — X 13720, BicisT 235 A5
WEMENEDO LN TS (53 HZBMH), B FTOU AT ORREMEIZ DN TiXb2> TV, 2
D7=H, XEOMIN N LN Th 5558 K OBTER 2RI L0 U A7 RIES bS58
AZBROTIE, I XEOMIN 26 L2 &,

52 F b
A BIRY U X ZAMRBENATPICBITT 2N EINEIARHATH D, D=, I
XEOMIN ZfEH L7222 &,

e
A AR Y X 2R OB T DR T — 213720, vF Tl M= RE~DF
FEMTRD BTz (53 HEH),

Ik

47 BEEIUHBEREICHT S28

XEOMIN 73 EEERRE /) 36 J OB ERE IS KT TR BIIE L 3P HETH D, BIE,
JHET. ZEIWED Ev, REEE. 3R TESE C2BaITiT, i X 2132 oo R
YED & 2 FEFH~DPEF 2T D & 9 BEFEITHRET D 2 &,
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45

4.8 EIfER

—RANCRIMEM IR 5% 1 BELNISRO biv, —@tETh 5, BIERIZ, A2y, T
o FFTEOMG LR L TWDAREND & 5,

1 SN B D 72 W B

G BIE DA

JPTETR . SIE, SERETE. TERIRR. R, AR, vRIE. ALDE. £ O FE. MRAVEEYL. .
FHAZ BT S R E D & 5 Hillds KOV F 7o 13 E

FHIBIE S 2mB L O/ E7IIARZOIZDIC, —dEOEMRMRILE, Eo, B, BXLO
Kh7p EOMEREMELISHECDHEDRH D,

YE 2 Z R A TR XX ZFEFEDGFEH
AR ) X AR TPREINDHEERITIREFTOMH KT TH 5,

A DYLH

BeGEBALH D BENL T2 B~ D R OILHUCBRET 2EIERIC LY . OO TERIZARARY Y
XAHRIC BT DR GREOFH KT, W RS, 3 L ORRMEIENZ%, —HAERCIXEBER
RERIFEMED) BAELDLZ ERHEINTND G4TESH),

WRE S

TFT7 4 TR — MIER. FHRS, HGEGREE, B X OWERREER EoEES LU 0%
HIE R O BBUE RIS A ENICHE SN TS, ZO LI RSO L, kD ARIRY U X %
HABEASEROBEAR G 7 XFROKIEE T2 b9 2 & T LD EDOMORA] & OOf A% IZH
HENTN5,

3 S B oD g

LRI

MRS OF RN TIE, EEEORRDWETHEENEL2BZNMNHY . EFEHINTALE
TORMER D ATREMESN B D, W TR IR G 2~3 MR T 0 2 LN H DM 1HITIES »
HARFfE LIz L @mESh T D,

BRRFRER CRB O B L7 BIVE
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ERIRRRBR I 25 < Ml 2 OB IEI 3T D BIEH ORBUBEE TS 57 — 2 2 LT IRT, S
IFIRD X D IZEFKT 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), notknown C(Fl|fF[RE72T — &
DO ITHEEAHE) .

AR A
XEOMIN TIILL FORWERA D HME SN TW5 @

TR R E

Common : SR, RIS O

AIS P 2

Very Common : [Rig T, FZ7A17 A

Common : T, HOREE L, iR
HIBEE

Common : CNHELEE, Wi T pEsE

P2 %6 & UMz T ARk

Uncommon : F&

—R - EFEERL IO 5 OIREE
Common : FESHRALE TR, 57

B R R B X O Ak pk R ==
Common : HHET

XEOMIN TIZLL FORWERA D HME SN TW5D @

R R E
Common : SAJE. ARSTRTOIREE, ZEMED £
Uncommon :  =ikkEE

e g, BERIS K ONRERR R
Uncommon :  J&/ R, RN R

H M

15
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Very common : Wi [R5

Common : OPNELEE, HEL

P % K OB T AR kbR

Common : ZITIE
Uncommon : F&

BB B X O Ak pk R ==
Common : HERE, KT, AR, AEHE. e RS

— % - EHFEES L OG- OKEE

Common : FESHALE S . BT )5E
JEYUE R K OVEA BUE

Common : EARGE R

W39

XEOMIN TIILL FORWEA N HRE SN TW5D @

o R R

Uncommon :  PAJR. LRSI

HiBEE
Common : 1 PN HE IS
Uncommon : B PR, Ml

BRI L O A ks 2
Uncommon : A& T, PURESE. AR

— R - RHEEL X OGN OIREE
Uncommon : A ) i
Unknown : TEFHAATIE TR

PLEOBIER O — I35 BB C b 5 AR B 5

T 4 08 AR
A 2T RS KO AR, VIR (B 5000 & BEN T B A B ) | ALBE, O S,
5 URFTHES L OREH) | B X ORYING & OBBUEREI#E Sh T\ 5,

16
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48

BIEH DEEV O

AHNDOFLEIRFEAGERICENEH OBV ARG T2 2 LITEETH D, TIUT K D FHD~xR 7
AV NSV RINTG RGNS E =2 D 7T H 2 L aeL 2 b, ERMEFEHIT. IR V
IR SN A EORE T AT L& LTRWEAORWERET 2 Z &N RO BN D,

49 BERE

it B e 5 DREIR

A IR U R AR RR E T D & RGN DBEENIZEAL T, R RIEIRE PR S B 7R
PR E U5 2 &M D 40 FERITIZ, REOFMET, IR T, S, PP, 258
B, IR ORI, R IFRAMEIERIRICE 2 BTN O D D FIRER EVH D,

]

it 2 P G O FEE T 15
W ER G A U a i3, WERB IR T £ OMER 2 B FAICBIER T 5 2 &, &
FERIE LR ET D2 LD D, RO E Lo a1id, M2 2T 525808 %,

5. EMEE

5.1 REHZEHIRHE

SEPFRIERERL « & O OIS AAHEHEE,
ATC 71— K : M03AXO01

A BRY Y X2k mRIEL, TeFAal) Do ERET S LICR Y, MRGESEHTO
2 AEBYARE L W D, T ORER, MR A G I OB AR TR A © UL RITIRE L 7R
<720 | EIRICEB T DHREEWE OSWNHES NS (BB, R Hi7-1c
HEE L, BB E BT 2 &0 A L7 ULV ARZEDRIE NN S LD,

YEFRET
A BIRY U X 2R RN 2 Y AR R ICER 2 IS TR F X, LTD 4 DDA
Ty TIZXOFBATHZENTES

CREE  ATIRY U X AR O BHIE, 2 U ARBMERRRRIC O RAFET

2 2 BRI D T OB R M L OSAIPE TRE &3 %,
- NAEAL - MREREOR OB SINAE L, F 3R R RICIN T % (=2 R A h—

17
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49

A,

AN PR ROBEBHO T I KIS0V MBI ETER L, YAV 4 R
o DS BRZ L Tk a2 38 O AN FL» O M E Y WIS 3 2
R BB END &L BBUIT B TF L3 U ORISR A R 2R &
/X7 E (SNAP25) #FEAICBAT 5,

fHPIPNTES T . AR O H2E R L ONEENAI & OIS E, s 3~4 5 H DINICHieRe
KOBERE/ A » 7V ARIEN TTDOIREEIZE 5,

B A A D A

ATIRY U X AH|RFE2EATHRMBIETH SR b v 7 A (onabotulinumtoxinA, 900 kD) & Hrii
L7- & = XEOMIN OIEHFENIASEMZ ., 2 o i alf 525 1 AHRBR T O/ Lz, 2
» 5 H 1 HTIRBEEBE  GRB MRZ 60201-0003, n=300) Zx%RL+2LDTHY, b I 11
MRS BUBR MRZ 60201-0013, n=463) Z X535 LDTh o7z, RERERNSIZ
FeGBHARELL 11 2 Az & & IRIRESE £ 72 1 EMERISE A A9 5 B IR D XEOMIN B LT
AXTIEOFIMB LR T v 7 7 A WERIETH H 2 & bR sz,

AR5

IR 2 4 5551 109 B0 BF &2 %500, 5 N AEER L “HEMR Y 7 v Ak R gk It
[AF5R C XEOMIN Z fgat L7c, MBFILREARRBIERBSE OIKZEZ2 <7 Th, X=X 74
> IRE A C D Jankovic Rating Scale (JRS) EAEE W7 X =2 773> 2, Hi[E]D Botox (onabotulinumtoxinA)
FeG16r LTEREE LT RAFRIGEN R G Tz,

& % XEOMIN B[l 58 (n=75) £72137 7 AR (0=34) 1T 2:1 OFIG TEERITENY
. RBRBINAENC E M U 72 BT 2 110 Botox G-t v a L ERIRE (+/-10%) OHEEZHEE L
7o RRBRTROONDREHEIINIRSZY 50 AL THY . XEOMIN OFEHEIX RS 72
D 32 BN ThH o7z,

5D EEFHMIE H 1L, intent-to-treat (ITT) EHICIIT HX—R T A V0B 51% Week 6 %
TO JRS EIEEY 7 2 a7 0 b&Ee L, REMEITEE OEE O THTE L7 (last observation
carried forward), ~X— AT A N5 Week 6 £TO JRS BIEE Y 7 A a7 OE{LEIZHOWT, ITT
EMIZH T 5 XEOMIN BE & 7 T B ARBEDZEIT-1.0 A > b (95%ClL: -1.4~-0.5) THY . ¥t

ICHETH-7= (p<0.001),

BB G P ERGEIE, BEIUERHM TGRS 2 Z LR AECTh o7, BEIL 6 M
YL ED R/ N5 FIRRZ 220 . R 5 1100 XEOMIN #5- 4% 17 7= GRERO&FHIEIE 48~69
ThU ., FNHEIIRIRSTZY 50 L Th-72), RBREAEEE L T, NT201 052523 724
B O GERO P REIR, 10.14 (RO GFE) ~12.00 #HiHE 2~5 [EHOKRELMRE) Th

277,

R
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MRS Z AT 540 233 FlOBE 2RI, & N AEEAL —E MR~ 7 &R xRt
A7 C XEOMIN Z it L7z, BE X EICEEEEIERSEOMRRZ W 22T Tk, "= TJ 4
VIRERTCO b v v NP IR AN R (Toronto Western Spasmodic Torticollis Rating Scale ;
TWSTRS) &t A 2 713>20 TH - 7=, 3513 XEOMIN 240 HAT (n=81) , XEOMIN 120 HA7 (n=78) |
FTT TR (0=74) BEEGHEC 1:1:1 OFIE TEEZICEN 072, &5 B LU EH
PLITTER AT EM AR E LT,

HhED EEFEMIE H 1L, intent-to-treat (ITT) EFIZIBITHX—RA T A D 5% Week 4 £
TD TWSTRS it A =27 ® LS mean (Fo/)h -3 FH)) o2& k&L L, KEMEITEEON—2T A
METHISE LT BREHIZ VBT V), X—R T A D Week 4 £ TOD TWSTRS Gt A 27 D%
{bEIX, 77 B ARHOE(LEITH A NT201 BETHEIZKRE 2 o7 (p<0.001, BFFHET L%
L0, ZDOXEIREL, BEMICEKOHD LD THLH -2 (Bl R 7 LT BN T,
%0%&%%7???%@&90T%/% 120 HNLEEX 7" 7 B ARBETIZ-7.5 RA > b)),

Bl B SR E AT, BEIERMF Tk 5 Z LN AiETh o 7o, BFITIL 6
L B D/ N G- [ bR 2 221 mmMW1m$uitiMO$ﬂ%Wﬁ5E&ﬁbt(ﬁ%@A
SHEARIE 48~69 M) , ARER 2K % 1 U T NT 201 O 5% 32 1 7= 95k o £ 5-[16E o h Je il
10.00 (O G[HR) ~13.14 HEH G~6 [HH O LR Th-oT-,

LR

Mz O RN AT D BREENGICER LR X LB (CHERY 7 B AR R S
AR AL [RIRER) TiX, SmPC 4.2 TR L7 WIEI B G- R O HELEH &I fE > T 148 il B3 % XEOMIN
(n=73) E£7T7 78R (0=75) LGRITEERITEN $10 72, BIRRBRIZH T &K 6 MK
G5O BERGRIE, oK 89 I M D ¥ 5 iR T4 1333 BfZ (kK 2395 HfL) Th o7z,

AOWED FEFHMIEE  (Week 4 g 50 FRIHIE AR O Ashworth Scale 2 217 DZhH, ZZ2h0I1L 5
ARA 2 D Ashworth Scale A2 7 T 1 AHA > A EDUGELEER L) ICXd L, 7T R2H
B U= (F8h% 373 %, 95%CI: 1.90~8.30, p<0.001, ITT M) X ¥ % XEOMIN % #5-
L7B#E (B33 1 68.5%) DHN, VAR H—N397EE0 o7,

Z OEERERBRIT LML B E 2 XBIT 5 X 9 ICREF S TN R D o7y, FEMITICEH
JDZENRIT B ML (55.6%) LV bMEBEHE (89.3%) TwE. ZOEITLMEITHONTDRH
FAHCHERE Th o, 7272, BHEE TR, 77 B REEE OEIZE I 5 XEOMIN £ 5 8H O
Ashworth Scale (2 & % 4 W% OFRNRN . 2 RRETRESIIZm o 72,

