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IncobotulinumtoxinA for the Treatment of Platysmal
Bands: A Single-Arm, Prospective Proof-of-Concept
Clinical Study

WeLr Pracer, MD,* Eva K. Bee, MD,! [saseL Havermans, MD,* anp Ina ZscHock, PHD?

MpumeHeHne MHKOBOTYNOTOKCKMHA A ana

KoppeKkuuun TAXKEen NAaTU3Mbl: HeECPaBHUTE/IbHOE

BACKGROUND  IncobotulinumtoxinA improves the appearance of facial rhytides and the aging neck.

OBJECTIVE  To investigate the efficacy, safety, and subject satisfaction of incobotulinumtoxinA for platysmal

nccnegosaHue anAa noarsepxaeHuA KJIMHUYECKOMN band treament

METHODS  Subjects (n=23)with 2 to 4 platysmal bands (scoring =1 ona newly validated 5point assessment
scale) were enrolled. IncobotulinumtoxinA (15 U) was administered to each band. Assessments, using the

3¢¢ e KTM B H O CTM 5-point scale, occurred at 6 posttreatment visits over 5 months. Adverse eventswere recorded and subjects self-
assessed the appearance of their platysmal bands versus baseline.

RESULTS At maximum tension, a response (=1-point improvement from baseline score) was observed in

65.2% of subjects 3 (x1) days posttreatment, rising to 100% on Day 8 (1). The change from baseline in the

mean score was significant at each time point, including the final visit (Weeks 20-21). Response rates were

higher at maximum tension than at rest. The peak effect occurred later at rest than at maximum tension. No

serious adverse eventoccurred. Atmaximum tension, 69.6%, 73.9%, and 68.2% of subjects rated their platysmal
bands as “improved” or “markedly improved” at Visits 2, 3, and 4, respectively.

CONCLUSION  IncobotulinumtoxinA is an effective and welltolerated treatment for platysmal bands, with
a rapid onset and long duration of effect.

Y W. Prager and E. K. Bee are consultants of Merz. The other authors have indicated no significant interest with
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OueHKa nepeHOCUMMOCTU U 3PPEKTUBHOCTU UCNONb30BAHUA
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Efficacy and safety of incobotulinumtoxinA (NT 201, XEOMIN®, botulinum

IncobotulinumtoxinA (Xeomin®) injected for blepharospasm or cervical @Cwm
neurotoxin type A, without accessory proteins) in patients with cervical dystonia Gl

dystonia according to patient needs is well tolerated
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ARTICLE INFO ABSTRACT © Merz Phamoceuicals GmbH, Eckenheimer Landstrasse 100, 60318 Frankfurt, Germary
Article history. Objective: differs from in that it does not have accessory proteins.
Receivad 10 September 2010 IncobotulinumtaxinA has previously shown non-inferiority to onabotulinumtoxinA for the treatment of CD
ARTICLE INEO ABSTRACT
:£t$£§d151Mw1§‘}1: o1 with a 1:1 dosing regimen. The objective of this s[udy was to compare the safely and el'ﬁmcy of
wailable online 18 July ; ubjec . . . -
"‘“’;""‘" umtoxinA (120 U, 240 U; Merz Phar ) 1o placebo in subj ) tonia (CD) Artide history: Typically, botulinum toxin injections for blepharospasm or cervical dystonia (CD) are administered at app roxi-
Keywards Methods: This was a prospective, placebo-control dinical trial in Received 28 March 2014 mately 3-month intervals, reflecting concerns that shorter intervals might increase the risk of adverse
IncobotulinumtoxinA botulinum toxin-treated or toxin-naive CD pA\VnElIIS The pnmtlryonlmme measure was change from baseline ::(ﬂvtd;:;ﬂnsd;;?lZJulyZﬂj4 events (AEs) and development of neutralizing antibodies. These post-hoc analyses investigated flexible
Botulinum toxin type A to Week 4 on the Taronto Western Spasmodic Torticollis Rating Scale (TWSTRS) Total score. Adverse events B 204 incobotulinumtoxinA {Xeomin®) injection intervals (6-20 weeks) in patients with blepharospasm or CD.
NT 201 (AEs) also were evaluated. e Patients received up to G injections at intervals >6 weeks, as determined by physician assessment upon patient
Cervical dystonia Results: Participants (N=233) were mostly women (66%), a mean of 52.8 years old, who had CD for a mean of From— request The blepharaspasm study permitted flexible doses 50 Ueve). The CD study employed fixed dosing
51.9 months. Of those, 39% were improved TWSTRS-Total Blepharospasm using incobotulinumtoxinA 120 U, 240 U, or placebo for the first treatment followed by subsequent random-

scores from baseline to Week 4 compared to placebo (placebo = —2.2; 120 U= —9.9, and 240U = —10;
240U vs. placebo p<0001 and 120 U vs. placebo p<0.001). This effect persisted through to the end of the
study. The most frequently reported AEs in the ‘groups were dysphagia, neck pain, and
muscular weakness which were generally mild. Interpretation: IncobotulinumeoxinA (at doses of 120U or
240U) is a safe and effective treatment for CD in previously-treated as well as toxin-naive subjects.

