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Botulinum neurotoxin (BoNT) can be injected to achieve therapeutic benefit across a large
range of clinical conditions. To assess the efficacy and safety of BoNT injections for the
treatment of spasticity associated with the upper motor neuron syndrome (UMNS), an
expert panel reviewed evidence from the published literature. Data sources included
English-language studies identified via MEDLINE, EMBASE, CINAHL, Current Contents, and
the Cochrane Central Register of Controlled Trials. Evidence tables generated in the 2008

I;Z{Lvﬁ?r:ﬁ; neurotoxin Report of the Therapeutics and Technology Assessment Subcommittee of the American
Adult spasticity Academy of Neurology (AAN) review of the use of BoNT for autonomic disorders were also
Upper motor neuron syndrome reviewed and updated. The panel evaluated evidence at several levels, supporting BoNT as
Upper limb spasticity a class, the serotypes BoNT-A and BoNT-B, as well as the four individual commercially
Lower limp spasticity available formulations: abobotulinumtoxinA (A/Abo), onabotulinumtoxinA (A/Ona), inco-

Evidenced-based review botulinumtoxinA (A/Inco), and rimabotulinumtoxinB (B/Rima). The panel ultimately made

recommendations on the effectiveness of BoNT for the management of spasticity, based
upon the strength of clinical evidence and following the AAN classification scale. While the
prior report by the AAN provided recommendations for the use of BoNT as a class of drug,
this report provides more detail and includes recommendations for the individual
formulations. For the treatment of upper limb spasticity, the evidence supported a Level A
recommendation for BoNT-A, A/Abo, and A/Ona, with a Level B recommendation for
AlInco; there was insufficient evidence to support a recommendation for B/Rima. For lower
limb spasticity, there was sufficient clinical evidence to support a Level A recommendation
for A/Ona individually and BoNT-A in aggregate; the clinical evidence for A/Abo supported
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a Level C recommendation; and there was insufficient information to recommend A/Inco
and B/Rima (Level U). There is a need for further comparative effectiveness studies of the
available BoNT formulations for the management of spasticity.

© 2013 Elsevier Ltd. All rights reserved.

1. Introduction

The motor behavior of patients with an upper motor
neuron syndrome (UMNS) is characterized by highly variable
mixtures of impaired voluntary movement control (negative
signs of UMNS) combined with behaviors of involuntary
muscle contraction (positive signs of UMNS). Spasticity is
characterized by excess muscle tone and exaggerated tendon
jerks occurring as part of the UMNS. Spasticity occurs
commonly in a variety of diseases and conditions including
cerebral palsy (CP), spinal cord or traumatic brain injury,
multiple sclerosis, and as a consequence of stroke. Within
these populations, spasticity is estimated to affect approxi-
mately 17%-38% (Lundstrom et al., 2008; Sommerfeld et al.,
2004; Watkins et al., 2002; Welmer et al., 2006) of patients
with stroke, 17%-53% of patients with multiple sclerosis
(Barnes et al., 2003; Goodin, 1998; Rizzo et al., 2004), 40%—
78% of those with spinal cord injury (Anson and Shepherd,
1996; Johnson et al, 1998; Maynard et al, 1990; Noreau
et al., 2000; Skold et al., 1999; Walter et al., 2002), and as
many as 34% of patients with traumatic brain injury
(Wedekind and Lippert-Gruner, 2005).

Patients affected by UMNS are at risk of developing
contractures and painful limb deformities. These are caused
by combinations of voluntary and involuntary motor
behaviors that produce a net balance of forces to promote
stereotypic patterns of movements and posture, such as the
flexed elbow, the clenched fist, and the equinovarus foot. The
literature describes a number of UMNS patterns commonly
observed by clinicians (Barnes et al., 2010; Brashear et al.,
2004; Hesse et al, 1998; Kaji et al., 2010b; Smith et al,
2000) that often lead to problems of passive and active
function or symptoms (Esquenazi and Mayer, 2004).

Clinical treatment strategies have focused on modifying
the degree of muscle imbalance that characterizes these
UMNS patterns, with a predominant emphasis on weak-
ening the contractile effects of involuntary muscle over-
activity within a given pattern. In simple terms, the
principal objective of spasticity management is to reduce
muscle overactivity and prevent irreversible soft-tissue
changes and tendon contractures by maintaining muscle
length and normalizing limb positioning.

Treatment options range from conservative to interven-
tional measures, including physical and occupational thera-
pies, oral and intrathecal medications, surgery, and focal
chemical denervation with phenol, alcohol, and botulinum
neurotoxin (BoNT) (Mayer and Esquenazi, 2003; Sheean,
2003). The choice of therapy is dictated by the duration and
severity of disease, including the number of limb segments
affected. The management of spasticity aims to meet indi-
vidual patient needs with the overall goal of achieving
enhanced functional capacity with the fewest adverse effects.

The use of BoNT to manage spasticity encompasses
a wide range of underlying neuromuscular disorders. This

review will evaluate the evidence for the therapeutic
application of BoNT to upper and lower limb spasticity in
adults caused by stroke, multiple sclerosis, and spinal cord
or brain injury. In general, the therapeutic benefit of BONT
in spasticity derives from its inhibitory actions on muscular
contraction by blocking the release of the neurotransmitter
acetylcholine at the neuromuscular junction (Sheean,
2003). Accordingly, the primary effect of BoNT is relaxa-
tion of the affected muscle. Recovery at the neuromuscular
junction occurs a few weeks postinjection, and within 3-6
months postinjection, the neuromuscular junction function
returns to the preinjection level (Sheean, 2003).

1.1. Objectives

The aim of this review of evidence is to assess the effec-
tiveness of interventions involving injections of BoNT for the
treatment of spasticity; the intent is to evaluate not only
BoNT as a class but also individual BoNT formulations when
the evidence allows. Two BoNT serotypes (A and B) are
approved by the Food and Drug Administration (FDA) for
clinical use in the United States and some countries in the
European Union. Approved BoNT-A formulations are ona-
botulinumtoxinA (A/Ona; Allergan, Inc.), abobotulinumtox-
inA (A/Abo; Ipsen Limited), and incobotulinumtoxinA (A/
Inco; Merz Pharmaceuticals); the only approved BoNT-B
formulation is rimabotulinumtoxinB (B/Rima; Solstice
Neurosciences, LLC). These agents are marketed under the
brand names Botox®, Dysport®, Xeomin®, and Myobloc®
(Neurobloc® in Europe), respectively. In the United States,
only onabotulinumtoxinA is FDA-approved for the treatment
of spasticity, and only for the upper extremity. The use of
other formulations and treatment of lower limb spasticity is
considered “off label” in the United States.