145 BIOBENRSIML, Fx K 5 BIOBLY A 7 V% FhE U= R 2 Vil ORaBR M i3
RGN TH-72) T, HFERERMIMO L AR X —RP B L LM TRBRE CTh -
7o £ VRR DRI D BIEHE 2 A9 5 192 Bl FBF 255 512 2 FRFE O R 72 5 A7FUE C XEOMIN
DR KO AMEZ T L 72 5F# B Bk (BudraCT %75 : 2006-003036-30) TH ., Hitk &
LMD VAR X —FRIFFERETH T,
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Bl “EHEMRT T RIS I HERRBRICIE, EEEEEAT 21RERBRO 2V BE (s
F1# 3 » ALLERRR) 317 BIsin L7z, ERBRIC, HEO FERNERK Y —> (FHOJE
Hi, FE o, FLIXFORY OF—UNHIERN) B LOEOMOBEEFHHEIZ XEOMIN O [H
EAFHHE (400 BAL) ZRPNEKRE L7 (0=210), #%514% 4 BEESICBT 580000 EEE
i H J6 K O 2 A H OMRGERIFENT TlX, Ashworth a7 DL AR F—F Fhebb
Ashworth 2 =17 36 KL ONEHRIZ & 2 ZALDOIRBREAEE NS X DHIGRH DO~— 2 F A b DAL
BICHEHICH B R ENRD it

296 IO BF N ERBMZ 7T L, BAOIFEMRIER (OLEX) YA 7 /WIS LTz, JERHIH
o EBEIIROR 3 BB S %5211 72, OLEX ¥ 7 )L 1 %A 7 VL 1 BDEEE v 3 a2 > (XEOMIN
TE 5B 400 HLAL, RIS RIS AEIRE) &2k 12 BROBIEHIF TR S, 2R
BRHIEIL 48 I Th o 7,

ERE X OVF O A EHE O BRREER = — X2 AT 2 BF 155 BIRSIN L7 IEE W THAHR
BRIZEBW T HOMKWOIREE RS L, 168~ 1 b 2L Tk, ERE~D K 600 HALO XEOMIN
B NED LTV,

AFER TIX, Ashworth 2 =17 36 L OV OO A RMEFETTE B OFHIHIZ L 0 . XEOMIN DO &
A OIRAEE & ORI IEOMBINFRD S8, B O AR XV XEOMIN O Z 238 72
PIND T LiE otz

XEOMIN % W 723 BR OFE R ORI [EFR ST ~OFHFHIL. A F =T OIHFEIZ O W TN
WBBREORY Ty N T, £TMEEIZOWVWTIZ 0~24 3 HOALEB LI OB THRIEINTWD
UNRA~OEHIZBET 2 EHRIL 42 THSR),

5.2 EYMEEFMRE

B RISy D —REHI R

Be b SNy OERED TH L (1 EORGICOEZHE= 7T L), 2 AAEBEMR
ERITHERLDY, ORATWRNFEST 5720, A BIRY U X 2 i35 CIRIEkB o BhiE BRI
F OB 2 E i 2 Z L ITTERY,

RIRATIRY ) XABRITED TEAEETHY . mikE (150kD) Oz H | FRIMEREERS
HRMEREFEF D L 5 RIEFMEDO X NV HEEAL TN D, A BIRY ) XAFERES KL EH
T HUEROBHK L (TR0 . XEOMIN (TG X o 0 BE S ETREY L R BOEH NP 73
Wiz, /e (150 kD) #iREREZBH T D, HHESNDLBFEX LSV EOMSH, FFEMER
FHho—RHTHHEBZEZ LTS,
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A BURY ) X 2R ERIL. NGRS TSRS 220 5 Z E AL ERTY
%o UL, RIEAZDVETIHIENE A BIR Y U X 2R E 5 O PR R ~O WA TR > F 7 A 5%
BITR R STV R0,

SZARRICHRES Lz A BIR Y U X AR E R 1L, FERY (SNAP 25) BRI RICIND A E
. FOBMBANTHMREND, VT 7 ARTa ) AEENWEMFE R Z BIRICHE S L TV ROz
A BIRY ) X 2R TR 713, BRINDIDEIERZ2%F. ol > o 7 8E L [R5
éﬂéo

BEITB T 268850 D4R
FROEHIZEY, B MERSEE L EYEIREER X XEOMIN TS L TV 720,

P

53 RHIERZREMT—%2

DI RIS KOG O M EIC BT 2 R ORERIC L 5 &, FRIRT —# Tide Moxs
2R B DA FIETRED b - T,

W) x5 L LTz XEOMIN D25 PB4 5 kARG a0 fn i, B2 0375/
EH (T2 bR EFHOBRBGER, AE, B OFEW ([CETL2b0TH T,

SRR D = B F o 23380 b h o 7=, XEOMIN % 7= Afigaae skl C ik, MErE
PXOZBBICAERERTIRDONT, 7y FBIO/ET VXD - JBIRFEAELR BN
HARTR KO AER DR E~OEZENRIEA RO bNehoTe, 72720, RIEFEERRIZS W
T, BHENEEK T2 77 HEDO XEOMIN Z4H, i, F/oidmE kb LA, vi¥
TIIFER ML, 7 > F TR ROEEN DT Lz, LLEORBR T, e
O (R BN REM DRI R REET 5 2 L3, BEF AR 2R T 272D OniE
FETHDLLIFLTLHEBZ IR,

L7edo T @R AE T, BRRIGHRICE T 2 2aidf L TR - 7o,

XEOMIN TlIiE matt g L OSBRI L= 0E L TV,

6. HHF|ICEY HEFH
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6.1 HMNY—=

ENTAT I
A7 a— A

6.2 EBREEZ

AREH AT, 6.6 HIZFLH L2 PIA DO ER M LIRE L TER 50,

6.3 AN

XEOMIN 50 HAZ  (ESHRAH R « 3 £
XEOMIN 100 HAL  {ESHRAH R « 4 £
XEOMIN 200 HAL  {ESHRAH R « 3 4EH

R DI

fEHF O L OWERR L EMEIE, 2 ° C~8 ° C T2 MM E TV A SN TS,

A ERBLE NS . AFNIEGICHERTAZ L, BEHICERAL2WES. HHT5F oM
FHIR B L MRS T2 ERIIEAEICH D, B - N F— h SN EESME T ol
LA aRE . TOMRGFHER X OMRFESRME, @EErL T2 ° C~8 ° C T24 KELNT
B D,

6.4 REFICEATIRRGEER

25 ° CUTCTHRETDZ L,

TR ORIFN OLRFLRIFIZTOWVWTIE, 63 HEZZRHTHZ L,

6.5 BHROVUELEIVEE

B (a7 Fadls) BILOZX L R—TN—T—) (TAI=h) (&0 T7)0 I8
7 A),

XEOMIN 50 HiA7 FSHEAmAR 1235y 27 1, 2, 3, 7216 54 T/LAD
XEOMIN 100 BAf7  VESHEAB R : 1% 27 1, 2. 3. 4, 72136 A TILAY

22
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XEOMIN 200 Hf7 FHHERBE 15927 1, 2. 3. 4, 7036 X4 TILAD
AAVERA AR STV D DT TR,

6.6 EERIVZOMEYFLLEDIE

XEOMIN [ZEAATZ 9 mg/ml (0.9 %) HfkT MY U AEGHE CWfET 5, FrICHERE 2 EH L,
BT SRR T > TR LU EAT O Z &,

N%?»Wﬁ%@%%k&% SOWEFOBICIE, 77 AF v 7 BOBEMO SN L AL
TITWV, WIS NS AIIIFD LICEDL L2 LI L TBL ORN @Y TH D, EFEHEIE
&%@ﬁk%b)?bﬁﬁ(ﬁﬁ%%ﬁ%)%%60%@K@2W475%9®ﬁw&~w%%%
B4 %, #t2 T LRICEEICH L, W70 X 9 B0 fRR 2 S A TIVIZIEANT D, BRI
DIINA T IAZRUIAENIRWES . U, TIVMIREIET D 2 &, A TANLEHNEEESL,
ﬂ%?»%ﬁiﬂ@%%;@@j/iT&%éﬁf\mmMmk%%ﬁ%@ﬁﬁé L < fEER
LienWZ &, BEIZSUT, HRITHER L2230 7TV L TR &, I L2 LVWVE
BTSN EREZR D,

1 180° S | N B

A% O XEOMIN (3, OB RHETH 5,
TR OVAI I RV A 72 B BT, XEOMIN 24 L7222 &,

R LRI T A RIE O E A ED AW DR L, BROBEREARIT S L,
XEOMIN &8 &D R DDA TV A 1 BOFGTHEHT 561X, 0.1 mL 47-0 HEOR
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BA~<A

1.6 SMENZ I 26 HPRDLE B4 % Bk

B | OISR DB EED R WL HEET S 2 L, IR D&%, XEOMIN 50 HA7, XEOMIN 100

HNAZ, XEOMIN 200 AL TR 25, FERNIGITIZZNTS U TIVL A>T L,

XEOMIN 50 BA7, 100 HA7, 38 LT 200 BT OIEFRTE D A2 UL T OFITRT,

‘ TIN9 2 HRIK
RO R (9 mg/mL [0.9%] HfbT 1 U & AT
(Hi437/0.1 mL)
50 BAfTSA TV 100 EALASA T v 200 BALSA TV

20 Eipr 0.25 ml 0.5 ml 1 ml
10 Eifr 0.5 ml 1 ml 2 ml

8 HAf 0.625 ml 1.25 ml 2.5ml
5 Bifr 1 ml 2 ml 4 ml

4 ENF 1.25ml 2.5 ml 5ml
2.5 BAfT 2ml 4ml %Y
2 By 2.5ml 5ml Bl
1.25 BAfT 4 ml %M %Y

24 BFRILL_ R U 7o TR IS K ONES RIS 5 Z &,

BEHEH DAL TV, bR, BMOZR7RBER LA

KA ASA T h L3S TAB L0/ I3 N NICTE - 2 RRIIINBERE 5 2 &,
F 72, XEOMIN OFRIRITILL FOWT IO EMZ TRIGESE DL ZENTE D 10%TH ) —
. 50%A Y TR =), 0.1%SDS (EA A HAD . IR L7oKER BT B U v AR (0.1 N
NaOH) . F72I3AM U REERET MY 7 LK (0.1 % NaOCL EL 1),

KiEte, RGO A T v R BLOEMIE, T2 S POy B A, H

BROHBNAE - THEETH Z &,

AR Y Y XA FER I O FHIE AR O X}
CARBIBRH LIS/ T X TR ER D, MEROEAICIT EROWT N ORIK
Z UARGAF T WINMESR M T E B | % OGA TRV TIPSR TR E

W5,
- AAITHRENEREIL, EROWTNNOWIEE L AaA £ TRIERM T
KT bazT,

CNATARENTSEE X, REZULR2WE S T AR Z1EEEED,
bl koA R =R EELD,
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- ARFN R BEIATAE LTS A1, REOKTHERM Z +0 28t

C AKBIDRICA S 7235 B 1. REDIKE T ITBEIRA T30 enifi 7,

S ARFN AN, U1V ETE LEISAE LIcSaiE, REDOKTHoICkn
MLTHE, R LEHEROEIDSC CHEIIRERLEZZT D,

INHOEH FoRE, Bk FEORE., BEEFOTEEITESTT A2 &,

7. MERAZRISE

[FETEADZ &]

8. TMREARES

[(FETRADZ L]

9. #MEAFZEBEIBEHH

[FETERADZ & ]

10. RESBEDHRETH

{A /)
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BAEEICERTAEE
XEOMIN 50 B{7 ¥ 72 1% 100 BEAZ £ 7213 200 BEAZ 4148

1. EEMRA

XEOMIN 50 Hifiz  JESHE R
XEOMIN 100 AL AR
XEOMIN 200 HAZ AR
BEX R EREERNARRY ) X 2R EHESR (150 kD)

2. ARESTDORT

| A T IFNHEEZ 37 EEEF 70 AT Clostridium Botulinum ##%755% (150 kD) 50 H

R S N
1 XA T AHNEE Z 37 B 28 £720 A T Clostridium Botulinum #0#%33% (150 kD) 100 Hi
R = = N

1 XA T AHNEE Z 37 B 28 E£720 AT Clostridium Botulinum #0#%33% (150 kD) 200 Hi
R = = N

3. AnHh—&

EhTIATI, ATa—RA

4. FEBIUVEEREM

HESHE AR
1 A7 v
234 T )V
3ANAT IV
4347V
6 ATV
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5. BREAESLVESREK
NS,
ERBNCTSA SCEE T I &,

6. HFALTEL

INEDBIZONTFOREMNEWVEFICRE

INEDOHIZONTFEORMNRNE ZAIRETHZ &

7. TOMOFHRNLGESE (WERHE)
8. {HAHARR
EXP : A /4

AR IRSCEESIRT L 2 L,

9. HRBRERNK

25° CUTTIRET D &,

10. REEARGFFERAFREMOEZICET SFNTEIERE (

B ERGE =)
BETE : M CEZ R Z &,

1. BLERFTREDBIE S U

[KETERADZ &]

12. MRARES

[KETIADZ &]
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13. Ay +BES

=3 N

14, —REER D

[BETEADZ ]

15. ERAE

16. RFIRH

SETEEEDRNT EOEYLYEENRED LTINS

17. EH#HANF—2 R/N\—a3—F

& AR & & de 2D N— 3 — R &R,

18. EHHAF— AFEEHT —%

PC:
SN:
NN:
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/NI E SRR I RERE R~ T HHE
XEOMIN 50 BEA7E 721X 100 BEALE 721% 200 AL A 7T ~)v

1. BEEROEWNE L VRERZRE

XEOMIN 50 Hifir 5 AR
XEOMIN 100 Bz JEH AR
XEOMIN 200 Bz JEH AR
BEX R EREERNARKR Y ) X 2SR (150 kD)