© 2011 Elsevier BV. All rights reserved,

Cenvial dystonia
IncobotulinumeoxinA

Xeomin®
Patient satisfaction

ization to 120U or 240 U for the extension period. Standard safety assessments were performed. Intervals
<12 weeks were employed in 207 of 461 (44.9%) treatment cydles for blepharospasm and in 369 of 821
(449%) treatment cycles for CD. The most frequent AEs were evelid ptosis and d1y eyes in patients treated for
blepharospasm, and dysphagia and neck pain in patients with CD. AE frequency and severity were similar for
intervals <12 weeks and >12 weeks in both studies. In condusion, repeated incobotulinumtoxinA injections
employing flexible intervals (6-20 weeks) per patients’ needs were well tolerated. No additional safety concems

1. Introduction

Cervical dystonia {CD) is a focal dystonia that causes abnormal
postures of the head, neck and shoulders. Class A evidence has estab-
lished botulinum toxin treatment as an effective means to control the

of €D [1]. Inc i inA (marketed as XEOMIN® in
the US, Canada and Europe, Merz Pharmaceuticals, GmbH, Frankfurt)
is a botulinum toxin serotype A that differs from other available bo-
tulinum toxin formulations in that the botulinum t complex is
purified from the culture supernatant and then the active ingredi nt:s
separated from the proteins ( and )
through a series of steps yielding the active neurotoxin with molecular
weight of 150 kDa, without accessory proteins [2]. Whether the
absence of accessory proteins confers unigue qualities in the thera-
peutic use of botulinum toxin has not been established. The
incobotulinumtoxinA formulation contains only the active portion of

* sponsored by Merz Pharmaceuticals GmbH, Frankfurt.
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Medical Center, 1725 West Harison, Chicago, IL 50612, United States. Tel.: + 1312 842
4500; fax: + 1312 563 2024,
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the clostridial protein per vial [3,4] and has long-term stability at room
temperature (up to 4 years) [5]. Non-inferiority studies in patients with
blepharospasm and CD have shown similar effects of onabotulinum-
toxinA and incobotulinumtoxinA [6,7].

The specific aim of this study was to evaluate symptom improve-
ment and tolerability associated with a single injection of incobotu-
linumtoxinA compared to placebo.

2. Methods

This was a prospective, multicenter, double-blind, randomized,
placebo-controlled study conducted at 37 sites in the US. The respective
Institutional Review Boards approved the study protocol and informed
consent process. The study was cenducted in accordance with the
| principles outlined in the Declaration of Helsinki and is
consistent with Good Clinical Practice and the applicable regulatory
requirements. Prior to screening all subjects provided written informed
consent. The study was registered with clinicaltrials.gov (www.
clinicaltrials. gov) [Identification number: NCT00407030].

21. Subjects

The study was conducted between July, 2006 and March, 2008.
Eligible subjects were men or women between the ages of 18 and

Comella Clet al., ) Neurol Sci. 2011 Sep 15;308(1-2):103-9
Evidente et al, J Neurol Sci. 2014 Nov 15;346(1-2):116-20

were observed with <12-week intervals compared with > 12-week intervals.
© 2014 The Authors. Published by Flsevier B.V. This is an open access article under the CC BY-NC-ND license

(hizp

eativecommons.org licenses/by-nc-nd/3.0/).

1. Introduction

Repeated intramuscular injections of botulinum toxin are the rec-
ommended first-line treatment for focal dystonias, including blepharo-
spasm and cervical dystonia (CD) [1-3].

IncobotulinumtoxinA (Xeomin®, Merz Pharmaceuticals GmbH,
Frankfurt, Germany; also known as NT 201}, a purified botulinum
toxin type A formulation free from complexing (or accessory) proteins
[4], has been shown to be effective and well tolerated in pivotal Phase
Il clinical studies in blepharospasm [5,6] and CD [7,8]. In the CD study,
subgroup analyses confirmed that incobotulinumtoxinA efficacy and
tolerability were similar for patients who were naive to botulinum
toxin treatment and those who had previously received treatment
with onabotulinumtoxinA (Botox®, Allergan Inc,, Irvine, CA, USA) [9]
The effectiveness of incobotulinumtoxinA in treating CD has been

* Corresponding author at: Movement Disorders Center of Arizona, 9590 E. Ironwood
Square Drive, Suite 225, Scoftsdale, AZ 85258, USA Tel: +1 480 526 5441 fax: 1480
5265443,

E-mai address: vevidente@movementdisorders.us (V.G H. Evidente).