2. Methods
2.1. Criteria for considering studies for this review

2.1.1. Types of studies

All studies comparing BoNT injection or BoNT injection
plus other pharmacologic and nonpharmacologic therapies
to placebo, no treatment, or active comparators or studies
comparing doses of BoONT were considered.

2.1.2. Types of subjects

Adults with upper extremity or lower extremity spas-
ticity and muscle overactivity within the selected diagnosis
were included.

2.1.3. Types of interventions

Comparisons of BoNT injection to placebo, BoNT injec-
tion to other interventions, and different formulations/
doses of BoNT were included.
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Separate evidence tables were created for assessments
of 1) effectiveness (placebo-controlled studies), 2) compar-
ative effectiveness (active-controlled studies or multiple
dose comparisons), and 3) methodology, defined as studies
comparing different modes of administration including
location, forms of guidance for injection, and non-
pharmacologic treatments.

2.14. Types of outcome measures

From the reviewed literature, a variety of outcome
measures were identified by the review authors as poten-
tial measures of effectiveness, taking into account the
relevance of the outcomes to the disease/disorder of
interest. Outcome measures could include variables related
to body functions and body structures, and patient- and/or
investigator-reported outcomes such as health-related
quality of life and perceived improvements.

2.2. Search methods for identification of studies

The following terms were used to search several data-
bases including MEDLINE, EMBASE, CINAHL, Current
Contents, and the Cochrane Controlled Trials Register. In
addition, clinicaltrials.gov was searched for additional
studies that may not have been indexed in the former
databases as of the cutoff data for inclusion (March 1, 2011).
Only English-language articles were considered. Articles
that were included were fully published (i.e., online and in
print) or available as full text online. The search terms used
were botulinum toxin (see below) and terms relevant to
specific disorders of interest. In addition to the search
terms for BoNT and those specific to each of the selected
therapeutic interventions, the following criteria were
considered: 1) relevance to the clinical questions of effi-
cacy, safety, tolerability, or mode of use; 2) limited to
human subjects; 3) limited to therapeutic studies. Mecha-
nistic studies, abstracts, reviews, and meta-analyses were
excluded as primary sources; however, publications of
these types were searched manually for possible primary
studies not detected by database searches.

The following search strategy was adapted as needed to
accommodate the particulars of each of the databases:

. Botulinum toxin/

. Botulinum neurotoxin/
BoNT/

. Botulinum toxin type a/
Botulinum toxin type b/
. Botulin$.tw

. Botox.tw

. Dysport.tw

. Myobloc; Neurobloc

. Xeomin; NT201

. Onabotulinum

. Rimabotulinum

. Incobotulinum

. Abobotulinum

. Or/1-14

OO WN

—_ e e e
A WN O

In addition, the result of the BoNT search was filtered
with search terms relevant to the disease/disorder of

interest. The current article reviews the use of BoNT for
upper- and lower-limb spasticity in adults. The following
search terms were used to identify trials:

. Spasticity; spastic paresis

. Stroke; cerebrovascular accident
. Upper extremity; upper limb

. Lower extremity; lower limb

. Traumatic brain injury

. Spinal cord injury

. Multiple sclerosis

. Or/1-7

COgJ AU A WN -

2.3. Data collection and analysis

2.3.1. Selection of trials

Evidence tables were obtained that had been generated
in the 2008 Report of the Therapeutics and Technology
Assessment (TTA) Subcommittee of the American Academy
of Neurology (AAN) review of the use of BoNT for spasticity
(Simpson et al.,, 2008). The literature search described
above was conducted to update and expand the database
and topics of inclusion, intending to capture all studies
published since the TTA project.

2.3.2. Quality of trials

A centralized review staff evaluated the methodologic
quality of the included trials according to a modification of
the AAN quality of evidence scale classification. Studies
previously classified by the TTA and identified in the present
review as possibly requiring revised classification were
separated for reassessment. Both the group of newly iden-
tified studies and the group of TTA studies for reassessment
received second reviews by members of the expert panel.
Differences of opinion were resolved by panel consensus.

The AAN C(lassification (see AAN Classification of
evidence for therapeutic intervention on the Neurology
Web site at http://www.aan.com/globals/axon/assets/2371.
pdf) is shown below:

AAN Classification of Quality of Evidence for Clinical Trials.

Class I: Prospective, randomized, controlled clinical trial
with masked outcome assessment, in a representative
population.

The following are required:

a. Primary outcome(s) clearly defined

b. Exclusion/inclusion criteria clearly defined

c. Adequate accounting for drop-outs and crossovers,
with numbers sufficiently low to have minimal poten-
tial for bias

d. Relevant baseline characteristics presented and
substantially equivalent among treatment groups, or
there is appropriate statistical adjustment for differences

e. For noninferiority or equivalence trials claiming to
prove efficacy for one or both drugs, the following are
also required:

1. The authors explicitly state the clinically meaning-
ful difference to be excluded by defining the
threshold for equivalence or noninferiority

2. The standard treatment used in the study is
substantially similar to that used in previous


http://clinicaltrials.gov
http://www.aan.com/globals/axon/assets/2371.pdf
http://www.aan.com/globals/axon/assets/2371.pdf

118 A. Esquenazi et al. / Toxicon 67 (2013) 115-128

studies establishing efficacy of the standard treat-
ment (e.g., for a drug, the mode of administration,
dose, and dosage adjustments are similar to those
previously shown to be effective)

3. The inclusion and exclusion criteria for patient
selection and the outcomes of patients on the
standard treatment are comparable to those of
previous studies establishing efficacy of the stan-
dard treatment

Class II: Prospective, matched group cohort study in
a representative population with masked outcome assess-
ment that meets a-d above OR a randomized controlled
trial in a representative population that lacks one criterion
from a-d.*

*Note that numbers 1-3 in Class le are required for Class
Il in equivalence trials. If any one of the three is missing, the
study is automatically downgraded to Class III.

Class III: All other controlled trials, including those with
well-defined natural history controls or patients serving as
their own controls in a representative population, where
outcome assessment is independently assessed or inde-
pendently derived by objective outcome measurement.*

*Objective outcome measurement: an outcome
measure that is unlikely to be affected by an observer’s
(patient, treating physician, investigator) expectation or
bias (e.g., blood tests, administrative outcome data).

Class IV: Evidence from uncontrolled studies, case series,
case reports, or expert opinion.