2. ®5HE

ERRNCIRA SCEA Tt 2 &)

3. ERHR

EXP : A /4

4, Ov +BES

—

=%

5. EE. FE. FEREAL-YDEFE

50 HAL
100 HifZ
200 HiAHL

6. TOith
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BIXE - BEMTER

XEOMIN 50 Bf7 EFHERABER
XEOMIN 100 Bfr EHIERAKE
XEOMIN 200 Bifr 7EHIERAKE

BEZ I BEREERWATIRY ) X 23 #E (150 kD)

ZOWRMXEIL, HRIEICE - TEERBFERIBREINTWET, ZOKAOFERFNZ,
HXEL2EE IS BHRASTZEIN,

S ZOLEFEE L, BEISCTHAKL T E S0,
MBI ENRBLGEITIE, FiRE, RN, EI3EEMICBS RS
W,
CBWERIZS A U725 81 21E, FiRE, FEHIM, £ 3F#EMITHR L T ES 0,
Z O LEICHRHE I N TORWVEERIZOWTH R TT, 4 HASRL T
W,

AXEONE :
XEOMIN DOMEEE & ] H #Y
fEFARTOER
XEOMIN O 51k
BV O 2EIWEM
XEOMIN D% J5 1k

BN L OMOIEH

1. XEOMIN D#IELFRBEM

XEOMIN XA & ik S 53 TH Y |

FRATLUF OISR ORI L £
S ESTOFVRA (IR )
R (MR
- R OBGRITTIE HE T E RVE, B, I TFOMBEE (LB
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2. FERAEDEE

DTFRY TIEE 25BA812iE,. XEOMIN ZHEHA LARNTL 7Z&0
CABIRY Y X AR R E T IIARKOEOMO Sy (6 HICFHR) kT T
LLE—NH A,
- EHPEOFHRIEEIEE (EERHEIE, 73— b A — FEBRR L) B3 H
D86

- RETFERAAEIE £ T2 I RIED B DB

BEEBLOFEALEOER

A TR Y XA TR DR TZEBALA~OER G L0 | BT 2 iR — BRI R 2 R
TERREC DB ENNH Y 3, BEIL» LEEN A A~DORROIEBICHEE TS LB 6N
HEWEMICE Y, A BIARY ) X AR B DER (BEOFH KT, WTFES, £713X0E
~OBEMETIIRORGE) NELD I ENE DO TEMTRES LTI, #HEHEZ K
HUTZBET, @RI IMETRECL ZENHY £,

BHGENZTELD, bEVIHBICKRELEZV T DL, HUKEAD D X7 BEE LBENN
b FET, PUADPEASND & A BIARY U XZFEROMEMBEBICEO L IWRICERT 52
EBHY ET,

PUTFIZY TEELHEITIE. FIBEE 2 IT3EARTICFHR L T 7Z a0,
AT B S OFEFHD IR B A B B
CMEEE VIS ST LEA] (F~V o ~NV 0 TEFAFYFAR, 70
R E) LTS
CVERNAZT DM, BE R KT IR EORD B 5
CRH O MR TICE D TREVED & D h M M R EE EE  (ALS) (2R L T

%
PR LB & ORI AR BT 200 5 2OFFKUZ 3o TW D CRIEHHRE

PEREREE)

CWETEEN DD, ETITMETREFIC RS2 ENHD

BN DD, ETITEEEIEEZE LD D
CINFETICABIARY U XAHEROEH T ONORERE T2 ERH D
AR TN EZ T DL TTENRD D

LIFMECTEAIIE, EDICEREICHEGE L, ML TS,
- PPRRIREE, W TR, RIS
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- SRS, BEM X 72 IEEEAR 2 EOMER, BE, [NELS RDHEL, BIOE
P (EEOT LILX—KSDORERTH 5 Aa[HetEndH v £3)
XEOMIN O XE# 5

XEOMIN Z# E# 5925 & BWENHRL o205 o205 203 H 0 £4, 2T,
UTOXSRFERR™H Y £,
- FIREDNBI O TFNE TSR & Ul L 7=

- GRS R R D

RGN RIRD

* XEOMIN OF Gy DAZIED DTN RS
- RRR TP OEROS TR HR R

EWMIZH= 0 RZE L TV R WEAICIE, XEOMIN OTENRH% . Rax IZiF#Z2HE L T2
S,

FESEDITVRA (REES)

LITFIZY TIEE 25A121E,. XEOMIN O RN EIREICHRE L T 72 &0,
CHOFWNEZ T Enh D, FRENSBIBELZ#HUET,
- PHZEREARENEE & FF XN AR DORIY 27 B35, ZOHK[TIE, HONE
DENY | FEROBHBIZIELIBENRH Y £5, FIREZIT, HelzicU 27
D DHNE D DN ET,

BHETP, £ 5COMMKIC, DEOWH2HIMAELTL L Z ENH 0 £9, TREE, EHE
a3 ICBBKMS AT ) LicHil a8 T 52 LN TEET,

HOMAIZ XEOMIN ZiEH$ 25 & FIFEOEENEL ZE18H Y 3, TORE, BHOHI
OB RISy (AR OBRERHARC RV £9, ZoBRBICLY, BoRmMHEEL. RE
WELLDBETNRHY £T (ABIEE .

FE (EIERIR)

TSR, BENOHEEOW TEENECDIBLNRH Y £, TORME, IR,
B ET TR ZRAT DY A7 BPmED £, MICEWBAD L, RIEETIIERIYENAE LD
ZENHY ET HiR), BEIIEC T, ERENFRIZRIGRZITOET (NLERR L),

W T PEE I3 5% 2~3 HEFR T2 2 L3 1 AOBE S ATITRKRS » ARk L7 Z
ENGDo TWET,

R DEF T A TERVE, B FdFOGREE (LR
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XEOMIN I, kRO OBRRITHE HiliE © X Z2WiniiE 8. I, g, £2EFRE) o
BRICEEM T 2 2 LA TE £ 9, XEOMIN (%, 1@ OIEHERIR & O35 & 21 RH9Td . XEOMIN
X, ZOX D RBIOEEE L THER L T E3 0,

FELADFHROMRREES) 23 o T L REE T, XEOMIN 23 O rlBhii 2 4% 2 L idE &
MNEHY A,

MNERB I OESE
NRE L OYE A ClE XEOMIN Off HIZEET 22 1T-o TR LT HHEZHELE L T\ eni=o,
0~17 EDO/NER L OFEITITIAF ZRKEG LW TL ZE0,

Z DL DOIFEA| & XEOMIN
BEMOEANZRA L WA ERITRA L2055, E2ERA LS LV WEETE.
TVBE F AR L T &0,

LI OERKS 295 &, XEOMIN OZhENTRL 22 5 MR H W £,
- B DFEOBIYEERIER T 2EREN AV TF /=AM v EETI 7Y
av RRBAEWE [(xA~A v, hFh~Avy, T I~ 272 E])
- A AR S E A MO ERE (VAR TV URIEEA ), 20 k9 RER
fnld, EHMEYL S THEH SN E T, XEOMIN O# 52 %1 T2 5H481E, T
AT RRR R ISR L T2 S0,

ZD XD 7REAEIZIE. XEOMIN ZEEICHEH Ll 8 A,

<7V T7TBIRNV T CHEATIHLAIFEOEIN (T /X% VU HHE L THLILTWET)
\Z L > T, XEOMIN OZEBETHTHZ ER3HD £,

iR, RE. BRURMEE
EIRPEIIRAT TH LA, ERL TOWDARENRH 258, EREERETELTND
GaZiE, ARIRERE SN D AN EIRE £ IR HIFE 2321 TSV,

TEHE D W BEPEOVEIE D B LN A RIS NIBIRICRIFTIEIEN 2 U 27 2 E4{LT 5D THH
L EBEINHIE LA AR TIEL, XEOMIN ZEFEPICHERT5 2 L I3TE 8 A,

AP OMEHITHELE L TV EH A,
HBHE DOEER R L UK D #R/E

FSOFE, PR (ESE) . i R T, FEME D 0, E3lAEENE U 8SAa1iE,
B &) o Ol F 7 I TSERIME D B D F DD EBITHERE LW TL 2 &0,

35



TA~A
1.6 FAENZ BT DRI BT 2 &k

I GNP RWEAICIE. FRENLYEEXIT TIES N,

3. XEOMIN OfERA*

XEOMIN 1. AR Y U X 2R TER 2 W2 IBR IC O\ T 22 Bk 0 & 2 [ERT O Z 53
BETEET,

& R G B KOG O GEAEIZ DU T, BEARAMERNZHIE L % 3, XEOMIN
ZRWIZHIENR ORE R 2 Gl L, Bfd 2I6RARNHE O N0 E THELZHEL £,

XEOMIN OZhENRT XD 7213557 5 LK CHHEFICIE, BEREICHAMLETIZI VN, {H#%
RN SRS EITIE., BOBEEEZBRFTTALENH Y £,

FESEDITVRA (REES)
mﬂﬁﬁﬁéiﬁw&k@%kxéwzu%®%ﬁtyv5yf® FHERHET I Y2
LO%WkHM$uT? W, &KE% 4 BURNICRYODRPEO bvET, FIEROZIR

BRI 3~4 » ABFHRELETHA, ZNED bRIBICRNZ ERENWI ERH Y £, LEITG
Dfﬁ&ﬁﬁéz&ﬁfééo%ﬁ%%m\%%éh@%%@:~x_mLT£@E@&mbi
¥

WE, 3 XV EVHRTRS L THBEMORRRIIELNEEA,

FIE (FEHERIZE)

B G-EAE 2 & OHELE B3 AcR 50 Bz, MIENRIRE v 2 g O K EIE 200 AL T, LR
DIEFETI \%%uﬁbfﬁkNMEu%EPEﬂ&ﬁbiﬁ W, #5% 7 BLNICHRPIO
BHEDBFRO LNE T, FIEEONFITEFR 3~4 » ABFRE L E T2, 2 d b b RIBICEWS
ERENZ ERH Y ET, mu%$ﬁ®&5%%mﬁﬁéﬂ&wo%ﬁ%%m\%ﬁéhmﬁﬁ
D=—XZHE U TEBENMRELET,

B DEEHTLIE I TERVE, B, FIZFOGEE (LRER)

Rty v a Udho ) OHELEH EITER K 500 HALTI, JEOMRICIE 250 HAL 282 THRE-7
HTEIFTEETA, BFEITERED 4 FRICEARIZHRE LE L, HREOLET 4 #HH L
PIZERD HAIVE T, REZNRITEE 12 HMF LE T2, ZhE D b RBICENZ LM &
NHYET, KiREE Y v a VT 12 BB EOMRE ST 2T 8 A BRI
BESADOEBEO=—XZH U TERENRELET,
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#L b
VAR L 7= XEOMIN FXAF PN RS CF (PR AR S0 R 12 B B R L A1)
A B LT S,

XEOMIN BSLEE LY b E K5 INTGE

i B 5 OREIR

WER G ORI GEZT ITTBNET A, BEREGOERIZIT. 2FOHIMET. Rk
M, EH, ERREE . SFEREE B ORICE D BEND B 5 MR O RS E 72 130 T REE 2
EndHn ET,

i B A B RE O R 5 1k
WER G OIERIZK SN D, F ITRERIR IR 2521 2 0 BURICIHA TRETGRZ 32T, At
TLEE Y, BAROEFZREH & MRS BB D Z LD £,

L

ZOEEGHOFERIZONWTHIZONG RN Z ERHL5EI1, FIRE. AR, £/-135#
iz iZEn,

4. #IY S BEIEA

DTN TOEAN L FERIZ, AFNZ L VEWERR S b sB8TnnH Y £908, REICAET
LDDTTIEDH Y THEA,

AN EITE 38518 1 BRUNICEED S, —@tE T4, BIERIZ, AANCBEE S D854,
EHBINCEE S 256, £FTOWFICHEET 25613 HY £4, BVERIIERENE LI
RonEd URFTOBAET. RETER, RIE, ) v V& BEEE], AT DR,
FEg. MR (4B ], WoHMRELR (gl BRoZR DRBE]), £ o, RS, miE, b
M3 X/ FiTE R L),

HOTFANZ LS TERPELDZERH £, ZOEROHICH T D ARLITL o T, oAb,
B HE, FRMEMERECDBZENARH Y T,

XEOMIN D ESHERALA & BV T35 T O R AR T 5 Z &I 8 0 | BB O JK T ouE T fFE
REDRERNBAEL D2 ZERH Y £3, BETEEFIZLY BYE T IAT Z & THICRIENE Uk
D, —EOEFITIIHIZELZ L HEHD 7,

XEOMIN T 7 LAV —KIENAEL D Z End D £9, £, FERREE, =502, F72038
MR ORER () Rl %5l&Eiod, BEERBIOC/ ETARFO T LV —Kn (T7F 7 4
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1.6 SMENZ I T 2468 LRI B3 2 Bk
T X —) FEIFRAIROMIEICTT DT LR —RE (ILiER) ZREShTnET, 2ok
D IR FUGD—EBIE, RO AR Y U X ABREGHROMMAZICHEINTWET, 29 LK
S, EEEAHEATRE LZEE, FREREBOMGESI SR T E LN BIOEK &
PFALIZEZIZAETTOWET, TLAF—KNZED UUTOIERDBELDZENRHY £7,
SR, B 0L EEMEOENC XD MR RS, TR, I RaERE
SR, WA, I R O fE,

DX BREWERICR AW D, T ICERERIZALES ), FBECHMLED XK 5 BKICHE
ATHL, BB ORBREOBBNAREZZ LTI EIW,

FEEDITOIA (RS
XEOMIN TIILL FORWER RS HAILTWET .