hiep://dx.doi.org/1 0.1016/jjns 2014.08.004

further confirmed in a prospective, long-term, open-label Phase IV
study [10]. Further pivotal, randomized, parallel-group head-to-head
studies have demunﬁrat:‘d that, ata LllnlLaI conversion 1U:1 Udose
ratio, inc and Ashowed compara-
ble efficacy and adverse-event (AE) profiles when used to treat blepha-
rospasm [11,12] or CD [13]

Current product labeling of botulinum toxin type A formulations
licensed for the treatment of blepharospasm and CD in the USA and
Europe recommends injection intervals of at least 3 months or
12 weeks [14-18), with the exception of European labeling for
incobotulinumtoxinA, which recommends a minimum treatment inter-
val of 12 weeks for blepharospasm and 10 weeks for CD [19].

The recommended minimum interval of 12 weeks is largely based on
a retrospective chart review of patients with CD who received treatment
with the early botulinum toxin formulation of onabotulinumtoxinA[20].
However, for many patients with CD, the duration of botulinum toxin
treatment effect is less than 12 weeks [21]. Moreover, a recent patient
survey revealed that many patients who receive botulinum toxin type
A for the treatment of CD would prefer more frequent injections than
the currently recommended 12-week inter-dose interval permits [22].

0022-510/0 2014 The Authors. Published by Elsevier B.V. This is an open access article under the CC BY-NC-ND license ( http://creativecommons.orglicenses/by-nc-nd/3.0/)



M’MbKue UHTEpBaNnbl NPU LEPBUKANbHON AUCTOHUU UCXOAA U3
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YactoTa BO3HMKHOBeHUA HA NPy NOBTOPHbIX CeéaHCaX

HeT pa3nnuunii no nokasaHuam HA mexxay rpynnamm ¢ pasHbiMU UHTEpBaiaMM
MeXAYy UHbeKLMAMU
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Abstract Cervical dystonia is a neurological movement
disorder causing abnormal posture of the head. It may be
accompanied by involuntary movements which are some-
times tremulous. The condition has marked effects on pa-
tients’ self-image, and adversely affects quality of life, social
relationships and employment. Botulinum neurotoxin
(BoNT) is the treatment of choice for CD and its efficacy
and safety have been extensively studied in clinical trials.
However, current guidelines do not provide enough practical
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AoKasaHa 6e3onacHocTb KceomuHa B makcumanbHou aose 800
EA (Merz TOWER trial)

Lenb: oueHUTb 6e3onacHocTb U 3P PeKTMBHOCTD MHKOBOTYNOTOKCMHA Ay
NALUEHTOB C MOCTUHCYNbTHO CNAaCTUYHOCTbIO BEPXHUX U HUMKHUX

KOHe4yHocTen
MayueHTbI C \
NOCTUHCYMNLTHOWM 3 UMKNA UHDBEKL UM
CNacTUYHOCTLIO UHKo6OTYNOTOKCHMHA A 3“9““51‘ 9293:"';737;’23
epes1,2,4, 8u
HUDKHNX U BEPXHUX C nocTeneHHbIM yBenuueHvem [ S 5
KOHEe4YHOCTENn Hegdesib nocsie Ka*Xgou
= N= 155 AO03bl OT 400 Eﬂ,- 600 Eﬂ,- MHDBEKLMM
= AnnTenbHoOCTb: 48
Hegenb

..I,m(n 1(12-16 Hep,enb- -J,m(n 2 (12-16 He,qenb)‘ .I,m(n 3 (12-16 Hep,enb-

I\
» 3

- _—)

’ O6wan ao3a 400 EA, ‘

D. Bensmail et al, TOWER: Design and results of an open-label incobotulinumtoxinA dose-titration study (up to 800 U) in upper and lower limb spasticity, Annals of Physical and Rehabilitation Medicine Vol 58,

Seitember 2015, Paies e78




BeeaeHue UHKoboTynoToKkcuHa B Ao3e Ao 800 E/l xapaKTrepusyerca
Xopowel NepeHOCUMOCTbIO U BbICOKOU 3P PEKTUBHOCTBLIO

- be3onacHocCTb - - 3¢¢eKTuBHOCTb!

» Yucno poctukeHus spdeKkTa leyeHMa OCHOBHOTO

3aboneBaHMA NoBbIWAETCA ¢ yBenmyeHmem ao3bi (400E]
» HA, cBa3aHHbIe c Tepanueit: — 600E/] — 800E/)

o 400 EA:5.3% > He Habnioganu oTcyTcTBME OTBeTa Ha BBedeHWe

. [0)
o 600EA:2.9% KceomnHa M3-3a pasBUTUA HEYYBCTBUTENbHOCTM K

o 800EQA:2.6% BOTYNOTOKCUHY

> MMepeHocMmocTb Bbla OUEeHeHa uccneaoBaTenaMmm Kak .