In adapting these criteria to the present assessment, the
panel considered that absence of reporting of the rate of
premature study discontinuation or any information
regarding safety at the time point for the primary outcomes
assessment (i.e., not during open-label extension or long-
term follow-up) warranted a downgrade in classification
for studies otherwise meeting the requirements for Class 1
evidence. Furthermore, a premature discontinuation rate
greater than 20% was considered to downgrade a trial
otherwise deemed Class I evidence to Class II.

The criteria for Class I studies do not preclude active-
comparator trials. However, the absence of a placebo
control renders it difficult to estimate the effect size and
hence the quantitative efficacy of either active treatment.
To address this challenge, the panel considered, in addition
to whether active-comparator studies met their pre-
specified outcomes, the clinical relevance of the changes in
outcome parameters within treatment groups.

2.4. Description of the analytic process

A panel comprised of specialists with experience in the
therapeutic uses of BoNT for the indications under
consideration or with expertise in basic and translational
aspects of BoNT participated in the assessment was
convened for this review. Panel members were selected
because of their expertise with neurotoxin therapy as evi-
denced by years of clinical experience, participation in
clinical trials, authorship of peer-reviewed literature, and/
or prior involvement with guidelines methodology. The
panel reviewed evidence tables, and on the basis of the
strength of evidence regarding the quality and quantity of

evidence regarding the efficacy and safety of BoNT for each
therapeutic indication, made a recommendation according
to the AAN classification scale.

Classification of Recommendations

A. Established as effective, ineffective, or harmful for the
given condition in the specified population (Level A
rating requires at least two consistent Class I studies)

B. Probably effective, ineffective, or harmful for the given
condition in the specified population (Level B rating
requires at least one Class I study or at least two
consistent Class II studies)

C. Possibly effective, ineffective, or harmful for the given
condition in the specified population (Level C rating
requires at least one Class II study or two consistent
Class III studies)

U. Data inadequate or conflicting; given current knowl-
edge; treatment is unproven

If there are two or more Class I studies for an individual
product, there was no need to consider Class Il studies unless
specific studies provided additional insights regarding
dosing, comparison between brands, or other unique attri-
butes. In the event that there was only one placebo-
controlled Class I study, a Class I comparator trial could
provide confirmatory support if the efficacy was considered
to be clinically meaningful by the reviewers. If only one Class
I study was available, multiple Class II studies were consid-
ered. For a specific BoNT serotype, if insufficient quality
evidence existed by individual brand but consistent results
were observed across brands, recommendations were
applied to the serotype. Recommendations for individual
formulations must not be extrapolated to other brands.

The serotype and brand of BoNT used in specific studies
are provided in the evidence tables. When sufficient
evidence was available for each serotype and brand, the
panel provided brand-specific recommendations. For each
therapeutic indication, the panel summarized the evidence,
indicated the level of recommendation supported by the
available evidence, and suggested additional studies to fill
current evidence gaps.

3. Results

Seven upper limb studies and two lower limb studies in
the 2008 assessment of BoNT in the treatment of spasticity
(Simpson et al., 2008) were reclassified from Class I to
Class II in the present review because one or more criteria
required for Class I status were either not explicitly
described in the publication or not met; specifically, the
method for randomization was not described and/or the
rate of premature discontinuations was either not re-
ported or exceeded 20% (Bakheit et al., 2000; Brashear
et al,, 2002; Hesse et al., 1998; Richardson et al., 2000;
Simpson et al., 1996, 2009; Smith et al., 2000; Suputtitada
and Suwanwela, 2005).

3.1. Upper limb spasticity

Commonly used outcome measures for assessing the
effect of BoNT therapy in spasticity include the Ashworth
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Scale (AS) and Modified Ashworth Scale (MAS), functional
assessment of relevant activities of daily living, the
Disability Assessment Scale (DAS), patient and caregiver
subjective ratings, and active/passive range of motion
(ROM).

Abundant high-quality evidence derived from placebo-
controlled studies supports the use of BoNT for managing
upper limb spasticity: two Class I studies of A/Abo (Bakheit
etal., 2001; Bhakta et al., 2000), two Class [ studies of A/Ona
(Childers et al., 2004; Kaji et al., 2010b), and one Class I
study each for B/Rima (Brashear et al., 2004) and A/Inco
(Kanovsky et al., 2009) (see Table 1).

A Class I methodologic study evaluated A/Ona dilution
and end-plate targeting in patients with upper limb spas-
ticity, and demonstrated that high-volume or end-plate-
targeted injections achieve greater neuromuscular
blockade, co-contraction and spasticity reduction, and
active range of elbow extension improvement, compared
with low-volume, nontargeted injections (Gracies et al.,
2009). A Class II methodologic study comparing 20 U/mL
and 50 U/mL A/Inco dilutions showed no significant
difference between dilutions (Barnes et al., 2010). Although
there was no placebo control in this study, the improve-
ments in both groups were deemed clinically meaningful to
support the efficacy of A/Inco. There are no controlled
active-comparator trials comparing two BoNT formula-
tions. However, Simpson et al. compared BoNT to another
therapy (tizanidine [TZD]) (Simpson et al., 2009). In this
study, A/Ona reduced muscle tone in the fingers and wrist
flexors significantly more than TZD at 3 and 6 weeks and
was associated with a lower incidence of adverse events. In
a two-by-two factorial design, Hesse et al. compared
a single dose (1000 U) of A/Abo or placebo with and
without an electrical stimulation regimen three times daily
for three days postinjection (Hesse et al., 1998). This study
showed that electrical stimulation plus BoNT-A was more
effective than BoNT-A alone in reducing the caregiver
burden for cleaning the palm of the affected hand.

All studies demonstrated that BoNT effectively reduced
muscle tone. Functional improvement in relevant activities
and subjective ratings of global satisfaction with treatment
were also improved after BoNT therapy. Overall, the
degree of functional improvement produced by BoNT
therapy was consistently less robust than the improve-
ments reported in muscle tone, spasticity, disability, and
global clinical assessment (Bhakta et al., 2000; Childers
et al., 2004; Simpson et al., 1996).

Trials reporting the effect of BONT-A in poststroke upper
limb spasticity generally showed reductions in muscle tone
within 2 weeks after injection, with approximately 3-4
months durability of treatment effect (Bakheit et al., 2001,
2000; Bhakta et al., 2000; Brashear et al., 2004; Childers
et al,, 2004; Hesse et al., 1998; Kaji et al., 2010b; Simpson
et al, 1996; Smith et al, 2000; Suputtitada and
Suwanwela, 2005). The change in muscle tone/spasticity
was about a one-point reduction more than placebo on the
MAS, reflecting a clinically meaningful improvement.