56D TEHMEE (10 N H12 ANLLEIZHET) -
Rl T, R4 7 A

EBRE (10 A1 ALLTICHS) -
. BOBEE. B, BRIERIN, CPNECEE, TR, SR, TESEOORIE. Y. MK

T EmEOF KT (B A 2RE)

AESE (100 A1 ANLLTFICHB) -
®5

FH (RMEFIR)
XEOMIN TIILL FORIWER RO HAILTWET ¢

56D TEHSEE (10 N2 ANLLEIZHET) -
W T R

EBRE (10 A1 ALLFICHES) -

AR AR, FEARR (FPR) . B RS ARIE., MRS, SRR, EMMED £ TESTERAL
IR, B (BEAE) . MANECEE, LD FEIT O (ZITE) . ERGERRG:, KohiE < 72 5k
(PSRN 12N 1)

EEAEE (100 A F1 1 ALLFICTHEH) -
SEhkEE (FEEREE) . B (PR IREE) | 5
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REOWRIFRIC LY EIREEORR LM FEENECLZLBHY £, TOME, BRYETA
L. BRIMAZESTDBTNNH Y £9, W FESIIHRG% 2~3 BT L2 E08H0 £7,
220 LI 5 » HEOFRAHE SN TWET, BEFEFIIHEKFETH DL LEZ LN
£

BRI DEBETLH IR TERVE, B, FEIFFEDGRE (L)
XEOMIN TIILL T ORWER DRSO HAILTWET .

EHEE (10 A1 ALLFICHH) -
H PRz

AESE (100 A1 ANLLTFICHB) -
SAJR. RIS UREEIRR) . AR, PUBR. B (BEJEE) . B Rm (FFAE) . e T

PR, EL

P (AFHFELR T — 5 72 5 | THEETHE) -
TEST AL TR

PLEDRWER O —EIZREEETH L TR H Y £
TR 5 KRR

A TN OYRRIERB L O ER, WA OIEIR (RIE, BSOS BN 72 AL b &) |
AR, £ D FE, BB (RFTER KOS | B X ORUINAR EOBWBUESIC S HE S TWET,

BIfEH ORE

RITERISME T2 ATl HIRE, HAIM, E72ITF#EMITHRL TSRSV, ZORMNE
IR STV ZRWEHERIZOW T B RBRTY, BIR VIZHBET 25 EORE S 2T A2FH L
T, BERZESRET S 2L b TEET, AMEHZz®ET 52 & T, AFOLEMEICET D X
D% < OIFBIRIICH T 2 EnTEET,

5. XEOMIN ORE A%

ZOEEMT, FELORIZONT FOEMNRNVE ZAIRE LT EEN,

39



TA~A
1.6 FAENZ BT DRI BT 2 &k

NFBLONAL TN T v TEXP] OFBITFEH S 70T 2468 IR 208 & 7= S G 3 U /e
WTLIZEW, EAMIRITEZ S 2 H 0fofé A T,

REAE AL TV 125 ° CUTTHRETDZ &,

AL DR - i OLFRF K OB Z EMEIE, 2 ° C~8 ° C T 24 i E Ty AES 4L
TWET,

WAMZBLEN S, AFNTEBIHERT 2 2 &, BEHICHEH LARWES, #HT5 £ TOR
IR L ORGSR T 2 BEMIIEAEICH D . B - N T — F SR B S Ciil
LA abrE . T ORFEHIMEB LORGESME, @EELL T2 ° C~8 ° C T24 KEHELINT
HD,

BRSO DI 5N 5 A 13 XEOMIN 2 L2 TL 7230,

EHMZFEKE LTHETRNTEEN,
BEIETEIZOWTIE, AR CEORRIZH L EFRIEEE T HEREZZRLTIZ S0,

6. BEAERLZDOMDIFEH

XEOMIN D RSy
BRI EE X R A E 720y AR Clostridium Botulinum ##7#% 75 3 (150
kD) T,
1 NA T, HEX T E &S E 720 A Clostridium Botulinum #4#% 75 35
(150kD) 50, 100, F7-1E200 Birz&H LET,
CZOMOSE, B TV I A7 r—ATY,

NEB I OB

XEOMIN [ZFEHIEHBM AT, MERITHEEBTT,

MIREEMT 5 & EAFHRERIZRD £7,

XEOMIN 50 7 VSRR AR 13y 7 1, 2, 3. £RIT6 314 TILAD
XEOMIN 100 Bz FHHEHHAR 139 7 1, 2. 3. 4, £721FX6 54 TILAD

XEOMIN 200 Bif7  JFEHGEABE 1% 7 1. 2. 3. 4, 7026 XA TILAY

UL TR S TV D DI T,
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MRS E
[AETRADZ &]

BUERE

Merz Pharma GmbH & Co. KGaA
Eckenheimer Landstral3e 100
60318 Frankfurt/Main

P.O.Box 11 13 53

60048 Frankfurt/Main

Germany

FEAR %5 +49-69/1503-1

Fax: +49-69/1503-200

AEILIL EEA MEEICBWTUTOAFTEAREINTWET

XEOMIN : F—=ARNVT TATIT, FT0R rar7Fr, FxaftfFEl, 7ov—
J. TAR=T, RAY, XV Tx, T4 TR TR NV — TAATU R, T
ANTGUR AZVT, ZheT VT vaZfr VNT=2T VI RvVTANT <L
T NG o= R—=T R, BV AN, =T An AT HRME, AnR=7
ARA 2 AT =T BEE

XEOMEEN : UL ¥ —

AXEOHRKYFETE (A4}

LT OERIIEREEE DR ZHR LT D LD TH D,

TESTHRE DR -
XEOMIN [ZfEMATIZ 9 mg/mL (0.9 %) b7 b U ¥ AR TS 5,

XEOMIN %, ZODHSIEIZDOWT, 1 [FIDEEE v a > TRE 1L FlORIEEGTHZ ENT
x5,

N%YNW§%®%%EE% FOWEFOBRIZIX, 7 AF v 7 ®OBEMOOW k& 40 E
TITO, ER ZIENTZHEICIEZO RICELL X5 L TR ORHEYTHh 5, HHERICHEIE
ﬁ%@&k%bJ?A@ﬁ(ﬁﬁ%%%%)%&5oﬁ%mm2w47f%9®ﬁwxxwﬁ%%
g5, $ta I 2RICEEICH L, JA72eW0 L) BDISERIR Z A T IVCEANT D, IR
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1.6 #MENZ I T 26 ARINAE I BE 9 2 &k
DAL T IVZRVIAE R WIS YA, TIVIETET L2 &, SA T AN EREREI L.

N%T»%ﬁi:@%%i@@ﬁ/i?ﬁ%éﬁf\mmMmk%%W%ﬁﬁﬁéoﬁb<f#
L7z &, MBS U T, HBUEH L7282 A TR L TR &, RIS L7285 LV
E%ﬁlﬁ: LM‘%E%B@ E)o

% D XEOMIN [T, (A%

g Ok (Lo

Ze,

R L 7B IS T 2 IR O B2 FED RV S ERE L

D )

HRETH 5,

(R iR e B3 L7 VNN Y A WAE A e

1%, XEOMIN ZfEH L7220

 EFERE R G 2R D 2 L,

XEOMIN BB &D R A DO NSA TV E 1 BloOFEGTHEHTA5481%, 0.1 mL 47~ 0 HEOR
R IR R O B2 hED WL Y IEET 2 2 &, BRI O &%, XEOMIN 50 A7, XEOMIN 100

HLZ, XEOMIN 200 HA. CTH72 5, FiEG

XEOMIN 50 Hifir .

WIEFNIE LTI~z -o T 2 &,

100 HA7, 38 KTV 200 BANLOPEFRIR D B2 LA T DFRITRT,

73

SR O & BN 5 AR
(BA7/0.1 mL) (9 mg/mL [0.9%] HEfbT~ kU & LK)
50 BT/ SA T 100 BAAZ A TV 200 BEALSA T

20 Bfz 0.25 ml 0.5 ml 1 ml

10 BEAZ 0.5 ml 1 ml 2ml

8 HAf 0.625 ml 1.25 ml 2.5ml

5 Bifr 1 ml 2 ml 4 ml

4 Bifr 1.25 ml 2.5ml 5 ml
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2.5 Bifr 2 ml 4 ml FER%Y
2 BifE 2.5ml 5 ml FER%Y
1.25 Biff 4 ml e Y FER%Y
BEETL

24 BFRILL_EORE U7 TR S K ONES RIS 5 Z &,

BEHESH DAL TV, bR, BMOZS7RBER AL

KA ASA T h L3S TAB L0/ £ NSNS T - 2 RRIIINEEH 5 2 &,
F 72, XEOMIN OFRIRIILL FOWT IO EZMZ TRIGESE DL ZENTE D 10%TH ) —
V. 50%A Y TR =), 0.1%SDS (EA A A . IR L7oKERET B Y v AR (0.1 N
NaOH) . F7I3AM U REERET MY 7 LK (0.1 % NaOCL EL 1),

KiEte, RGO A T v EREG. BLOEMIL, T2 S POy B smIc A, H
OB > THEETH = L,

AR Y Y XA FER I O FHIE AR O X}
CARBIBRH LI2G 83T X TR ER D, MEROEAICIF EROWT I OWRIK
Z UAGAF T WINMESRE M THRE B | A% OGA T W TIPSR TR E
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HIGHLIGHTS OF PRESCRIBING INFORMATION

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

XEOMIN (incobotulinumtoxinA) for injection, for intramuscular or
intraglandular use
Initial U.S. Approval: 2010

WARNING: DISTANT SPREAD OF TOXIN EFFECT

See full prescribing information for complete boxed warning.
The effects of XEOMIN 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 underlying
conditions that would predispose them to these symptoms. (5.1)

RECENT MAJOR CHANGES

o Indications and Usage (1.1, 1.4) 5/2019
e Dosage and Administration (2.1, 2.2, 2.5, 2.8) 5/2019
INDICATIONS AND USAGE

XEOMIN is an acetylcholine release inhibitor and neuromuscular blocking
agent indicated for the treatment or improvement of adult patients with:

o chronic sialorrhea (1.1)

upper limb spasticity (1.2)

cervical dystonia (1.3)

blepharospasm (1.4)

temporary improvement in the appearance of moderate to severe glabellar
lines with corrugator and/or procerus muscle activity (1.5)

Chronic Sialorrhea: the recommended total dose is 100 Units per treatment
session consisting of 30 Units per parotid gland and 20 Units per
submandibular gland, no sooner than every 16 weeks (2.2)

Upper limb spasticity, cervical dystonia, and blepharospasm: the optimum

dose, frequency, and number of injection sites in the treated muscle(s) should

be based on severity and prior treatment response; individualize dosing for

each patient:

e Upper Limb Spasticity in Adults: the recommended total dose is up to 400
Units no sooner than every 12 weeks (2.3)

e Cervical Dystonia: the recommended initial total dose is 120 Units per
treatment session (2.4)

o Blepharospasm: the recommended initial total dose is 50 Units (25 Units
per eye) (2.5)

Glabellar Lines: the recommended dose is 20 Units per treatment session
divided into five equal intramuscular injections of 4 Units each (two injections
in each corrugator muscle and one injection in the procerus muscle; wait a
minimum of three months before retreatment (2.6)
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Reconstituted XEOMIN:

o is intended for intramuscular or intraglandular injection in the parotid and
submandibular glands only (2.7)

o use for only one injection session and for only one patient (2.7)

o instructions are specific for 50 Unit, 100 Unit, and 200 Unit vials (2.7)

e store in a refrigerator (2°C to 8°C) and use within 24 hours (2.7)

-—--—--mre-——-—-——-DOSAGE FORMS AND STRENGTHS------------—--—--—-—-
e For injection: 50 Units, 100 Units, or 200 Units lyophilized powder in a
single-dose vial (3)

CONTRAINDICATIONS

e Known hypersensitivity to the active substance botulinum neurotoxin type
A or to any of the excipients (4, 5.3)

o Infection at the proposed injection sites (4)

----------------------- WARNINGS AND PRECAUTIONS---------=-mmemmemee e

e Respiratory, speech, or swallowing difficulties: Increased risk if bilateral
neck muscle injections are needed or with pre-existing muscular disorders;
immediate medical attention may be required (5.1, 5.4)

e The potency Units of XEOMIN are not interchangeable with other
preparations of botulinum toxin products (5.2)

o Corneal exposure and ulceration: protective measures may be required
(5.5)

o Risk of ptosis: follow dosage recommendations (5.6)

ADVERSE REACTIONS

The most commonly observed adverse reactions at rates specified below and

greater than placebo are:

e Chronic Sialorrhea: (>4% of patients) tooth extraction, dry mouth,
diarrhea, and hypertension (6.1)

e Upper Limb Spasticity: (>2% of patients) seizure, nasopharyngitis, dry
mouth, upper respiratory tract infection (6.1)

e Cervical Dystonia: (>5% of patients) dysphagia, neck pain, muscle
weakness, injection site pain, and musculoskeletal pain (6.1)

e Blepharospasm: (>10% of patients) eyelid ptosis, dry eye, visual
impairment, and dry mouth (6.1)

¢ Glabellar Lines: (>1% of patients) headache (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Merz
Pharmaceuticals, LLC at 888-493-6646 or FDA at 1-800-FDA-1088 or
www.fda.gov/medwatch.