Xopouwiaa n o4eHb XxopoLlian 60
0 goals reached
50
40 1 goal reached
30 m 2 goals reached
20
m 3 or more goals
10— reached
N= N
0

400 U 600 U 800 U

IncobotulinumtoxinA

Patients (%)

He 6bin10 cepbe3Hbix HA, cBA3aHHbIX C UHbEKLMEN He Habnlopanu otcyTrcTBMe oTBETa HA BBeAeHUue
KceomuHa, KoTopbie npusenu 6bl K UCKAIOYEHUIO KceomuHa n3-3a pasButma HeUyBCTBUTE/IbHOCTU K

nauuneHToB U3 nuccaepfoBaHunA 60TVI'IOTOKCMHY

o 800 U) in npe nd lower limb spasticitv. Annals of Phvsical and Rehabilitation Medicine Vol 58
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Abstract Botulinum toxin (BT) used for dystonia and
spasticity is dosed according to the number of target
muscles and the severity of their muscle hyperactivities.
With this no other drug is used in a broader dose range than
BT. The upper end of this range, however, still needs to be
explored. We wanted to do this by a prospective non-
interventional study comparing a randomly selected group
of dystonia and spasticity patients receiving incobotuli-
numtoxinA  (Xeomin®™) high-dose therapy (HD group,
n =100, single dose =400 MU) to a control group
receiving incobotulinumtoxinA regular-dose therapy (RD
group, n = 30, single dose <200 MU). At the measure-
ment point all patients were evaluated for systemic BT
toxicity, i.e. systemic motor impairment or systemic auto-
nomic dysfunction. HD group patients (56.1 £ 13.8 years,

kinase and lactate dehydrogenase were most likely 1atro-
genic artefacts. None of the patients developed antibody-
induced therapy failure. Xeomin® in

® can be used safel

doses =400 MU and up to 1,200 MU without detectable
systemic toxicity. This allows expanding the use of BT
therapy to patients with more widespread and more severe
muscle hyperactivity conditions. Further studies—carefully
designed and rigorously monitored—are necessary to
explore the threshold dose for clinically detectable sys-
temic toxicity.

Keywords Botulinum toxin - Therapeutic use - High-
dose therapy - Safety - Systemic toxicity - Antibody
formation

Hu3KuiA pUCK pa3BUTUA UMMYHOT€HHOCTU NPU NPUMEHEHUU
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BblcoKkux A03 (400EA-1200EA) B
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nHbekuun (4-37 umknos)
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Prospectiv¢ qrialysis of neutralising
antilhdd) titres in secondary
hon'respenders under continuous
treatinent with a botulinumtoxin type A
preparation free of complexing proteins —
a single cohort 4-year follow-up study

Harald Hefter," Christian Hartmann," Ulrike Kahlen," Marek Moll,' Hans Bigalke®

ABSTRACT

Objectives: In long-term botulinum neurotoxin

treatment, loss of therapeutic efficacy may occur due

to neutralising antibody formation. Preliminary results

with incobotulinumtoxinA, a preparation free of

complexing/accessory proteins, have indicated a low
We that

treatment with this botulinum neurotoxin preparation
would not result in an increase in neutralising antibody
titres (NABTS) in patients with pre-existing NABTS.
Design: Prospective, blinded cohort study.

Setting: Single centre in Germany.

Participants: Thirty-seven cervical dystonia patients
with NABTS and partial secondary non-responsiveness
to their previous botulinum neurotoxin type A
treatment.

: Thi nthly injections
of incobotulinumtoxinA with a constant dose of

200 MU per injection during the first year; thereafter up
to 500 MU for the next 36 months.

Outcome measures: Primary outcome measure:
number of patients in whom NABTSs declined below the

ARTICLE SUMMARY

Article focus

- of icity of
a botulinum neurotoxin type A preparation free of
complexing proteins for the treatment of cervical
dystonia.

Key messages

- to type
A preparations showed a decline in neutralising
antibody titres despite continuous treatment with
incobotulinumtoxinA over a period of up to
50 months.

= Neutralising antibody titres seemed to decline
into the negative detection range as rapidly
under incobotulinumtoxinA treatment as after
cessation of botulinumtoxin therapy.

= These results indicate low antigenicity of
incobotulinumtoxinA.

Strengths and limitations of this study
= Till date, this study is the largest investigation of
with anti-

initial titre after 48 months of
treatment or in whom titres had become negative
within the 48 months. Secondary outcome measure:
steepness of changes in NABT. NABTs were
determined by mouse hemidiaphragm assay. Findings
were compared to long-term data from 24 cervical
dystonia patients who had developed NABTS and in
whom treatment had been discontinued.

Results: Following a transient increase in the first

24 months under incobotulinumtoxinA treatment in
some patients, NABTS declined well below the initial
titre in the majority of patients. Test assay results were
negative in most of the patients followed for more than
36 months. NABTS seemed to decline into the negative
detection range as rapidly under incobotulinumtoxinA
treatment as after cessation of botulinum neurotoxin
therapy.