The single study of BoNT-B (B/Rima) in 15 poststroke
patients did not meet the primary efficacy end point of
change in AS at 4 weeks and, in fact, showed a better
reduction in muscle tone for the wrist compared with

placebo only at 2 weeks (Brashear et al., 2004). Consistent
with this negative finding, there were no significant
improvements in global assessments of change in the B/
Rima group compared with placebo. However, it is impor-
tant to consider the inconclusive findings of this study in
the context of the very small sample size and the fact that
only a single 10,000-U dose was evaluated. Future studies
utilizing a higher dose in more patients may be able to
detect a clinically meaningful difference from placebo of
approximately 1 point on the MAS. The side-effect profile of
B/Rima in this trial is consistent with the greater affinity of
the type-B serotype for autonomic synapses compared
with the type-A serotype, leading to greater muscarinic
effects (Dressler and Benecke, 2007).

The effectiveness of BONT-A appears to be dose depen-
dent; however, most of the individual studies were not
designed to evaluate the comparative effectiveness of
different doses. Suputtitada et al. compared 350, 500, and
1000-U total doses of BoONT-A (A/Abo) and placebo in 50
poststroke adults to identify the lowest safe and effective
dose (Suputtitada and Suwanwela, 2005). After five
patients in the 1000-U dose group reported generalized
weakness, particularly in the arms, and decreased global
assessment of function according to the Barthel Index, no
further patients were enrolled into this dose group. The
primary end point—change in muscle tone of the elbow,
wrist, and finger flexors using the MAS at 8 weeks post-
injection—was significantly less in the 350-U group
compared with both higher doses. Based on these findings,
the investigators concluded that the 500-U dose was
optimal, taking into consideration the excess weakening
with the 1000-U dose noted above and the significantly
reduced efficacy of the 350-U dose. Moreover, while all
doses decreased tone, the 500-U dose produced the best
functional change.

Smith et al,, in their study combining data from doses of
500, 1000, and 1500 U A/Abo vs. placebo, reported signifi-
cant reduction in spasticity at the wrist and fingers. This
reduced spasticity was associated with an increased range
of passive movement at the wrist and reduced finger curl at
rest compared with placebo, but no differentiation among
doses was noted (Smith et al., 2000). Childers et al.
compared total doses of 90, 180, and 360 U A/Ona and
placebo; they reported greater efficacy in reducing wrist
muscle tone with the highest dose, but statistical signifi-
cance was achieved only for each dose vs. placebo (Childers
et al., 2004). Simpson et al. reported that 300 U A/Ona
reduced tone in wrist and elbow flexors significantly more
than placebo, while doses of 75 U and 150 U did not
(Simpson et al., 1996).

3.1.1. Summary

Overall, there is Level A evidence supporting the effec-
tiveness of BoNT-A for the treatment of upper limb spas-
ticity. This recommendation is based on two Class I studies
for A/Abo, two Class I studies for A/Ona, and one Class I
placebo-controlled study of A/Inco. Individually, there is
evidence to support Level A recommendations for both A/
Abo and A/Ona and a Level B recommendation for A/Inco.
There is insufficient evidence to support a recommendation
for B/Rima.



A. Esquenazi et al. / Toxicon 67 (2013) 115-128

120

(mzrIezooo=d

‘M 93e 1000 > d)
Juauwissasse _mn_o_w

1d pue (1000 > d)
AN ‘(10070 > d) duoy
Ioxaj (£00°0 = d '%ES
'SA %E8) M 9 18 SVQ
(1000 > d) Jusunean
Jo 1981e3 jedpunid ur

s3d 0dd %0 'sA

JUIWISSISSe [eqo[3
1d ‘Juawssasse
[eqO[3 N ‘3u0)

ayonsysod

payiads jou poylawr 04d "sA JuswaAoIduwr s1d euQ/v Jo %9 Jpsnuw ‘sya Aq ow 9< 7002
uoneziWopuey 1930213 pey sid euofy ul SSaWeaM SN ¥ Apiqesip [euonounyg Mgl paypads JoN N 0vZ-00Z BUO/Y 9zl od '4d ¥ I “[e 39 Teayseig
*s10 1o ‘sid ‘sgN Aq
u29s sdnoi usamiaq
SDIUIYIP SN-T a8ueyd jo
*sdnoig JUAWISSASSe [eqo[S ajonsisod
s3d jo 1aquinu [[ews U99MI9q S210IS SY 1d 0gd 1 'sa syd 10/d/an-z anbruyda) 04d 1o ow 9< 002
yim ‘paramodiapun Ul S2USIIP SN-1 ewny/g 8 ur yinow A1q 1 M Iesy-1 moal uoneNWNS N000°01 ewWry/g 41 Jd '9d ¥ I “[e319 teayselg
's3d oduj/y ur m QL
uoneInp uerpauwr
‘P ¥ 38 3yauaq jo
19SUO UBIP3JA "0dU]/y
UM S3[BIS Jyauag
JO JUSWISSISSY [BqO[D
‘uaping J1aIe) ‘Syq ut
Juawanoxduw 193ea1D-7 1auag JO JUSWISSISSY
(10070 > d) AsiA feuy Aq [eqoD ‘9[eds
Sy uo juswaaoidw PIA[0Sa1 pUE PJIW JSOw uaping JaIe) ‘Ssya-g AT 10 ajonsisod
%1< pey 0dd %E'LE ts3d 0gd Jo %£°9Z pue M ¥ Je sasuodsal anbruyda) 04d 1o ow 9< 6002
'SA 0JU/Y %G°89-1 0JU[/V JO %8'8T Ul SAY € J10X3) ISLM-L M 0T uonenwig N 00¥ 0du/y 8blL Jd 'gd ¥ [ “[e 39 Sysnoue)
oqy/v
y31m panoxdwii Jou
ured wue (1000 > d)
panoiduw fpnseds
Jox3[) 198uL]-Z
‘0qy/y yum Mpnseds ured ‘yiSuans
10X3]J MoqJa Jou Inq dusg ‘fpnseds
(100°0 > d) Mpnseds 1d oqy/y1 ur wiseds ‘1amod 3PSNN-Z
198uy ‘uapinq Sppsnuwt SurudsIom Mmgie aonsisod
JaA1831ed ‘ANfIqesip ‘m 1 e sidoqy/y z  elep Suissiu uaping I1aA1331ed pue Sy Iewpue| 04d 10 sow 9< 0002
3d panoadwi-1  ur ured wire Suniwi-J[2S sxd ogd ¢ Aynqesip 13(qns-1 Mzl Sloleuy NIA 0001 0qV/¥ ov od ‘da ¥ I “Ie 32 epjeyg
(9g00=14d)
M 91 Je 0qy/[y
IIM Mmoq[2 38 INOY
aaissed ur Jgauaq
Jo apmyugew ueaur
Juedyusis Inqg WOA uonedpaw Apqe
aAnoe ur a8ueyd SN-z Apnis 03 anp A[qeqoid [euonouny ‘AJLISAIS
(000 = d) m U0 ‘uond3fur oqy/y Surmorjoj ured ‘|NOY JuI0[-Z ajonsisod
SYIN Suisn £pnseds ul wre ur ured pue anSnej M ¥ 18 AJ119AS sy1ewpue| 04d 10 syuow £< 1002
uonoNpal JuedYIuSIS-1  isgy Aue ur dUIHIP ON I Apnseds ur a8ueyd-| Mol Slwojeuy N 0001 0qv/¥ 65 od ‘'da ¥ I “[e 32 J12peg
Pa[jo1Iu0d 0gade[d
(A1epuodas
-z Arewnid-) anbruyda) (esop/pueiq
SjuaWIWo) Aseoyyq £K33ye8 J/a $3INSeaW aWodINQ dn-mojjoq Buna8ie] [odA1019S) Jusuneal] N udisag ssep pEN|