DRUG INTERACTIONS
Aminoglycosides or other agents that interfere with neuromuscular
transmission may potentiate the effect of XEOMIN; co-administer only with
caution and close observation (7)

e Pregnancy: based on animal data, may cause fetal harm (8.1)

See 17 for PATIENT COUNSELING INFORMATION and Medication
Guide.
Revised: 5/2019
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FULL PRESCRIBING INFORMATION

WARNING: DISTANT SPREAD OF TOXIN EFFECT

Postmarketing reports indicate that the effects of XEOMIN 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, blurred vision, 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 underlying conditions 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 (5.1)].

1  INDICATIONS AND USAGE
1.1 Chronic Sialorrhea
XEOMIN is indicated for the treatment of chronic sialorrhea in adult patients.

1.2 Upper Limb Spasticity
XEOMIN is indicated for the treatment of upper limb spasticity in adult patients.

1.3 Cervical Dystonia
XEOMIN is indicated for the treatment of cervical dystonia in adult patients.

1.4 Blepharospasm
XEOMIN is indicated for the treatment of blepharospasm in adult patients.

1.5 Glabellar Lines
XEOMIN is indicated for the temporary improvement in the appearance of moderate to severe glabellar lines associated with corrugator and/or procerus muscle activity
in adult patients.

2 DOSAGE AND ADMINISTRATION

2.1 Instructions for Safe Use

The potency Units of XEOMIN (incobotulinumtoxinA) 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 XEOMIN cannot be compared to or converted into Units of any other botulinum
toxin products assessed with any other specific assay method [see Warnings and Precautions (5.2) and Description (11)]. Reconstituted XEOMIN is intended for
intramuscular or intra-salivary gland injection only.

The recommended maximum cumulative dose for any indication should not exceed 400 Units in a treatment session.
2.2 Chronic Sialorrhea
XEOMIN is injected into the parotid and submandibular glands on both sides (i.e., 4 injection sites per treatment session). The recommended total dose per treatment

session is 100 Units. The dose is divided with a ratio of 3:2 between the parotid and submandibular glands (Table 1).

Figure 1: Glands for Injection in Chronic Sialorrhea

M = Masseter

Use the following guidelines if locating salivary glands using anatomic landmarks:
1)  To inject the parotid gland, find the midpoint on the line connecting the tragus and mandible angle (Site A and B, respectively, Figure 1), approximately at
the height of the ear lobe. Deliver the injection one finger breadth anterior to this site (Star 1, Figure 1).
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2)  To inject the submandibular gland, find the midpoint between the angle of the mandible and the tip of the chin (Site B and C, respectively, Figure 1).
Deliver the injection one finger breadth medial to the inferior surface of the mandible at this site (Star 2, Figure 1).

Table 1: Dosing by Gland for Treatment of Chronic Sialorrhea

Gland(s) Units Per Side Total
Parotid gland(s) 30 Units 60 Units
Submandibular gland(s) 20 Units 40 Units
Both Glands 50 Units 100 Units

The concentration used in the clinical study after reconstitution is 5 Units/0.ImL. The timing for repeat treatment should be determined based on the actual clinical
need of the individual patient, and no sooner than every 16 weeks.

2.3 Upper Limb Spasticity

The dosage, frequency, and number of injection sites should be tailored to the individual patient based on the size, number, and location of muscles to be treated,
severity of spasticity, presence of local muscle weakness, patient’s response to previous treatment, and adverse event history with XEOMIN. The frequency of
XEOMIN treatments should be no sooner than every 12 weeks. In spasticity patients not previously treated with botulinum toxins, initial dosing should begin at the low
end of the recommended dosing range and titrated as clinically necessary. Most patients in clinical studies were retreated between 12-14 weeks.

Table 2: XEOMIN Dosing by Muscle for Treatment of Upper Limb Spasticity

Clinical Pattern Units (Range) Number of injection
Muscle sites per muscle

Clenched Fist

Flexor digitorum superficialis 25 Units-100 Units 2
Flexor digitorum profundus 25 Units-100 Units 2
Flexed Wrist

Flexor carpi radialis 25 Units-100 Units 1-2
Flexor carpi ulnaris 20 Units-100 Units 1-2
Flexed Elbow

Brachioradialis 25 Units-100 Units 1-3
Biceps 50 Units-200 Units 1-4
Brachialis 25 Units-100 Units 1-2
Pronated Forearm

Pronator quadratus 10 Units-50 Units 1
Pronator teres 25 Units-75 Units 1-2
Thumb-in-Palm

Flexor pollicis longus 10 Units-50 Units 1
Adductor pollicis 5 Units-30 Units 1
Flexor pollicis brevis/ 5 Units-30 Units 1

Opponens pollicis

Figure 2: Muscles Involved In Adult Upper Limb Spasticity

Flexor carpi radialis

Flexor carpi ulnaris
Biceps brachii
Flexor digitorum profundus
Brachialis
I'lexor digitorum superficialis
Brachioradialis
Flexor pollicis longus
Pronator teres
Flexor pollicis brevis
Pronator quadratus
Opponens pollicis

Adductor pollicis
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2.4 Cervical Dystonia

The recommended initial total dose of XEOMIN for cervical dystonia is 120 Units. In a placebo-controlled trial utilizing initial XEOMIN doses of 120 Units and
240 Units, no meaningful difference in effectiveness was demonstrated between the doses [see Clinical Studies (14.3)]. In previously treated patients, their past dose,
response to treatment, duration of effect, and adverse event history should be taken into consideration when determining the XEOMIN dose.

In the treatment of cervical dystonia, XEOMIN is usually injected into the sternocleidomastoid, levator scapulae, splenius capitis, scalenus, and/or the trapezius
muscle(s). This list is not exhaustive, as any of the muscles responsible for controlling head position may require treatment [see Clinical Studies (14.3)]. The dose and
number of injection sites in each treated muscle should be individualized based on the number and location of the muscle(s) to be treated, the degree of
spasticity/dystonia, muscle mass, body weight, and response to any previous botulinum toxin injections.

The frequency of XEOMIN repeat treatments should be determined by clinical response, but should generally be no more frequent than every 12 weeks [see Clinical
Studies (14.3)].

2.5 Blepharospasm
In treatment-naive patients, the recommended initial total dose of XEOMIN is 50 Units (25 Units per eye). In patients previously treated with a botulinum toxin A,
their past dose, response to treatment, duration of effect, and adverse event history should be taken into consideration when determining the XEOMIN dose.

The total dose of XEOMIN should not exceed 100 Units per treatment session (50 Units per eye).
XEOMIN is injected into the lateral and medial orbicularis oculi muscle of the upper lid; lateral canthus and the lateral orbicularis oculi muscle of the lower lid; and the
corrugator muscle, if necessary (see Figure 3). The number and location of injections may be changed in response to adverse reactions or based on the patient’s

response to treatment, but the total dose should not exceed 50 Units per eye.

Figure 3: Injection Sites for Blepharospasm

right closed eye left closed eye

Sl W
¢ © © 9°©

~— .
@ | .‘ @ © O Lateral and medial superior pre-tarsal part of the orbicularis oculi muscle
/ @ @ Lateral canthus of the orbicularis oculi muscle
/ \ @ Inferolateral portion of the orbicularis oculi muscle

© Corrugator muscle

The frequency of XEOMIN repeat treatments should be determined by clinical response but should generally be no more frequent than every 12 weeks [see Clinical
Studies (14.4)].

2.6 Glabellar Lines
The total recommended XEOMIN dose is 20 Units per treatment session divided into five equal intramuscular injections of 4 Units each. The five injection sites are:
two injections in each corrugator muscle and one injection in the procerus muscle.

Retreatment with XEOMIN should be administered no more frequently than every three months.

Figure 4: Injection Sites for Glabellar Lines

approx.l1cm approx.lcm

2.7 Preparation and Reconstitution Technique

Prior to injection, reconstitute each vial of XEOMIN with sterile, preservative-free 0.9% Sodium Chloride Injection, USP [see Dosage Form and Strengths (3)]. A 20-
27 gauge short bevel needle is recommended for reconstitution. Draw up an appropriate amount of preservative-free 0.9% Sodium Chloride Injection, USP into a
syringe (see Table 3). Clean the exposed portion of the rubber stopper of the vial with alcohol (70%) prior to insertion of the needle. After vertical insertion of the
needle through the rubber stopper, the vacuum will draw the saline into the vial. Gently inject any remaining saline into the vial to avoid foam formation. If the
vacuum does not pull the saline into the vial, then XEOMIN must be discarded. Remove the syringe from the vial and mix XEOMIN with the saline by carefully
swirling and inverting/flipping the vial — do not shake vigorously. Reconstituted XEOMIN is a clear, colorless solution free of particulate matter. XEOMIN should not
be used if the reconstituted solution has a cloudy appearance or contains floccular or particulate matter.
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After reconstitution, XEOMIN should be used for only one injection session and for only one patient. Reconstituted XEOMIN solution should be administered within
24 hours after dilution. During this time period, unused reconstituted XEOMIN may be stored in the original container in a refrigerator 2°C -8°C (36°F -46°F) for up to
24 hours until time of use. XEOMIN vials are for single-dose only. Discard any unused portion.

Diluent volumes for reconstitution of XEOMIN are indicated in Table 3.

Table 3: Diluent Volumes for Reconstitution of XEOMIN

Volume of Preservative-free 0.9% 50 Unit Vial: 100 Unit Vial: 200 Unit Vial:
Sodium Chloride Injection, USP Resulting dose in Units per 0.1 mL Resulting dose in Units per 0.1 mL Resulting dose in Units per 0.1 mL
0.25 mL 20 Units - -
0.5 mL 10 Units 20 Units 40 Units
1 mL 5 Units 10 Units 20 Units
1.25 mL 4 Units 8 Units 16 Units
2 mL 2.5 Units 5 Units 10 Units
2.5mL 2 Units 4 Units 8 Units
4 mL 1.25 Units 2.5 Units 5 Units
5mL 1 Unit 2 Units 4 Units

2.8 Administration
Reconstituted XEOMIN is intended for intramuscular or intra-salivary gland injection only.

If proposed injection sites are marked with a pen, the product must not be injected through the pen marks; otherwise a permanent tattooing effect may occur.
For intramuscular injections, the number of injection sites is dependent upon the size of the muscle to be treated and the volume of reconstituted XEOMIN injected.

XEOMIN should be injected carefully when injected at sites close to sensitive structures, such as the carotid artery, lung apices, and esophagus. Before administering
XEOMIN, the physician should be familiar with the patient’s anatomy and any anatomic alterations, e.g., due to prior surgical procedures.

Chronic Sialorrhea
A sterile needle (e.g., 27-30 gauge (0.30-0.40 mm diameter), 12.5 mm length) should be used for intra-salivary gland administration for the treatment of chronic
sialorrhea.

The salivary glands can be located using ultrasound imaging or surface anatomical landmarks [see Dosage and Administration (2.2)].
Upper Limb Spasticity and Cervical Dystonia

A sterile needle (e.g., 26-gauge (0.45 mm diameter), 37 mm length for superficial muscles; or 22-gauge (0.70 mm diameter), 75 mm length for injections into deeper
muscles) should be used in the intramuscular administration in the treatment of upper limb spasticity and cervical dystonia.

Localization of the involved muscles with electromyographic guidance or nerve stimulation techniques may be useful.

Blepharospasm
A sterile needle (e.g., 30-gauge (0.40 mm diameter), 12.5 mm length) should be used in the intramuscular administration in the treatment of blepharospasm.

Glabellar Lines
A sterile needle (e.g., 30-33 gauge (0.3-0.2 mm diameter), 13 mm length) should be used in the intramuscular administration in the treatment of glabellar lines.

2.9 Monitoring to Assess Effectiveness
The median first onset of XEOMIN effect occurs within seven days after injection. The typical duration of effect of each treatment is up to 3 months; however, the
effect may last significantly longer, or shorter, in individual patients.

3 DOSAGE FORMS AND STRENGTHS
For injection: 50 Units, 100 Units, or 200 Units lyophilized powder in a single-dose vial for reconstitution only with preservative-free 0.9% Sodium Chloride Injection,
USP.

4 CONTRAINDICATIONS
XEOMIN is contraindicated in patients with:
e  Known hypersensitivity to any botulinum toxin product or to any of the components in the formulation [see Warnings and Precautions (5.3) and
Description (11)].
e Infection at the proposed injection site(s) because it could lead to severe local or disseminated infection.

5  WARNINGS AND PRECAUTIONS

5.1 Spread of Toxin Effect

Postmarketing safety data from XEOMIN 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,
blurred vision, 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 the spread of toxin effects. The risk of symptoms
is probably greatest in children treated for spasticity but symptoms can occur in adults treated for spasticity and other conditions, and particularly in those patients who
have underlying conditions 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 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.
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5.2 Lack of Interchangeability between Botulinum Toxin Products

The potency Units of XEOMIN are specific to the preparation and assay method utilized. They are not interchangeable with the other preparations of botulinum toxin
products and, therefore, Units of biological activity of XEOMIN cannot be compared to or converted into Units of any other botulinum toxin products assessed with any
other specific assay method [see Description (11)].

5.3 Hypersensitivity Reactions

Serious hypersensitivity reactions have been reported with botulinum toxin products. Hypersensitivity reactions include anaphylaxis, serum sickness, urticaria, soft
tissue edema, and dyspnea. If serious and/or immediate hypersensitivity reactions occur, discontinue further injection of XEOMIN and institute appropriate medical
therapy immediately. The use of XEOMIN in patients with a known hypersensitivity to any botulinum neurotoxin or to any of the excipients (human albumin, sucrose),
could lead to a life-threatening allergic reaction [see Contraindications (4)].

5.4 Dysphagia and Breathing Difficulties

Treatment with XEOMIN 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 (5.1)].