Conclusions: The reduction of NABTs despite
continuous treatment with incobotulinumtoxinA

bodies against botulinumtoxinA.

= The continuous treatment with incobotu-
i in y
according to current knowledge of immunogen-
icity of botulinumtoxins should have resuited in
boostering of antibody titres. Instead an unex-
pected decline of antibody titres was observed.

= This is an interesting finding despite the small
sample size (n=37). Monocentric data have to be
confirmed in multicentre studies.

indicates low antigenicity of incobotulinumtoxinA. This
might have implications on restrictions such as
minimum injection intervals of >10 weeks currently in
place for long-term

of botulinum neurotoxin.

[MpoCneKTUBHbIN aHaNMU3 TUTPOB
HENTPANU3YIOLWUX aHTUTEN Y
NaLMEeHTOB C BTOPUYHOW
pePpPaKTePHOCTbIO, NO/YYaOLLUX
AJINTENIbHYIO TEPANUIO
6OTYNMHUYECKMM TOKCUMHOM TUNa A,
cBoH6OAHbIM OT KOMMN1EKCOODOpPa3yOLWMX

benkos — 4-neTHee nccneagoBaHue

Hefter H, Hartmann C, Kahlen U, et al




Au3aiiH ucchepoBaHuA

Lia/b: BbIABUTb CHUXKEHUE TUTPA HeliTpanusyowmx aHtuten (HA) B KpoBM y NauMeHTOB nocae
ripumeHeHuna Inco-BTA, cBobogHoro ot Komnnekcoobpasyrowmux 6enkos?

" MaumeHTBLI C LepBUKaNbHON ;
Y/IOTOKCUH A _
OUCTOHMEN. Inco-BTA BBoagnnun
® C 8bICOKUM yposHeM HA — Kaxkable 3 mecAua B
pose 200 ME 8 —

" yacmuy4yHol emopuyHol
HeyyscmeumenbHOCMbHo K TeyeHue 1 ropa
ETA

» N=37

Inco-BTA BBoaunu B
po3e 500 ME B

TeyeHme 3-x nert

.

Pe3ynbtatbl npumeHeHna KCEOMMWHa nokasanu ero HM3I§X!O

cTeneHb UMMYHOTEHHOCTMH: 70 -
60 -
Mpy npumeHeHn KceommnHa y NauMEHTOB C yXKe pa3BMBLUENCA  5q -
HeYyBCTBUTE/IbHOCTbIO K BTA Ha poHe NpUMEHEHMNA TOKCUHA C :g
Komniekcoobpasyrowmmmn benkamm: 20 - /,/’/
*  3HAYMTE/IbHO CHUXKAEeTCA YPOBEHb aHTUTEN 13 _./ : //
*  BOCCTAHaBAMBAETCA KNAMHMYECKMIN OTBET NOC/Ee NepeBoaa NaumeHTa CHuxeHWe TUTpa aHTUTen

Ha KceomuH.
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Background: Three botulinum neurotoxin type A preparations (incobotulinumtoxinA,
botuli inA. and abobotuli

the treatment of glabellar frown lines. The purpose of this study was to determine and compare

inA) arc widely approved in Europe and in the US for

the time to onsct and duration of treatment effect of incobotuli inA, onabotuli inA,

and abobotulinumtoxinA for the treatment of glabellar frown lines.

Subjects and methods: Subjects aged 20-60 years with moderate to severe glabellar frown
lines received one treatment of either 21 units (U) incobotulinumtoxinA, 21 U onabotulinum-
toxinA, or 63 U abobotuli xinA. A
Onset of treatment effect was defined as the day that the observer noted a decrease in glabellar
muscle activity compared with bascline photographs and vidcos. Duration of treatment cffect

were made over a period of 180 days.

was defined as the time until glabellar muscle action returned to the baseline level. Analyses
were performed using a Weibull log(T) regression model.

Results: The study enrolled 180 subjects; 60 per group. For all three products, onset of treat-
ment effect oceurred earlier in female subjects compared to male subjects. For both sexes,
a significantly carlicr time to onsct of treatment cffect was seen for incobotulinumtoxinA com-

pared to onabotul inA and abobotul inA; in female subjects these times were

3.02 days, 5.29 days, and 5.32 days, respectively. The duration of treatment effect was longer
li inA pared to botuli inA and abobotuli inA; for all
products, treatment effect duration was longer in females than in males. Time to onsct was not
a predictor of treatment duration.

for incobot

Conclusion: IncobotulinumtoxinA demonstrated a more rapid onset and a longer duration of
treatment cffect than onabotulinumtoxinA (1:1 dose ratio) and abobotulinumtoxinA (1:3 dose
ratio). Onsct of cffect was faster and duration of cffect was longer in female subjects compared
to male subjects