synpe ur Apnseds quip saddn
L 9lqeL



121

(a8pd 3xau uo panunuod)

A. Esquenazi et al. / Toxicon 67 (2013) 115-128

DUIYIP

awIN[oA 0} anp
juauneal) ysew
03 sdnoi8 0dd z

AN D/a
‘papnpul os[e
s1d quuij Jamo]

RIEEH
diysuonefar asuodsal
asop Suons oN

M $Z J9A0 uonduny
‘ured aAnafqns
‘A1[iqesip [euonduny
ur sdnoi8 usamiaq
SIDUIIYIP ON
(7P

*sdnoi8 juawiean
Suowe DUIIYIP ou
‘I ‘uted ‘Kyijiqesip
[euonouny “yuapuadap
-9s0p jou sasuodsax
JUIWISSISSE [BqO[D
‘0dd 'SA BUQ/Y YNm
19139q Apuedyiudis
J0U S3NSal 3uo}
J0x3) 198ul] "6 NoIm
ySnoiyl 0gdd ‘sa sdnoid
N-09¢ pue N-081 u!
panoxdur Ajzuedyrusis
SYIN MOq[3-T

'sdnoi3

(1000 > d) N-09¢
pue (€200 > d) N-081
ur 0gd "sA eUQ/v

1M dI0W PIseaIIdP
2U0) 10X3[J ISLIM-T

1L 9PA)

‘04d "sA JuedyIusis
$9102s Sy ‘M 9 18
JURdYIUSIS SIDUIIYIP
198uy ‘SN ISLIM

SVIA ‘dnoi3 asop

-moJ u]-z ‘dnoig asop
-ysiy ur (1000 > d)
04d 'sa euQly

UM syuawaaosduwir
Juedyrusis-1

JuawureIe [eod

10 uondUNJ I0JOW SSOI3
U0 $123JJ3 JUaWILAI] OU
(500 > d) syd pajeany
10J 19139q Apuedyrugis
$3102S PEIULIDAIY-Z
(5000 > d)

SV pue (zo'0 > d)
A11an9s wviqoad

10 Suner aAn3[qns

ur Juawaaorduwir
paureisns ‘euQ/y yim
panoxdwi (g0 > d)
INOY pue (z0'0 > d)
SYIAl UO 3U0) SISNIA-|

sid eup/y

G Ul SVYL 6 “(pare[a1
-Juauean) 1o -asop Jjou
PaAIpP [[B ‘STYS SL

“Juauneal)

0] paje[aiun
Ppawa9p s3vs [V
*sdnoi8 ogd ur %8
‘BUO/V %9 :sIVIA

() ams
uornafur 3e ureg

I ‘9€dS

‘ured ‘JuawIssasse
Ieqo|3 1d/an

‘au0] 10x3[j 198uy
pue moq2 SYIN-T
SVIN Aq auoy
10X3[J ISLIM SYIN-L

31005 SV ‘SYIN
quny ‘s198uy
“ISLIM 9105 ISLIM
SYIN ul a8ueyd jo
JNY :9S0p MOT -7
SYIN

M:_m: ‘auo} RO Cli
ISLIM Ul d8ueyd jo
DNV :350p YSIH -1

[e03 Juswiean
,m_muW Juouussasse
J10J0W PRIULIDATY

Jad uonduny
J10jow $s013
‘Riqesip [e04-g
JNIAEVEN

wo[qoid jo Sunelr
2A13[qns 'SYIN
Aq 9psnu 1o81e)
JO INOY 2AIssed-1

(z 2apho)
M ¥ pue
(13pMd) m 9

mel

uepind HNG

uonafur HNG
‘1oje[nwns
AI3U 10 HINT

RIAES

sid 19 1z 9pAD)

sid 16

11 A

ayonsisod

04dd 10 N 09¢€ M 9<

‘081 ‘06 BUO/Y 16
04d 10 ‘(3sop

usiy) N 0¥Z-00C aonsisod

‘(asop moj) ow 9<

N0S1-0Z1 eUO/Y 601

00T

Jd '4d ¥ I “[e 39 s19pIIyd
qoloc

Jd 'da "y 1 “Ie 39 1fey]

sasop a[dnjnuw 10 Iojeiedwod aAndY :lojeredwo)

(Knseds

quuIj Jamo|

0z + :quui|

J1addn)