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 critical loss of
breathing capacity in patients with respiratory disorders who may have become dependent upon these accessory muscles. There have been post-marketing reports of
serious breathing difficulties, including respiratory failure, in patients with cervical dystonia treated with botulinum toxin products.

Patients with smaller neck muscle mass and patients who require bilateral injections into the sternocleidomastoid muscles have been reported to be at greater risk of
dysphagia. In general, limiting the dose injected into the sternocleidomastoid muscle may decrease the occurrence of 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 (5.1) and Adverse Reactions (6.1)].

Patients with neuromuscular disorders with peripheral motor neuropathic diseases, amyotrophic lateral sclerosis, or neuromuscular junctional disorders (e.g.,
myasthenia gravis or Lambert-Eaton syndrome) may be at increased risk for severe dysphagia and respiratory compromise from typical doses of XEOMIN.

5.5 Corneal Exposure, Corneal Ulceration, and Ectropion in Patients Treated for Blepharospasm

Reduced blinking from injection of botulinum toxin products in the orbicularis muscle can lead to corneal exposure, persistent epithelial defect, and corneal ulceration,
especially in patients with VII nerve disorders. As patients with previous eye surgery may have reduced corneal sensation, carefully assess corneal sensation before
treatment. Vigorous treatment of any corneal 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. Because of its anticholinergic effects, XEOMIN should be used with caution in patients at risk of developing narrow
angle glaucoma. To decrease the risk for ectropion, XEOMIN should not be injected into the medial lower eyelid area.

Ecchymosis easily occurs in the soft tissues of the eyelid. Immediate gentle pressure at the injection site can limit the size.

5.6 Risk of Ptosis in Patients Treated for Glabellar Lines
Do not exceed the recommended dosage and frequency of administration of XEOMIN.

In order to reduce the complication of ptosis the following steps should be taken:
e Avoid injection near the levator palpebrae superioris, particularly in patients with larger brow depressor complexes.
. Corrugator injections should be placed at least 1 cm above the bony supraorbital ridge.

5.7 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 and variant Creutzfeldt-Jakob disease (vCJD). There is a theoretical risk for transmission of Creutzfeldt-Jakob disease (CJD), but
if that risk actually exists, the risk of transmission would also be considered extremely remote. No cases of transmission of viral diseases, CID, or vCJD have ever been
identified for licensed albumin or albumin contained in other licensed products.

6 ADVERSE REACTIONS
The following adverse reactions to XEOMIN are discussed in greater detail in other sections of the labeling:
. Spread of Effects from Toxin [see Warnings and Precautions (5.1)]
Lack of Interchangeability between Botulinum Toxin Products [see Warnings and Precautions (5.2)]
Hypersensitivity Reactions [see Warnings and Precautions (5.3)]
Dysphagia and Breathing Difficulties [see Warnings and Precautions (5.4)]
Corneal Exposure, Corneal Ulceration, and Ectropion in Patients Treated with XEOMIN for Blepharospasm [see Warnings and Precautions (5.5)]
Risk of Ptosis in Patients Treated for Glabellar Lines [see Warnings and Precautions (5.6)]
Human Albumin and Transmission of Viral Diseases [see Warnings and Precautions (5.7)]

6.1 Clinical Trials Experience
Because clinical trials are conducted under widely varying conditions, 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 practice.

Chronic Sialorrhea

Table 4 lists the adverse reactions that occurred in >3% of XEOMIN-treated patients in the double-blind, placebo-controlled phase of the study in patients with chronic
sialorrhea [see Clinical Studies (14.1)]. The most common adverse reactions (>4%) were tooth extraction, dry mouth, diarrhea, and hypertension. In the controlled
portion of this study, 74 patients received 100 Units of XEOMIN and 36 patients received placebo. XEOMIN-treated patients were 21-80 years old (mean 65 years),
and were predominantly male (71%) and white (99.5%).
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Table 4: Adverse Reactions (>3%) and Greater for XEOMIN than Placebo: Double-Blind Phase of the Placebo-Controlled Chronic Sialorrhea Study

XEOMIN 100 Units Placebo

Adverse Reaction N=174) (N=36)
% %
Tooth extraction 5 0
Dry mouth 4 0
Diarrhea 4 3
Hypertension 4 3
Fall 3 0
Bronchitis 3 0
Dysphonia 3 0
Back pain 3 0
Dry eye 3 0

Upper Limb Spasticity

Table 5 lists the adverse reactions that occurred in >2% of XEOMIN-treated patients in two placebo-controlled, Phase 3 studies in patients with upper limb spasticity.
Study 1 and Study 2 were both double-blind, placebo-controlled studies, with an open-label extension [see Clinical Studies (14.2)]. In the controlled portion of these
studies, 283 patients received >120 Units to 400 Units, of which 217 patients received at least 400 units of XEOMIN, and 182 patients received placebo. XEOMIN-
treated patients were 20-79 years old (mean 56 years), and were predominantly male (58%) and white (84%).

Table 5: Adverse Reactions (>2%) and Greater for XEOMIN than Placebo: Double-Blind Phase of Placebo-Controlled Upper Limb Spasticity Study 1 and
Study 2

XEOMIN 400 Units Placebo
Adverse Reaction (N=217) (N=182)
% Y%
Seizure 3 0
Nasopharyngitis 2 0
Dry mouth 2 1
Upper respiratory tract infection 2 1

Cervical Dystonia

The data described below reflect exposure to a single intramuscular dose of XEOMIN in a placebo-controlled, Phase 3 trial in patients with cervical dystonia [See
Clinical Studies (14.3)]. In this study, 159 patients received XEOMIN (78 were randomized to receive a total dose of 120 Units, and 81 were randomized to receive a
total dose of 240 Units). XEOMIN-treated patients were 18 to 79 years old (mean 53 years), and were predominantly female (66%) and Caucasian (91%). At study
baseline, approximately 25% had mild, 50% had moderate, and 25% had severe cervical dystonia. Approximately 61% of XEOMIN-treated patients had previously
received another botulinum toxin type A product. Table 6 lists adverse reactions that occurred in >5% of XEOMIN-treated patients (in any treatment group) and greater
than placebo.

Table 6: Adverse Reactions (>5%) and Greater for XEOMIN than Placebo: Double-Blind Phase of the Placebo-Controlled Cervical Dystonia Study

XEOMIN 120 Units XEOMIN 240 Units Placebo

Adverse Reaction (N=77) (N=82) (N=74)
% % %
Musculoskeletal and connective tissue disorders 23 32 11
Neck pain 7 15 4
Muscular weakness 7 11 1
Musculoskeletal pain 7 4 1
Gastrointestinal disorders 18 24 4
Dysphagia 13 18 3
Nervous system disorders 16 17 7
General disorders and administration site conditions 16 11 11
Injection site pain 9 4 7
Infections and infestations 14 13 11
Respiratory, thoracic and mediastinal disorders 13 10 3

Blepharospasm

Study 1 was a randomized, double-blind, placebo-controlled study that only included treatment-naive patients [see Clinical Studies (14.3)]. In the controlled portion,
22 patients received XEOMIN 25 Units, 19 patients received 50 Units, and 20 patients received placebo. XEOMIN-treated patients were 23 to 78 years of age (mean
55 years). Fifty-nine percent of the patients were women, 77% were Asian, and 23% White. No patients withdrew prematurely because of an adverse event. Table 7
lists the adverse reactions that occurred in >6% of XEOMIN-treated patients and greater than placebo.

Table 7: Adverse Reactions (>6%) and Greater for XEOMIN than Placebo: Double-Blind Phase of the Placebo-Controlled Blepharospasm Study 1

XEOMIN 50 U Placebo

Adverse Reaction (N=19) (N=20)
% %
Eye disorders 21 10
Eyelid ptosis 16 0

Study 2 was a double-blind, placebo-controlled, flexible dose study with an open-label extension (OLEX) period. The study only included patients previously treated
with onabotulinumtoxinA (Botox) [see Clinical Studies (14.4)]. In the controlled portion, 74 patients received XEOMIN at a mean dose of approximately 33 Units per
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eye (minimum 10 Units, maximum 50 Units). XEOMIN-treated patients were 22 to 79 years of age (mean 62 years), predominantly female (65%), and Caucasian
(60%). Table 8 lists the adverse reactions that occurred in >5% of XEOMIN-treated patients and greater than placebo.

Table 8: Adverse Reactions (>5%) and Greater for XEOMIN than Placebo: Double-Blind Phase of the Placebo-Controlled Blepharospasm Study 2

XEOMIN Placebo
Adverse Reaction (N=74) (N=34)
% Y%
Eye disorders 38 21
Eyelid ptosis 19 9
Dry eye 16 12
Visual impairment* 12 6
Gastrointestinal disorders 30 15
Dry mouth 16 3
Diarrhea 8 0
Infections and infestations 20 15
Nasopharyngitis 5 3
Respiratory tract infection 5 3
Nervous system disorders 14 9
Headache 7 3
General disorders and administration site conditions 11 9
Respiratory, thoracic and mediastinal disorders 11 3
Dyspnea 5 3

*including vision blurred

Glabellar Lines

In three placebo-controlled trials in 803 subjects with glabellar lines, 535 subjects received a single dose of 20 Units XEOMIN and 268 subjects received placebo.
XEOMIN-treated subjects were 24 to 74 years old, and were predominantly female (88%). The most frequent adverse reactions in XEOMIN-treated subjects were:
headache (5%), facial paresis (0.7%), injection site hematoma (0.6%) and eyelid edema (0.4%). Four serious adverse events occurred in two placebo-treated subjects.
Six XEOMIN treated subjects experienced six serious adverse events. All serious adverse events were assessed as unrelated to study drug.

The adverse reactions below reflect exposure to XEOMIN with glabellar lines in placebo-controlled studies. Adverse reactions are adverse events in which there is
some basis to believe there is a causal relationship between the drug and the occurrence of the adverse event.

Because clinical trials are conducted under widely varying conditions, 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 practice.

Table 9: Adverse Reactions in Placebo-Controlled Glabellar Lines Trials

XEOMIN Placebo
Adverse Reaction (N=535) (N=268)
% %
Nervous system disorders 6 2
Headache 5 2
Facial paresis (brow ptosis) 0.7 0
General disorders and administration site
conditions 0.9 0.7
Injection site hematoma 0.6 0
Injection site pain 0.2 0
Facial pain 0.2 0
Injection site swelling 0 0.4
Sensation of pressure 0 0.4
Eye disorders 0.9 0
Eyelid edema 0.4 0
Blepharospasm 0.2 0
Eye disorder 0.2 0
Eyelid ptosis 0.2 0

In open-label, multiple-dose trials, adverse reactions were reported for 105 of the 800 subjects (13%). Headache was the most common adverse reaction, reported in
7% of subjects, followed by injection site hematoma (1%). Adverse reactions reported in less than 1% of subjects were: facial paresis (brow ptosis), muscle disorder
(elevation of eyebrow), injection site pain, and eyelid edema.

6.2 Immunogenicity
As with all therapeutic proteins, there is a potential for immunogenicity.

The detection of antibody formation is highly dependent on the sensitivity and specificity of the assay. Additionally, the observed incidence of antibody (including
neutralizing antibody) positivity in an assay may be influenced by several factors including assay methodology, sample handling, timing of sample collection,
concomitant medications, and underlying disease. For these reasons, comparison of the incidence of antibodies in the studies described below with the incidence of
antibodies in other studies or to other botulinumtoxinA products may be misleading.

Of the 1490 patients treated with XEOMIN in placebo-controlled clinical trials supporting approved indications [see Clinical Studies (14)], 5 (0.3%) patients were
positive for neutralizing antibodies after treatment whose antibody status at baseline was unknown and 4 (0.2%) additional patients developed neutralizing antibodies
after treatment. No patients demonstrated a secondary lack of treatment response due to neutralizing antibodies.
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Chronic Sialorrhea

Of the 180 patients treated with XEOMIN in the main phase and extension period of the chronic sialorrhea clinical trial [see Clinical Studies (14.1)], 1 (0.6%) patient
was positive for neutralizing antibodies after treatment. The patient had an antibody status unknown at baseline, and had not received a botulinum toxin treatment in the
12 months prior to enrollment in the study. No patients demonstrated a secondary lack of treatment response due to neutralizing antibodies.

Upper Limb Spasticity

Of the 456 patients treated with XEOMIN in the main phase and open-label extension period of the upper limb spasticity clinical trials (Study 1 and Study 2) [see
Clinical Studies (14.2)], 4 patients were positive for neutralizing antibodies at baseline, and 2 (0.4%) additional patients (with unknown antibody status at baseline)
were positive after treatment. Both patients had not received a botulinum toxin treatment in the 12 months prior to enrollment in the studies. No patients demonstrated
a secondary lack of treatment response due to neutralizing antibodies.

Cervical Dystonia
Of the 227 patients treated with XEOMIN in the main phase and open-label extension period of the cervical dystonia clinical trial [see Clinical Studies (14.3)], 5

patients were positive for neutralizing antibodies at baseline, 1 (0.4%) patient (with unknown antibody status at baseline) was positive after treatment, and 4 (1.8%)
additional patients developed neutralizing antibodies after treatment. All of these patients were pre-treated with onabotulinumtoxinA prior to enrollment in the study.
No patients demonstrated a secondary lack of treatment response due to neutralizing antibodies.

Blepharospasm
Of the 163 patients treated with XEOMIN in the main phase and open-label extension period of the blepharospasm clinical trials (Study 1 and Study 2) [see Clinical

Studies (14.4)], 1 (0.6%) patient (with unknown antibody status at baseline) was positive for neutralizing antibodies after treatment. The patient had not received a
botulinum toxin treatment in the 12 months prior to enrollment in the studies. No patients demonstrated a secondary lack of treatment response due to neutralizing
antibodies.