Keywords: botulinum neurotoxin type A, glabellar frown lines, incobotulinumtoxinA,
regression analysis

ennbl
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KceomuH® peiicreyer bbictpee, yem Botokc® u Aucnopt®
NnpU KOppeKuumn MopLiMH rnabennbl

Bpems Ao Havana pa3sutma appeKTa nocne NPUMeHeHUn
npenapatos KCEOMWH, OucnopT, boTokc

o

ﬁauuembl C BbIpaXeHHOCTbIO \

5,29 5,32
days days MOPLUKH rnadennbl No wkane 2-3
6anna MERZ
e * N=180
ays
=21 EA KCEOMUH
=21 EQ BOTOKC

0 KCEOMWH" BoTokc® OucnopT’ " unu 63 EQ AUCNOPT

CpeaHsan gautenbHocTb 3¢ deKTa nocne NpUMeHeHUs npenapam& j
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_ IncobotulinumtoxinA OnabotulinumtoxinA Abobotulinumtoxin A

HeHLWwmnHbI 146.12 140.65 139.69

w EAS (3]

N

MepunaHa BpemMeHuW 0 pa3BuTus
TepaneBTuyeckoro adcdekTa (AHK)

—
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A Prospective, Neurophysiologic Comparative Study to Assess
the Efficacy and Duration of Effect of IncobotulinumtoxinA
and AbobotulinumtoxinA in the Treatment of Crow’s Feet

Anastasia Saybel MD* Ada Artemenko MD PhDF Sergei Nikitin MDD PhT)¢ and Alexei Kurenkov MD PhD4 3¢¢e KTUBHOCTU QA bo bot u I i nu mtOXi N A (ﬂl ncno pT) n

*Clinic [deal, Laser Technologies Centre, Moscow; Russia
Scientific Research Department of Neurology, I M. Sechenov First Moscow State Medical Universiry, Moscow, Russia

CpaBHuTenbHoe cnenoe split-face nccneposaHune

Tnstitute of General Pathology and Pathophysiology, Russian Academy of Medisal Sciences, Moscow; Russia
“Department of Psychoneurology, Federal State Budgerary Instirution “Scientific Centre of Children Health”,

incobotulinumtoxinA (KceomuH) B 3KBUBANEHTHOCTU

This randomized, raterblind, splitface study compared the safety and efficacy of incobotulinumtexinA and abobotulinumtoxina fer
the treatment of crow’s feet. Nine units of incobotulinumtoxinA were administered to the lateral periorbital region of one side of the 3 . 1

i N Ci b Pl bl :1 AnAa neyeHmnA natepasibHbIX NePUOPOUTANIbHbIX
at rest {2-3 points on the 5-point Merz Aesthetics Scale [MAS]). Investigators assessed efficacy using the MAS, while subjects as-

sessed using & 9-paint global assessment scale. Secondary objectives included electromyography to assess musdle activity before
injection and at 2 weeks, 4 menths, and 6 months afterwards. Twenty women were enrelled and 18 completed the study. At rest and
raximum smile, at each time point, the mean wrinkle scores were signficantly lower (P< 0.05) than baseline for both treatments. No
differences were noted batwesn treatments. Responder (= 1-point improvement from baseline) ratss for both products wara 100% M O M H
and B3% at 2 weeks and 4 months post-treatment, respectively, At 6 months post-treatment, responder rates were 67% and 61% p I-LI| U
for incobotulinumtoxinA and abobotulinumtoxind, respectively. For both, the maximum changes in electromyography parameters were
observed 2 weeks post-treatment. A response was maintained fo' 6 months (< 0.06 vs baselinel. Both treatments were well toler.
ated; only mild adverse events were reported. In conclusion, for trestment of crow's feet, i linumtoxinA and miexin
(1:3 dose) demonstrated comparable efficasy in terms of magnitude and longevity of effect. Both produsts demonstrated a high re-
‘sponder rate, with the response being maintained for 6 months in the majority.

J Drugs Dermatol. 2015;14{11]:1291-1296.

INTRODUCTION
otulinum toxin type A (BoNT/A) formulations are used  In 2009, the US Food and Drug Administration introduced
in aesthetics for the treatment of wrinkles of the upper product labelling 1o note that potency units (U) are speeific

Llenb: CpaBHUTb 3¢ PeKTUBHOCTb U 6e3onacHocTb Inco-BTA un Abo-BTA B cooTHOweHUn Ao3 1:3 B neueHum
NaTepabHbiX NepUopPOUTaNbHBIX MOPLUUH («ryCUHbIE NanKn»)

[aHHble anekTpomuorpadpum
(B oTBET Ha cTUMYNALMUIO
NMueBoro HepBea) 4o

MHKOBOTYIMHYMTOKCHH A

MaumneHTbI
[o3a -9 E[] c ogHOM CTOPOHbDI NLa ” "
" C MMMUYECKUMMN MOPLLMHaMK (cnpasa) NHBEKLINMN, Ha 14 peHb, 4-u “
B BEPXHEMN 4YacTu nuua 6-1 mecAubl NOCNe UHbEKLUN
= FWS - 2-3cTeneHb
= N=20
= [InntenbHoOCTb — 6 MecsueB