Tw/n 0§ euO/Y [43

000Z “Ie 39

Jd '4a ¥ 1l uospIeydry



A. Esquenazi et al. / Toxicon 67 (2013) 115-128

122

(wyed
Jo Suruesp)1ay I jo

04d :d dnoin
wns-a + 0gd

douewtoyiad ur ( Jou s1av 1) dnoin n 0001
nqg) g pue g 'say ut Suunp sannoyjIp oqy/y :g dnoin aoxsysod
paymads jou poyauwr 1d30Xa SN S9dUIPIP 3531 3@ uonisod quurp wns-3 + N 0001 ow z[-9 8661
uoneziwopuey dnoig-usamiag-1 0 AN ‘SYIA 1ad auo) apsnA Mgl dduepms HNg oqy/y :y dnoin vz od ‘dd ¥ i “Ie 39 3ssay
*asuodsal Jo uoneInp uo
129)J9 9] pey anq
Kpnseds 1sum pue
MO([3 UI UOTINPaAI
Jo apmyugew
9SBaIDUI 0] Papual
9sop a3 Suiseasdu]
Juawugife [ernjsod
10 159} Aeyoualy
‘own Suissaip
Ul SaOUSIHIP SN-T
INOY Moq3 aa1ssed
ur Juawaoxduwr
pamoys dnoid
NIA 00S1 “12A9moYy
‘SN sdnouig asop
Ul S9UIYPIP ‘oqy/V JuawusSre rernisod
yam s1a8uy jou Inq 1S9 Wy Aeydpuai 141 1o
IsLIMm e Apuedyrusis ‘o 3uissaqg-g Noxnsisod
payads jou poyiaw paseanul NOY i urpzioy paiiodalx M QIR ANQY paziwopuelal 04d 10 NN 00S T ow z< Surpuy asop 0002
uoneziwopuey anissed ‘m 9 1y-1 swoydwAs a4 JUON SAIIDE PUB JAISSBJ- L usayl ‘m Z1 paymads Jo0N ‘0001 ‘00S 0qV/V 1z d ‘dd ¥ il “Ie 39 Y
M e
*Kiqesip jeuonouny uonpuny ‘ured ‘NOY
Ul SDUIJIP juiof aaissed pue
JuedyIusis oN-g aA1e Ul d8uey)-g
asop [ewndo ‘SYIN uo 0gd sqv Jo 23a1s apsnuw dAlssed
9q 03 pareadde N 0001 *SA JuawaAoIdur arnjeu 1o A>uanbayy ‘M 9] pue ¥ e JNOY aomnsisod
‘payads jou poylawr JuedyIuSIs pamoys Ul SN S9JUIJIP Jurof 198uy 1o ‘Isum SyIewpue| 04d 10 N 00S1 pue ow ¢< Suipuy asop 000C
uoneziwopuey sdnois oqv/V 1Iv-1 dnoi3-uaamiag 1 ‘Moq[a Jo d3ueYD-| Mmool orwojeuy ‘0001 ‘00S 0qv/V 8 0d 'da "y I “[e 39 39yreg
‘M g 18 dnoid N-0s¢ sA
N-0001 ‘-00§ 0qv/y ut
SVINl 1ad jJuswaAoxdur
1918319 'sdnois N-00S
(Ay3ayur [ery -06G€ ‘0dd ut ow 9
pastwoldwod aaey Aewr) y3noay) paseaidur
wure siy3 Suiddoap Ajrenpeis ‘m g je
03 pa] dnois N-0001 1samo] paydeordde SVA 1ad
Ul G/G Ul SSaUeam wiIe SVIN UBSAl "M ured ‘xapuj [ayireg
:fpidnmnu 1oj pajjonuod 818 0dd 'SA SYIN 1ad dnoi3 n 13d s1QV ‘1591 Wy
jou ‘suostredwod suononpail juedyiusis  -0001 ul (g/g) Snip Apmis o1easay uonoy 1ad 5002
asimired Ajuo Pamoys sasop 0] paje[al PaIapIsSuod A19IX3p ‘M g I 04gd 10 N 0001 ayomnsisod SuiBuei asop ‘B[oMUBMNS
2N VAONY [[B19A0 0qy/v [IV  ssauyeam 3dadxa sgy ON AN SYIN 12d Aydnseds M yT RIAE] ‘005 ‘0S€ 0av/V 0S ‘2d 'dd ¥ 11 pue epeymndng
(Arepuodas
-z frewnd-1) anbruypa (asop/pueiq
SsyuLWWIo) foedoyyq K3ye8 J/a S3INSealll aWodINQ dn-mojjoq Bunagie] /adAj013S) Jusweal] N udisag  ssepd JEN

(panuyuo2) 1 3jqer



123

A. Esquenazi et al. / Toxicon 67 (2013) 115-128

(a8pd 3x9u U0 panunuod)

payads jou poylaw
uoneziuopuey

wre

Apnis/sid oz Ajuo :m g
jutod pus Arewd
‘paynads jou poylaw
uonezIwopuey

‘uondafur
pa1adiel-arejd-pua-uou
PUE SWN[OA-MO] 0}
Jouadns are ([fela/u ]
Tw/n 001 ) ‘uonnyip
SWN[OA-MO[) uond3fur
pa3a8iel-ajed-pua

pue ([[e1a n-001

Jad Tw ] Tw/n 02)
uonn[Ip aWN[oA-ySiH
“UOISUDIXD

ur (££0°0 > d) %bz Aq
PaseaIdul pue UoIXafy
ut (1000 > d) %g€

Aq paosnpair ramod
A1ejunjoa [eWIXBN-Z
*AoAndadsar (100 > d)
%€'61 pue (L£00 > d)
%c1 Aq ‘padnpai yroq
1SIUOSeIUE JOSUIIXD
Pue J0X3} JO AN
‘I9AIMOY {SIOSUIXD
moqJa ur a3ueyd ou
{SI0X3J MOq[d JO AYIN
Istuo3e ur uondNpal
%G'LY ‘oul [ Iy-1

*sa102s 1d

uo 19yS1y Apuedyrusis
sdnoid (g0 = d)

N-S. pue (£000 = d)
n-00¢ (8000 = d)

M 9 1e 12ySiy
Apuedyrugis sa10ds

A dnoi3 N-00€ euo/v-T
"M 9 1B SN U0} J0X3[
MO(q[T'SN dsea1dap dnoid
n-0st1 :(0€00 = d)

£°0 paseardap dnoid N-GL
‘(920°0 = d) T'1 paseadap
dnoi3 n-00¢g eUO/vV

M 9 JB 9U0] J0X3[J ISLIM

‘M 9Je
Sv@ ur Juawaaoldur
PIEMO] pUdI]-Z

‘M9 Je

s3d 0dd 10 4ZL 'sA
BUQ/Y UI 3U0) J0X3[J
ISLIM Ul UoIdNpal
1918318 Apuedyugis-|

UOISUIXd
Mo(q[d Ul WOY dA1IE
‘SIOSUIIXd pUP SIOXI[J
moqa ur fpnseds
‘S1I0SURIXa pue
SI0X3[J MO(]d JO
1amod Arejunjon