Glabellar Frown Lines

Of the 464 patients treated with XEOMIN in the main phase and open-label extension period of the glabellar frown lines clinical trials (GL-1 and GL-2) [see Clinical
Studies (14.5)], no patients developed neutralizing antibodies after treatment. No patients demonstrated a secondary lack of treatment response due to neutralizing
antibodies.

6.3 Postmarketing Experience

The following adverse reactions have been reported during post-approval use of XEOMIN. Because these reactions are reported voluntarily from a population of
uncertain size, it is not always possible to reliably estimate their frequency or establish a causal relationship to drug exposure: eye swelling, eyelid edema, dysphagia,
nausea, flu-like symptoms, injection site pain, injection site reaction, allergic dermatitis, localized allergic reactions like swelling, edema, erythema, pruritus or rash,
herpes zoster, muscular weakness, muscle spasm, dysarthria, myalgia and hypersensitivity.

7  DRUG INTERACTIONS

7.1 Aminoglycosides and Other Agents Interfering with Neuromuscular Transmission
Co-administration of XEOMIN and aminoglycosides or other agents interfering with neuromuscular transmission (e.g., tubocurarine-type muscle relaxants) should only
be performed with caution as these agents may potentiate the effect of the toxin.

7.2 Anticholinergic Drugs
Use of anticholinergic drugs after administration of XEOMIN may potentiate systemic anticholinergic effects.

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

7.4 Muscle Relaxants
Excessive weakness may also be exaggerated by administration of a muscle relaxant before or after administration of XEOMIN.

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Risk Summary

There are no adequate data on the developmental risk associated with the use of XEOMIN in pregnant women. XEOMIN should be used during pregnancy only if the
potential benefit justifies the potential risk to the fetus. XEOMIN was embryotoxic in rats and increased abortions in rabbits when given at doses higher than the
maximum recommended human dose (MRHD) for cervical dystonia (120 Units), on a body weight basis.

In the U.S. general population, the estimated background risk of major birth defects and miscarriages in clinically recognized pregnancies is 2-4% and 15-20%,
respectively. The background risk of major birth defects and miscarriage for the indicated population is unknown.

Data

Animal Data

When XEOMIN was administered intramuscularly to pregnant rats during organogenesis (3 Units/kg, 10 Units/kg, or 30 Units/kg on gestational days [GDs] 6, 12, and
19; or 7 Units/kg on GDs 6 to 19; or 2 Units/kg, 6 Units/kg, or 18 Units/kg on GDs 6, 9, 12, 16, and 19), decreases in fetal body weight and skeletal ossification were
observed at doses that were also maternally toxic. The no-effect level for embryotoxicity in rats was 6 Units/kg (3 times the MRHD for cervical dystonia on a body
weight basis). Intramuscular administration to pregnant rabbits during organogenesis (1.25 Units/kg, 2.5 Units/kg, or 5.0 Units/kg on GDs 6, 18, and 28) resulted in an
increased rate of abortion at the highest dose, which was also maternally toxic. In rabbits, the no-effect level for increased abortion was 2.5 Units/kg (similar to the
MRHD for cervical dystonia on a body weight basis).

8.2 Lactation

Risk Summary

There are no data on the presence of XEOMIN in human milk, the effects on the breastfed infant, or the effects on milk production. The developmental and health
benefits of breastfeeding should be considered along with the mother’s clinical need for XEOMIN and any potential adverse effects on the breastfed infant from
XEOMIN or from the underlying maternal conditions.
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8.4 Pediatric Use
Safety and effectiveness of XEOMIN in patients less than 18 years of age have not been established [see Warnings and Precautions (5.1)].

8.5 Geriatric Use

Chronic Sialorrhea

Of the total number of 184 patients in the placebo-controlled study in chronic sialorrhea [see Clinical Studies (14.1)], 107 were 65 years of age and over (46 treated
with XEOMIN 100 Units, 44 treated with XEOMIN 75 Units, and 17 received placebo). No differences in safety or effectiveness were observed between older and
younger patients. Other clinical studies have not identified differences in responses between older and younger patients, but increased sensitivity in older patients
cannot be ruled out.

Upper Limb Spasticity

Of the total number of 283 patients in the placebo-controlled studies in upper limb spasticity [see Clinical Studies (14.2)], 118 were 65 years of age and over (70 treated
with XEOMIN and 48 received placebo), which included 12 patients 75 years of age and over (7 treated with XEOMIN and 5 received placebo). No overall differences
in safety or effectiveness were observed between older and younger patients. Other clinical studies have not identified differences in responses between older and
younger patients, but increased sensitivity in older patients cannot be ruled out.

Cervical Dystonia
Of the total number of 233 patients in the placebo-controlled study in cervical dystonia [see Clinical Studies (14.3)], 29 were 65 years of age and over (19 treated with

XEOMIN and 10 received placebo). Of these, ten XEOMIN-treated patients and four placebo-treated patients experienced an adverse event. For patients 65 years of
age and over treated with XEOMIN, the most common adverse events were dysphagia (21%) and asthenia (11%).

Blepharospasm
Of the total number of 169 patients in the placebo-controlled studies in blepharospasm [see Clinical Studies (14.4)], 61 were 65 years of age and over (45 treated with
XEOMIN and 16 received placebo). No overall difference in effectiveness was observed between older and younger patients.

Glabellar Lines

There are limited clinical data with XEOMIN in subjects 65 years of age and over in clinical studies with glabellar lines. Of the total number of 547 subjects in the
placebo-controlled clinical studies [see Clinical Studies (14.5)], 21 subjects were 65 years of age and over. Efficacy was observed in 20% (3/15) of XEOMIN subjects
65 years of age and over. For the entire safety database of geriatric subjects, there was no increase in the incidence of adverse events related to treatment with
XEOMIN.

10 OVERDOSAGE

Excessive doses of XEOMIN may be expected to produce neuromuscular weakness with a variety of symptoms, particularly when treated intramuscularly. Respiratory
support may be required where excessive doses cause paralysis of the respiratory muscles. In the event of overdose, the patient should be medically monitored for
symptoms of excessive muscle weakness or muscle paralysis [See Warnings and Precautions (5.1, 5.4)]. Symptomatic treatment may be necessary.

Symptoms of overdose are not likely to be present immediately following injection. Should accidental injection or oral ingestion occur, the person should be medically
supervised for several weeks for signs and symptoms of excessive muscle weakness or paralysis.

There is no significant information regarding overdose from clinical studies of XEOMIN.

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 770-488-7100. More information can be obtained at http://www.cdc.gov/ncidod/srp/drugs/formulary.html#1a.

11 DESCRIPTION

The active ingredient of XEOMIN is botulinum toxin type A produced from fermentation of Hall strain Clostridium botulinum serotype A. The botulinum toxin
complex is purified from the culture supernatant and then the active ingredient is separated from the proteins (hemagglutinins and non-hemagglutinins) through a series
of steps yielding the active neurotoxin with molecular weight of 150 kDa, without accessory proteins. XEOMIN is a sterile white to off-white lyophilized powder
intended for intramuscular or intra-salivary gland injection after reconstitution with preservative-free 0.9% Sodium Chloride Injection, USP (3). One vial of XEOMIN
contains 50 Units, 100 Units, or 200 Units of incobotulinumtoxinA, human albumin (1 mg), and sucrose (4.7 mg).

The primary release procedure for XEOMIN uses a cell-based potency assay to determine the potency relative to a reference standard. One Unit corresponds to the
median intraperitoneal lethal dose (LDs) in mice. As the method for conducting the assay is specific to XEOMIN, Units of biological activity of XEOMIN cannot be
converted into Units of any other botulinum toxin assessed with other specific assays.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

XEOMIN blocks cholinergic transmission at the neuromuscular and salivary neuroglandular junction by inhibiting the release of acetylcholine from peripheral
cholinergic nerve endings. This inhibition occurs according to the following sequence: neurotoxin binding to cholinergic nerve terminals, internalization of the
neurotoxin into the nerve terminal, translocation of the light-chain part of the molecule into the cytosol of the nerve terminal, and enzymatic cleavage of SNAP2S5, a
presynaptic target protein essential for the release of acetylcholine. In both muscles and glands, impulse transmission is re-established by the formation of new nerve
endings.

12.2 Pharmacodynamics
The return of increased muscle tone following injection typically occurs within 3 to 4 months.

12.3 Pharmacokinetics
General characteristics of the active substance: Using currently available analytical technology, it is not possible to detect XEOMIN in the peripheral blood
following intramuscular or intraglandular injection at the recommended doses.
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13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenesis

Studies to evaluate the carcinogenic potential of XEOMIN have not been conducted.

Mutagenesis

Genotoxicity studies have not been conducted for XEOMIN.

Impairment of Fertility

In a fertility and early embryonic development study in rabbits, males and females were dosed with XEOMIN (1.25 Units/kg, 2.5 Units/kg, or 3.5 Units/kg)
intramuscularly every two weeks for 5 and 3 doses, respectively, beginning 2 weeks prior to mating. No effects on mating or fertility were observed. The highest dose
tested is approximately twice the maximum recommended human dose for cervical dystonia (120 Units) on a body weight basis.

14 CLINICAL STUDIES

14.1 Chronic Sialorrhea

The efficacy and safety of XEOMIN for the treatment of chronic sialorrhea were evaluated in a double-blind, placebo-controlled clinical trial that enrolled a total of 184
patients with chronic sialorrhea resulting from Parkinson’s disease, atypical parkinsonism, stroke, or traumatic brain injury, that was present for at least three months.
Patients with a history of aspiration pneumonia, amyotrophic lateral sclerosis, salivary gland or duct malformation, and gastroesophageal reflux disease were excluded.
The study consisted of a 16-week main phase, followed by an extension period of dose-blinded treatment with XEOMIN.

In the main phase, a fixed total dose of XEOMIN (100 Units or 75 Units) or placebo was administered into the parotid and submandibular salivary glands in a 3:2 dose
ratio. The co-primary efficacy variables were the change in unstimulated Salivary Flow Rate (uSFR, Table 10) and the change in Global Impression of Change Scale
(GICS, Table 11) at Week 4 post-injection. A total of 173 treated patients completed the main phase of the study. For both the uSFR and GICS, XEOMIN 100 Units
was significantly better than placebo (see Table 10 and Table 11). XEOMIN 75 Units was not significantly better than placebo.

Table 10: Change in uSFR (g/min) from Baseline at Week 4, 8, 12, and 16 of Main Phase

XEOMIN Placebo
100 Units
N=73 N=36
Week 4* -0.13 -0.04
Week 8 -0.13 -0.02
Week 12 -0.12 -0.03
Week 16 -0.11 -0.01
*p=0.004
Table 11: Mean GICS at Week 4, 8, 12, and 16 of Main Phase
XEOMIN Placebo
100 Units
N=74 N=36
Week 4* 1.25 0.67
Week 8 1.30 0.47
Week 12 1.21 0.56
Week 16 0.93 0.41

*p=0.002

In the extension period, patients received up to 3 additional treatments with XEOMIN 100 Units or 75 Units every 16+2 weeks, for a total exposure duration of up to 64
weeks. Patients had periodic dental examinations to monitor for changes in dentition and oral mucosa. A total of 151 patients completed the extension period.

14.2 Upper Limb Spasticity
The efficacy and safety of XEOMIN for the treatment of upper limb spasticity were evaluated in two Phase 3, randomized, multi-center, double-blind studies.

Study 1 and Study 2 were both prospective, double-blind, placebo-controlled, randomized, multi-center trials with an open-label extension period (OLEX) to investigate
the efficacy and safety of XEOMIN in the treatment of post-stroke spasticity of the upper limb. For patients who had previously received botulinum toxin treatment in
any body region, Study 1 and Study 2 required that > 12 months and > 4 months, respectively, had passed since the most recent botulinum toxin administration.

Study 1 consisted of a 12-week main phase followed by three 12-week OLEX treatment cycles for a total exposure duration of 48 weeks. The study included 317
treatment-naive patients who were at least three months post-stroke in the main study period (210 XEOMIN and 107 placebo). During the main period, XEOMIN
(fixed total dose of 400 Units) and placebo were administered intramuscularly to the defined primary target clinical pattern chosen from among the flexed elbow, flexed
wrist, or clenched fist patterns and to other affected muscle groups. 296 treated patients completed the main phase and participated in the first OLEX cycle. Each
OLEX cycle consisted of a single treatment session (XEOMIN 400 Units total dose, distributed among all affected muscles) followed by a 12 week observation period.

Study 2 consisted of a 12 - 20 week main phase followed by an OLEX period of 48 — 69 weeks for up to 89 weeks of exposure to XEOMIN. The study included 148
treatment-naive and pre-treated patients with a confirmed diagnosis of post-stroke spasticity of the upper limb who were at least six months post-stroke (73 XEOMIN
and 75 placebo). During the main period, for each patient, the clinical patterns of flexed wrist and clenched fist were treated with fixed doses (90 Units and 80 Units,
respectively). Additionally, if other upper limb spasticity patterns were present, the elbow, forearm and thumb muscles could be treated with fixed doses of XEOMIN
per muscle. 145 patients completed the main phase and participated in the OLEX period, during which time the dosing of each involved muscle could be adapted
individually. During the main and OLEX periods, the maximum total dose per treatment session and 12-week interval was 400 Units.

The average XEOMIN doses injected into specific muscles and the number of injection sites per muscle in Study 1 and Study 2 are presented in Table 12.