A6060TYIMHYMTOKCHH A KnuHuueckun otset n

6e3onacHOCTb Ha 14 aeHb, 4-1
[o3a-27 EQl c apyrou cToOpoHbl AnMua U 6-i1 Mecaubl nocne

(cnesa) MHbEKLUU
Saybel A, Artemenko A, Nikitin S, et al. A prospective, neurophy




PoTO NaUMEHTOB NPU MAKCUMANbHOM HaNpPAXKeHUK Ao,

yepes 2 Hegenu, 4yepes 4 u 6 mecaues
00 npouenypbl  4epes 14 gHen yepe3 4 mec yepe3 6 Mec

‘) TR
“ - &.q

.r’:i
|

Oucnopt

KceomuH




KceomuH® u Aucnopt® 6binn oaguHakoso apPpeKTUBHbIMU U
6e3onacHbIiMU B Ne4eHUM MOPLLUH rNasa

Amnautypga M-oTBeTa: AUHAMUKA NOCNe UHbEKLUIA CpepHuit 6ann no wkane FWS npu makcumanbHom
npenaparos bTA COKpaLLeHUu, OLueHeHHbIii NnayueHTom
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[lo nHBeKumi Yepes 2 Hegenun Yepes 4 mecAua Yepes 6 MecsiLeB [0 nevyeHnsa yepes 2Henenu yepes 4 mecaua yepes 6mecsues
Perucrpaumns nokasatenei M-otBeTa ocyLLecTBAANACh C
KPYrosoi mMblLLbl Fna3a
He 6b110 0OTMeYeHO pa3HULbl B NeEPEHOCUMOCTU NPenapaTos MpoueHT oTBETUBLUKUX Ha Tepanuio
2 Hepenun 4 mecaua 6 mecAaues
16 nauneHToB OTMETU/IN NePEHOCUMOCTb KaK «04YeHb XOPOoLLYo», 2 (n=20) (n=18) (n=18)
nauneHTa OTMETUIN, KaK «XOPOoLWy» MNepeHoCMMOCTb ANA obounx KCEOMMWH 100% 83% 67%
npenapatos [NCNOPT 100% 83% 61%

OTeK Ha mecTe UHbeKuun (2 cny4yasn)

He 6bin10 3adpuKcMpoBaHO cepbe3HbiX N060UHbIX 3ddeKToB

Saybel A, Artemenko A, Nikitin S, et al. A prospective, neurophysiologic comparative study to assess the efficacy and duration of effect of incobotulinumtoxinA and abobotulinumtoxinA in the treatment of




B xo4e KAMHUYECKUX UccneposaHMn Habnroganu MUHUMaNbHYIO
4YacToTy BCTPEYAaEeMOCTU OTEeKa U NTo3a B 06nactu rnas npu

npumeHeHnn Kceomu

Repeated Botulinum Toxin A Injections for the Treatment of
Lines in the Upper Face: A Retrospective Study of 4,103
Treatments in 945 Patients

BerTHOLD RzANy, MD, ScM,* DorottEe Dii-Motier, MD, Dorss GrasLowrtz, MD,F

Marc HEGkMANN, MD,? axp Davip CARD, PHD,‘ ON BEHALF OF THE GERMAN-AUSTRIAN RETROSPECTIVE
Stupy Grour
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A Randomized, Double-Blind Trial to Investigate the
Equivalence of IncobotulinumtoxinA and

OnabotulinumtoxinA for Glabellar Frown Lines
MicHaeL A, C. Kane, MD,® Micnael H. Gorp, MD,! Witpiam P. Coreman, 111, MD,?

Derek H. Jones, MD,* EMir A. TANGHETTI, MD,! Tina S. Aister, MDY Tom E. Ronreg, MD,*
CHERYL M. BUurGEss, MD,** Ava T. SHAMBAN, MD,™ AND ELEANOR FINN, PHD*

BACKGROUND Although botulinum toxin type A (BoNT-A} is a common aesthetic intervention, there
are few published data on treatment over more than two cycles.

OBJECTIVE To evaluate the effectiveness/safety of repeated doses of BoNT-A (Dysport, Ipsen Ltd.,
Slough, UK) in the upper face for reduction of wrinkles.

METHODS Retrospective, cross-sectional patient chart review from 945 patients who had received a
ini ive, treatment cycles.