[ewixewt

ur sagueyd-g

A4 Istuo3e

AN 0 10X3[) ul a8ueyd-|

asuodsalx

sqv Jo JO JUSWISSIsse

anjeu ‘fouanbayy 1eqoi8 id/ain-z
ul SN S9dUIaHIp Sy 1ad auo}

dnoiS-uaamiag 4 9psnu ur a8ueyd-|
suopen[eAd aAnIuS0d

‘31e2s ssaurdass

yriomdg 9591

sdnois de) 1a8uy ‘yaduans

04d 10 eUQ/Y J0U INq
dZL ul sSSWAZUS 1Al
PENJEIERERIE] (it
1y uowrwod jsowr
10dd 10 BUQ/Y SA mzzae
Zal yim 1ysiy sgy - 6L M9y

dus [exae[enyuod
‘paads Sunjiem ‘a[eds
Aeyoual] payipoy
‘Sva@ ur sasueyd-g
M 9 1B SYIN J0X3])
Isum ut agueyd-|

uondafur yueipenb-§
‘pa1adrejuou

[ownjoa ysiy

:¢ dnoin pueq a1ejd

pua Suoje salis
‘pa1adiel/oawinjoa moj

:z dnoin uondafur

jueipenb-i

‘parasiejuou

anbruyday [awnjoAa mo|
oul uonenwns 1 dnoin N9l oqy/v

0dd 10 N 00€
‘0S1 ‘S eUO/Y
odd

[elo + 0dd NI
) dno1n azL
[elo + 0dd NI
:g dno1n odd
[eo + euQ/y NI
'y dnoin :0dd
10 ‘xew p/Suwt
9¢ @ZL xew
N 00S eUO/Y

moL  dduepms O

anbiuyda)

M 87-92 uonenwng

jonsisod
Mp<
|44

ajonsisod

e (e

ow < UONE[EISI S0P

LE

191 10
onsisod
sowr ¢<
09

2d 'dd ¥

Jd ‘4a "y

u

I

600C
“Ie 13 sapeIn
J130[0pOYISN

9661
“Ie 39 uosduwis

600C
“Ie 19 uosduwis



A. Esquenazi et al. / Toxicon 67 (2013) 115-128

otherwise not

Comments
Observer blind;
blinded

2->1-point reduction
in 62.2% receiving

in global improvement
ratings by pts (80.2%)
and investigators

1-Noninferiority met;
>1-point reduction
20-U dose, per AS.

in 57.1% of pts
receiving 20-U dose,

per DAS
3-Minor differences

(89.0%) and between
dosing groups.

Efficacy

38% of pts experienced
TRAEs, generally mild or
moderate. No TRSAEs.

Safety

DIC
12

Outcome measures
(1-primary 2-
secondary)

1- Noninferiority of
20 U/mL dilution

by pt-chosen, MD-
assessed therapeutic
target on DAS at 4 w
2-Muscle changes per
AS 3-Global assessment
of treatment response

Follow-up

technique

EMG, electrical 20 w
stimulation, or
sonography

Treatment (Serotype/ Targeting
brand/dose)

volume); maximum

(low volume) or
dose, 400 U

A/lnco 20 U/mL
50 U/mL (high

192

R, parallel
groups

Class Design

1l

Barnes et al.,
2010

Ref

curve; B/Rima, rimabotulinumtoxinB; DAS, Disability Assessment Score; DB, double blind; D/C, discontinuation; DRAE, drug-related adverse event; EMG, electromyography; FIM, functional independent measure;

IM, intramuscular; MAS, Modified Ashworth Scale; MD, doctor; MRV, mean rectified voltage; MU, mouse units; NR, not reported; NS, nonsignificant; OT, occupational therapy; PBO, placebo; PC, placebo-controlled;
R, randomized; ROM, range of movement; SAE, serious adverse event; TBI, traumatic brain injury; TRAE, treatment-related adverse event; TRSAE, treatment-related serious adverse event; TZD, tizanidine; VAS,

A/Abo, abobotulinumtoxinA; ADLs, activities of daily living; AE, adverse event; A/Inco, incobotulinumtoxinA; ANOVA, analysis of variance; A/Ona, onabotulinumtoxinA; AS, Ashworth Scale; AUC, area under the
visual analog scale.

Table 1 (continued)

3.1.2. Evidence gaps

Additional controlled trials are needed to confirm the
efficacy and tolerability of BoNT-B and A/Inco. Further
investigation is also recommended to assess the compara-
tive effectiveness and tolerability of the available BoNT
formulations and to identify optimal injection techniques
and dosing regimens for each formulation. In addition, the
inclusion of standardized, clinically meaningful measures
of functional capacity and disability would be important in
future comparative effectiveness studies of BONT therapy in
upper limb spasticity, as such outcomes may be more
relevant for patients than improvements in ratings-scale
measurements of muscle tone.

3.2. Lower limb spasticity

For lower-limb spasticity in adults, there are two Class |
studies of A/Ona (Kaji et al., 2010a; Verplancke et al.,
2005) and one Class I study of A/Abo (Pittock et al.,
2003) in a total of 382 patients (see Table 2). All these
studies showed that BoNT improved range of motion and
reduced muscle tone. Pittock et al. included objective
assessment of gait velocity, measured by the distance in
meters covered in 2 min (Pittock et al., 2003). After 12
weeks, the distance increased significantly within all
groups, although there were no statistically significant
differences among groups: placebo, 50.5 m; A/Abo 500 U,
49.5 m; A/Abo 1000 U, 50.6 m; and A/Abo 1500 U, 48.9 m.
This finding was confirmed in another study, which also
failed to show that BoNT improved gait velocity signifi-
cantly more than placebo (Kaji et al., 2010a). While gait
velocity is an objectively measured outcome, it is some-
what limited because walking production involves the
trunk and all lower limb joints and it does not fully
capture improvements in gait quality, balance, satisfaction
with treatment, or changes in the need for orthoses or
walking aids (Foley et al., 2010).

Two studies of A/Abo compared multiple doses: there
were no significant differences in efficacy among doses, but
there was a trend for more adverse events with the 1500-U
dose of A/Abo compared with lower doses (Hyman et al.,
2000; Pittock et al., 2003). The results of Pittock et al.
suggest that the 500-U A/Abo dose may be too low to
produce benefit, while the 1500-U dose may have caused
excess muscle weakness in some patients (Pittock et al.,
2003). A/Ona for lower-limb spasticity was studied in
three trials (Kaji et al., 2010a; Richardson et al., 2000;
Verplancke et al., 2005). One study compared 200 U A/Ona
per leg or placebo in combination with serial casting to
prevent worsening of ankle spasticity in patients with
traumatic brain injury (Verplancke et al.,, 2005). Results
showed no significant difference in improvement in the
mean angle of ankle dorsiflexion for the A/Ona-plus-
casting (13.59°) and casting-alone groups (11.69°).
However, no patients who received A/Ona plus casting
required rescue treatment because of substantially reduced
range of motion, whereas about 30% of patients in the
placebo-plus-casting and physical-therapy-alone treat-
ment groups required rescue therapy. Overall, BONT-A was
administered effectively in the lower limb with electro-
myography or anatomic landmark guidance.