Table 12: Doses Administered to Individual Muscles (Main Period) in Study 1 and Study 2 Intent to Treat (ITT)
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Muscle Group Muscle Study 1 Injection Site Per Study 2 Injection Site Per Muscle
Units Injected Muscle Units Injected
XEOMIN XEOMIN XEOMIN XEOMIN
(N=210) Median (N=73) Median
Mean+SD (Min; Max) Mean+SD (Min; Max)
All Overall 400 + 2 Units -- 307 + 77 Units --
Elbow flexors Overall 151 + 50 Units 5(1;11) 142 + 30 Units 5(2;9)
Biceps 90 £ 21 Units 3(1;4 80 + 0 Units 3(2;4
Brachialis 52 + 26 Units 2(1;4) 50 + 0 Units 2(1;2)
Brachioradialis 43 + 16 Units 2 (1;3) 60 + 2 Units 2 (1;3)
Wrist flexors Overall 112 + 43 Units 4(1;6) 90 £+ 0 Units 444
Flexor carpi radialis 58 £ 22 Units 2(1;3) 50 £ 0 Units 2(2;2)
Flexor carpi ulnaris 56 £ 22 Units 2(1;3) 40 + 0 Units 2(2;2)
Finger flexors Overall 104 + 35 Units 4(1;4) 80 £ 0 Units 4(4;4)
Flexor digitorum 54 £ 19 Units 2(1;2) 40 + 0 Units 2(2;2)
profundus
Flexor digitorum 54 £ 19 Units 2(1;2) 40 + 0 Units 2(2;2)
superficialis
Forearm pronators Overall 52 + 24 Units 2 (1;3) 47 £ 16 Units 2 (1;3)
Pronator quadratus 26 + 13 Units 1(L; D 25 40 Units 1(1; 1
Pronator teres 42 £ 13 Units 1(1;2) 40 + 0 Units 1.5(1;2)
Thumb flexors Overall 37 £ 25 Units 2(1;4) 25 410 Units 1.5(1;3)
/adductors Adductor pollicis 14 + 8 Units 1(1; 1) 10 + 0 Units 1(1; 1)
Flexor pollicis brevis 14 £ 9 Units 1(1;1) 10 = 0 Units 1(1;1)
/ opponens pollicis
Flexor pollicis longus 26 + 16 Units 1(1;2) 20 + 0 Units 1(1;1)

In Study 1, the primary efficacy variable was the change from baseline in Ashworth Scale (AS) score of the primary target clinical pattern determined by the

investigator at the Week 4 visit. The Ashworth Scale is a clinical measure of the severity of spasticity by judging resistance to passive movement. The spasticity of the

elbow flexors, wrist flexors, finger flexors, and thumb muscles as well as the forearm pronators was assessed on the 0 to 4-point Ashworth scale at each visit.

Table 13: Efficacy Results by Patterns of Spasticity in Study 1, Week 4

Mean Change in Ashworth Scale

XEOMIN Placebo

(N=171) (N=88)
Total Primary Target Clinical Pattern (flexed -0.9 -0.5
wrist, flexed elbow, and clenched fist)

The analysis is based on Last Observation Carried Forward in the Intent To Treat population. p<0.001

The co-primary efficacy variable of Study 1 was the Investigator's Global Impression of Change Scales (GICS) after 4 Weeks of treatment with XEOMIN or placebo.
The GICS is a global measure of a subject’s functional improvement. Investigators were asked to evaluate the subject’s global change in spasticity of the upper

limb due to treatment, compared to the condition before the last injection. The response was assessed using a 7-point Likert scale that ranges from —3 (very much
worse) to +3 (very much improved). A greater percentage of XEOMIN-treated subjects (43%) than placebo-treated subjects (23 %) reported ‘very much
improved’ and ‘much improved’ in their spasticity (see Figure 5).

Figure 5: Investigator’s GICS in Study 1
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XEOMIN was considered to be superior to placebo in Study 1 only if statistical significance was reached in both the AS and GICS variables.

14.3 Cervical Dystonia

XEOMIN has been investigated in a Phase 3, randomized, double-blind, placebo-controlled, multi-center trial in a total of 233 patients with cervical dystonia. Patients
had a clinical diagnosis of predominantly rotational cervical dystonia, with baseline Toronto Western Spasmodic Torticollis Rating Scale (TWSTRS) total score >20,
TWSTRS severity score >10, TWSTRS disability score >3, and TWSTRS pain score >1. For patients who had previously received a botulinum toxin treatment for
cervical dystonia, the trial required that >10 weeks had passed since the most recent botulinum toxin administration. Patients with swallowing disorders or any
significant neuromuscular disease that might interfere with the study were excluded from enrollment. Patients were randomized (1:1:1) to receive a single
administration of XEOMIN 240 Units (n=81), XEOMIN 120 Units (n=78), or placebo (n=74). Each patient received a single administration of 4.8 mL of reconstituted
study agent (XEOMIN 240 Units, XEOMIN 120 Units, or placebo). The investigator at each site decided which muscles would receive injections of the study agent,
the number of injection sites, and the volume at each site. The muscles most frequently injected were the splenius capitis/semispinalis, trapezius, sternocleidomastoid,
scalene, and levator scapulae muscles. Table 14 indicates the average XEOMIN dose, and percentage of total dose, injected into specific muscles in the pivotal clinical
trial.

Table 14: XEOMIN 120 Units Initial Dose (Units and % of the Total Dose) by Unilateral Muscle Injected During Double Blind Pivotal Phase 3 Study

XEOMIN Dose Injected
Number of Median 75" percentile
Patients Injected | XEOMIN Units XEOMIN Units
Per Muscle
Sternocleidomastoid 63 25 35
Splenius capitis/ Semispinalis capitis 78 48 63
Trapezius 55 25 38
Levator scapulae 49 25 25
Scalenus (medius and anterior) 27 20 25

Most patients received a total of 2-10 injections into the selected muscles. Patients were assessed by telephone at one week post-injection, during clinic visits at Weeks
4 and 8, and then by telephone assessments or clinic visits every two weeks up to Week 20.

The mean age of the study patients was 53 years, and 66% of the patients were women. At study baseline, 61% of patients had previously received a botulinum toxin as
treatment for cervical dystonia. The study was completed by 94% of study patients. Three patients discontinued the study prematurely due to adverse events: two
patients in the 240 Unit group experienced musculoskeletal pain and muscle weakness, and one patient in the 120 Unit group experienced nausea and dizziness.

The primary efficacy endpoint was the change in the TWSTRS total score from baseline to Week 4 post-injection, in the intent-to-treat (ITT) population, with missing
values replaced by the patient’s baseline value. In the ITT population, the difference between the XEOMIN 240 Unit group and the placebo group in the change of the
TWSTRS total score from baseline to Week 4 was -9.0 points, 95% confidence interval (CI) -12.0; -5.9 points; the difference between the XEOMIN 120 Unit group and
the placebo group in the change of the TWSTRS total score from baseline to Week 4 was -7.5 points, 95% CI -10.4; -4.6 points.

Figure 6 illustrates the cumulative percentage of patients from each of the three treatment groups who had attained the specified change in TWSTRS Score from
baseline versus 4 weeks post-injection. Three change scores have been identified for illustrative purposes, and the percent of patients in each group achieving that result

is shown.

Figure 6: Cumulative Percentage of Patients with Specified Changes from Baseline TWSTRS Total Score at Week 4
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The curves demonstrate that both patients assigned to placebo and XEOMIN have a wide range of responses, but that the active treatment groups are more likely to
show greater improvements. A curve for an effective treatment would be shifted to the left of the curve for placebo, while an ineffective or deleterious treatment would
be superimposed upon or shifted to the right of the curve for placebo.

Comparison of each XEOMIN group to the placebo group was statistically significant at p<0.001. Initial XEOMIN doses of 120 Units and 240 Units demonstrated no
significant difference in effectiveness between the doses. The efficacy of XEOMIN was similar in patients who were botulinum toxin naive and those who had received
botulinum toxin prior to this study.

Examination of age and gender subgroups did not identify differences in response to XEOMIN among these subgroups. There were too few non-white patients enrolled
to adequately assess efficacy in other racial populations.

14.4 Blepharospasm

Treatment-Naive Patients

The efficacy and safety of XEOMIN for the treatment of blepharospasm in treatment-naive patients were evaluated in Study 1, a randomized, double-blind, placebo-
controlled, multi-center trial in a total of 61 patients. Patients had a clinical diagnosis of blepharospasm, with a baseline Jankovic Rating Scale (JRS) severity subscore
>2. Patients were defined as treatment-naive if at least 12 months had passed since their last botulinum toxin treatment for blepharospasm. During the placebo-
controlled phase, a fixed total dose of 25 Units XEOMIN (n=22), 50 Units XEOMIN (n=19), or placebo (n=20) was administered intramuscularly at 6 injection sites
per eye (Figure 3). Of the 61 patients randomized, 55 patients completed the placebo-controlled phase. Patients only continued to the open-label extension (OLEX)
period if they had a confirmed need for a re-injection by week 20 of the placebo-controlled phase. A total of 39 patients entered and completed the OLEX phase.

The primary efficacy variable was the change from baseline in JRS Severity subscore determined at Week 6 after the injection. The 50 Unit treatment group
demonstrated statistically significant improvements compared to placebo, with a difference of -1.2 (p=0.0004). The change from baseline in the JRS Severity subscore

for the 25 Unit treatment group 6 weeks after the injection was not statistically significant, with a difference of -0.5 (p=0.1452) compared to placebo (see Figure 7).

Figure 7: Frequency Distribution of Changes from Baseline JRS Severity Subscore at Week 6 for Treatment-Naive Patients
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Pre-Treated Patients

The efficacy and safety of XEOMIN for the treatment of blepharospasm patients pre-treated with onabotulinumtoxinA (Botox) were evaluated in Study 2, a
randomized, double-blind, placebo-controlled, multi-center trial in a total of 109 patients. Patients had a clinical diagnosis of benign essential blepharospasm, with
baseline JRS Severity subscore >2, and a stable satisfactory therapeutic response to previous administrations of onabotulinumtoxinA (Botox). At least 10 weeks had to
have elapsed since the most recent onabotulinumtoxinA administration. Patients with any significant neuromuscular disease that might interfere with the study were
excluded from enrollment. Patients were randomized (2:1) to receive a single administration of XEOMIN (n=75) or placebo (n=34). Each patient in the XEOMIN
group received a XEOMIN treatment (dose, volume, dilution, and injection sites per muscle) that was similar to the most recent onabotulinumtoxinA injection sessions
prior to study entry. The highest dose permitted in this study was 100 Units (50 Units per eye); the mean XEOMIN dose was 33 Units per eye.

In Table 15 the most frequently injected sites, the median dose per injection site, and the median number (and range) of injection sites per eye are presented.

Table 15: Median Dose and Median Number of Injection Sites per Eye (Blepharospasm)

Injection Area Median Units Median Number of Injection Sites
XEOMIN (Min-Max)

Temporal Area 13 2(1-6)

Eyebrow Area 5 1(1-4)

Upper Lid Area 10 2(1-4)

Lower Lid Area 8 2(1-3)

Orbital Rim 5 1(1-3)
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Patients were assessed during clinic visits at Weeks 3 and 6, and then by telephone or at clinic visits every two weeks up to Week 20.

The mean age of the study patients was 62 years, and 65% of the patients were women. The study was completed by 94% of study patients. Approximately one third
of patients had other dystonic phenomena; in all but 1% this was limited to facial, cervical, perioral and mandibular muscles. No patients discontinued the study
prematurely due to adverse events.

The primary efficacy endpoint was the change in the JRS Severity subscore from baseline to Week 6 post-injection, in the intent-to-treat (ITT) population, with missing
values replaced by the patient’s most recent value (i.e., last observation carried forward). In the ITT population, the difference between the XEOMIN group and the
placebo group in the change of the JRS Severity subscore from baseline to Week 6 was -1.0 (95% CI -1.4; -0.5) points. Comparison of the XEOMIN group to the
placebo group was statistically significant at p<0.001.

Figure 8: Frequency Distribution of Changes from Baseline JRS Severity Subscore at Week 6
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Examination of age and gender subgroups did not identify substantial differences in response to XEOMIN among these subgroups. There were too few non-white
patients enrolled to adequately assess efficacy in other racial populations.

14.5 Glabellar Lines

Two identically designed randomized, double-blind, multi-center, placebo controlled clinical trials (Studies GL-1 and GL-2) were conducted to evaluate XEOMIN for
use in the temporary improvement of moderate to severe glabellar lines. The studies enrolled 547 healthy patients (>18 years old) with glabellar lines of at least
moderate severity at maximum frown. Three hundred sixty six subjects were treated with 20 Units of XEOMIN and 181 subjects were treated with placebo. Subjects
were excluded if they had marked ptosis, deep dermal scarring, or an inability to lessen glabellar lines, even by physically spreading them apart. The mean age of study
subjects was 46 years. The majority of patients were female (86% and 93% in Studies GL-1 and GL-2, respectively), and predominantly Caucasian (89% and 65%
respectively). The study subjects received either 20 Units of XEOMIN or an equal amount of placebo. The total dose was delivered in 5 equally divided intramuscular
injections of 4 Units each to specific sites (see Figure 4). Subjects were followed up for 120 days.

Investigators and subjects assessed efficacy at maximum frown on Day 30 of treatment using a 4-point scale (O=none, 1=mild, 2=moderate, 3=severe). Composite
treatment success was defined as a 2-grade improvement on this scale compared to baseline for both the investigator’s and subject’s assessments on Day 30. The
percentage of subjects with treatment success was greater on the XEOMIN arm than the placebo arm at 