RESULTS The glabella was treated most frequently (93.9%), with the majority (81.5%) of patients re-
ceiving treatment in more than one area of the face. BONT-A treatments were combined with other
aesthetic procedures in 57.5% of cases, mostly with fillers (37.1%). There was no evidence of tachy-
phylaxia: the dose applied, the interval between treatments, and satisfaction with the results remained
stable over the course of treatment. Adverse events were those expected with BoNT-A treatment (most
common: local bruising and ptosis) and were all mild or moderate in intensity. There was no sign of any
cumulative adverse effects: indeed, the adverss-event rate decreased in later treatment cycles.

CONCLUSIONS  Long-term, repeated injections of BoNT-A for corrections of wrinkles in the upper face
yield a continuously high level of safety and effectiveness in actual practice.

This study was funded by lpsen. David Caird is an employee of lpsen.
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OnabotulinumtoxinA for Treatment
of Moderate to Severe Crow’s Feet
Lines: A Review

Alastair Carruthers, MD, BM, BCh, FRCPC, FRCP (Lon);
Suzanne Bruce, MD; Sue Ellen Cox, MD; Michael A.C. Kane, MD;
Elisabeth Lee, MPH; and Conor J. Gallagher, PhD

Abstract

Lateral canthal lines o cow’s feet fines (CFL) may be treated with onabotulinumtoxinA. We identified several key concepts important to understanding
weof i for treatment of e CAL. To contextudize and ntegrate data on the and mjection patte
of onabotulinumtouinA for treatment of CFL, we summarzed data from pnotal dinical studies in the development of cnabotulinumtounA for treatmen!
(FL. Data from key studies of onabotuinumtannA for CFL are presented. The efficacy and safety of onabotulinumtoninA treatment of moderate-to-sev
(FL were evaluated in 2 randomzed, controlled phase 3 sudies comprising 1362 patients. The 24U total dose of onabotulinumtounA wsed in th
studies was based on a phase 2 dose-ranging tial. Two injection patterns were avalable to invedtigators; each invohved 3 injection sites per side in
lateral orbicufans oculi musde. A aoss-sectonal analyss of phatographs from the phase 3 rials provided detaded information on the frequency of 4 disti
CFL pattems, In the primary efficacy analysis for each phase 3 trial, GFL fesponder rates were significantly greater with onabotulinumtasind vs placebe
day 30 (P <.001). Eyelid edema (19%) was the only adverse event reported in > 1% of patients receiving onabotulinumtoxin, occurring mose frequer
with cnzbotuinumtounA than with placebo, The studies showed that onabotuinumtoxnA & effecthe and generaly velktolerated for CAL treatms
Addtionally, 2 different injection pattems allow physidans to tailor treatment based on a petient's CFL pattern.
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BACKGROUND IncobotulinumtoxinA and onabotulinumtoxinA are indicated for the temporary improvement
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BACKGROUND IncobotulinumtoxinA has been approved for treatment of glabellar frown lines (GFL) in the
United States, all major European markets, South Korea, and Argentina and in Russia and Mexico for the
treatment of mimic wrinkles and hyperkinetic facial lines, respectively.

OBJECTIVES  Prospective, 2-year, open-label, multicenter, repeat-dose, Phase Ill trial investigating the safety
and efficacy of incobotulinumtoxinA for the treatment of

METHODS ~ Subjects with moderate or severe GFL on the Facial Wrinkle Scale (FWS), enrolled from previous
trials, were treated with 20 U of incobotulinumtoxinA per cycle (up to eight treatment cycles, treatment
interval at least 85 days). Efficacy was measured according to the investigator-assessed percentage of
responders on the FWS (subjects with a score of 0 or 1) at rest and maximum frown on Day 30 of each cycle,
subject and onset and duration of treatment effect

The use of onabotulinumtaxinA (Botox Cosmetic; Allergan, The efficacy and safety of

RESULTS In 796 subjects, 77% to 88% were responders at rest, and 79% to 90% were responders at
maximum frown. Onset was rapid; subjects reported effects in the first few days after treatment. No new

y or safety concerns were reported.

CONCLUSIONS  IncobotulinumtoxinA injections were well tolerated and resulted in efficacy in the treatment
of GFL for up to 2 years.
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BbiCOKWiA ypOBEHb YAOBNETBOPEHHOCTU NaLUeHTOB NpU
npumeHeHun KCEOMUHA
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1. OguMHaKoBO BbICOKAA yA0BAETBOPEHHOCTb NnaumueHTos, nonyyaswmx KCEOMWH uan BOTOKC, npu oueHke B 1, 2, 3 1 4-i1 mecaupbl
HabnoaeHua.

2. % NauMeHTOB «C/1erka yA0B/IeTBOPEHbI», KYA0BNETBOPEHbI», B BbICLLUEN CTENEHU YAO0BAETBOPEHbI»
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OcHoBaTenbHan poKasarenbHaa 6a3a: y KceomuHa 6onee 100
nybnukauuii ocHoBaHHbIX Ha 6onee yem 76 macwTabHbIX
KNMHUYECKUX uccneposaHuax (2005-2016 rr)
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