Table 2
Lower limb spasticity in adults.

Ref Class Design N Treatment (Serotype/ Targeting Follow-up Outcome measures D/C Safety Efficacy Comments
brand/dose) technique (1-primary 2-secondary)
Placebo controlled
Kajietal, 1 R, DB, PC 109 A/Ona 300 U or PBO EMG or nerve 12 w 1-AUC of change from 7 AEs similar, resolved 1-MAS AUC significantly
2010a poststroke stimulator; baseline in MAS ankle (A/Ona, 45%; PBO, superior with A/Ona
EMG injection score 44%); not treatment- vs. PBO (p = 0.006).
2-Gait pattern, gait related except myalgia; 2-MAS (p < 0.001)
speed, CGI SAEs in 9% of A/Ona, and MD-assessed
2% of PBO pts; TRAEs CGI (p < 0.016)
similar, mild/moderate. superior in A/Ona
pts at 4, 6, 8 w;
gait speed,
pt-assessed CGI NS
Richardson II R, DB, PC 20 (lower A/Ona 75-400 U/mL  EMG guidance 12 w 1-Passive ROM of NR Pain at injection (4 pts) 1-Muscle tone D/C NR
etal, limb + 32 target muscle by MAS; on MAS (p < 0.02)
2000 upper limb subjective rating of and ROM (p < 0.03)
spasticity) problem severity improved with
2-Focal disability, A/Ona vs. PBO;
gross motor function sustained improvement
per Rivermead motor in subjective rating of
assessment scale, problem severity
treatment goal (p < 0.02) and AS
(p < 0.005).
2-Rivermead scores
significantly better
for treated pts
(p < 0.05); no treatment
effects on gross motor
function or goal
attainment.
Comparator: Active comparator or multiple doses
Pittock 1 R, DB, PC 234 A/Abo 500, 1000, Anatomic 12w 1-2 min walking 13 Any AE reported in 1-All measures improved More pts said they
etal, >3 mo 1500 U or PBO landmarks distance 68/234 pts: 500 U, 29%; vs. baseline, but were likely to, or
2003 poststroke 2-Step length, 1000 U, 25%; 1500 U, differences among groups would definitely
stepping rate, 33%; PBO, 29%. AEs similar were limited. use the treatment
Rivermead motor across groups; AEs in >5%: 2-In all treatment groups, again than pts who
assessment, active pain, asthenia, convulsion, more pts and investigators said they would
and passive ROM myasthenia felt pts’ condition was not do so.
at ankle improved or much
improved vs. the same
or worse.
Verplancke | R, BD, PC 35 A/Ona 200 U NR 12w 1-Change in ankle 7 (4 D/C, 3 deaths not related 1-Pts treated with ~30% of casting alone
etal., post-brain Group 1: physical dorsiflexion at 12 w 3 deaths) to study drug; well casting + A/Ona and casting + saline
2005 injury therapy only 2-GOS and MAS tolerated with 1 improved vs. those pts required rescue

Group 2: casting + PBO
injection Gropup 3:
casting + A/Ona

200 U/leg

related 24-h reaction
of flu like symptoms

treated with
physical therapy
alone (p = 0.07).
2-GOS improved
more in casting +
A/Ona vs. casting +
PBO at 12 w.

vs. 0% of A/Ona pts

(continued on next page)
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Table 2 (continued )

Ref Class Design N Treatment (Serotype/ Targeting Follow-up Outcome measures D/C Safety Efficacy Comments
brand/dose) technique (1-primary 2-secondary)
Hyman 1l R, DB, 74 A/Abo 500, 1000, Anatomic 12w 1-Passive hip abduction 14 AEs similar in all A/Abo 1-Few pts improved Randomization
etal, PC, dose MS or 1500 U or PBO landmarks sum of both legs, distance and PBO groups except in hip abduction; method not
2000 ranging between knees at 4 w muscle weakness (A/Abo, maximum distance specified

2-Muscle tone, hygiene
score, pain, global rating

14%; PBO, 6%); twice as
many AEs in 1500-U vs.
1000-U and 500-U groups.
6 SAEs, deemed unrelated
to study drug

between knees
significantly better
with A/Abo 1500 U

(p = 0.02) than other
groups.

2-Global rating, pain
scores similar across
groups; muscle tone
improved, spasm
frequency reduced

in A/Abo groups

only; time to
retreatment
significantly longer in
A/Abo groups (1500 U,
p = 0.015; 1000 U,
p=0.017; 500 U,

p = 0.042) vs. PBO;
duration of benefit longer
in A/Abo groups vs. PBO;
hygiene improved in
1000-U and 1500-U vs.
other groups.

A/Abo, abobotulinumtoxinA; AE, adverse event; A/Inco, incobotulinumtoxinA; AS, Ashworth Scale; AUC, area under the curve; B/Rima, rimabotulinumtoxinB; CGI, clinical global impression; DB, double blind; D/C,
premature discontinuation; EMG, electromyography; GOS, Glasgow Outcome Scale; MAS, Modified Ashworth Scale; MD, doctor; MS, multiple sclerosis; NR, not reported; Ona, onabotulinumtoxinA; PBO, placebo;

PC, placebo-controlled; R, randomized; ROM, range of movement; SAE, serious adverse event; TRAE, treatment-related adverse event.
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3.2.1. Summary

Overall, there are fewer studies of spasticity in the lower
limb than for the upper limb, with less available data and
few patients studied. There is sufficient clinical evidence to
support Level A recommendations for A/Ona individually
and BoNT-A in aggregate. The clinical evidence for A/Abo
(one Class I study that did not demonstrate efficacy and one
positive Class Il study) supports a Level C recommendation:
possibly effective. There is insufficient information to
recommend A/Inco and B/Rima (Level U).

3.2.2. Evidence gaps

There is a need for further comparative effectiveness
studies of the available BoNT formulations. Additional
studies of A/Abo, A/Inco, and B/Rima in lower-limb spasticity
are also needed. Although a number of studies included
multiple BoNT doses, they were generally not powered for
direct significance testing of differences in efficacy between
doses. Thus, little objective evidence confirms clinical
judgment regarding optimal BoNT dosing in lower-limb
spasticity. Furthermore, given the limitations inherent in
the outcome measures used in controlled trials, empirically
derived dosing recommendations based on clinical experi-
ence and the complete evaluation of functional effects in
large series of individual patients may provide valuable
insights into optimal BoNT dosing regimens.
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