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USE OF BOTULINUM TOXIN TYPE A IN POLAND:
SYSTEMATIC REVIEW AND QUESTIONNAIRE SURVEY
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BACKGROUND:
InPoland, botulinum toxin type A fortwo indications: “Treatment of focal d i d hemifacis and“Trealmenloispasﬂclty\ncerehra\pa\sy Three different i dt pproved for use in these indi " and Dysport’).
However, each of these products i ique biol dif i potency, migrati the site of admil efficacy, and safety profile. For th , attempting to define a fixed dose conversion ratio is inappropriate ™"

OBJECTIVE:

The purpose of th ical practice of two different brands of botulinum toxin type A, (Dysport” (DYS) and Botox” (BTX) 3 HS)andj bral palsy (JCP).

A systematic review of studies comparing Dysport” to Balox was carried out in accordance with guidelines from the Cochrane wl\aboratmn and Polish Agency for Health Technology Assessment. Databases used were Pubmed, Embase, Cochrane and clinicaltrial.gov and searches were carried out for the period between
8" Septemberand 15" December 2011. Search A

Studies were selected forinclusion based on a pre-defined PICOS scheme [Table 1]

Table 1
PICOS used for Systematic Literature Review

Intervention  Comparator Outcome Study
Design

Patients with focal dystonias Duration of the effect, Tsui scale, TWSTRS pain scale, pain
or hemifacial spasm associated with cervical dystonia, adverse effects.
Botulinum toxin | ECtulinum toxin
o |tyee Gross Motor Function Measure (GMFM), Ashwort/Ashwort
Patients with lower limb v modified scale (MAS), passive ankle mobillty, gait pattern
spasticty In cerebral palsy evaluation, the rate of energy consumption during walking,

e, o RCT sty designs were lsoconsderedfor ol analsis
ceto P

leasttwol reviewers, with

athird reviewer. The reft fidentified i tions. C: i the StatsDirect” 2.6.8 statistical package.
Inparallel, an el i itin February 2012 i Polishd 6 i I d i i fBTX and DYS used in various indications.

Table 3
Focal dystonias (FD) and hemifacial (HS) spasm population Included non randomized trials characteristics and results

524 0 lysedinfull+ i s - —
Outof4, 1 infull-text version, of which 8 (4 RCTs and 4 non randomized) " met the criteria forinclusion [Figure 1]. Gy TS ngicaton | Mumberof | Follow

Outcomes. Results

Katlewe | opservtional | Hemfacil spasm 12 years Duraten ofeffect | s aterence

Figure 1
Flow chart foridentication of stucy selecton (in accordance with QUOROM)

Potentially relevant articles from electronic databases: Pubmed: 923, Embase: 2910, Cochrane: 375, Bentosto | yosnecive | sepnarosposm P [ ;:::":a::'v:‘d‘ ovs
clinicaltrial.gov: 306, other: 10; Total: 4524 2009 e . Favored BTX
[

Cervical dystonia, Duraion o efect
L) ¥ e I 3 Istney o response, | No dference
Publications analyzed in Publications excluded as duplicates and on the basis foricels !
the full-text version: 130 of initial assessment of titles and abstracts: 4394 " Duration of effect,
12 weeks | vepharospasm
15 in coracal
dystonia and HFS

E e —
! ] i | S

Efficacy - in favor of DY|
‘Adverse effects
~Favored BTX

(cervical dystonia)

Publcations xclded on th bass of analysi of the fl text:
Publications finally included !
in the analysis: 8 including 4 RCTs S ] iy GGl L, (D

A e A Lowerlimb spasticity in cerebral palsy

e 4 e - . . oz
or lack of comparator: 41; Total: lzz Out of 4229 publications screened, 101 were analysed in full-text version, and 9 (4 RCTs for BTX vs. PL and 5 RCTs for DYS vs. PL)"*" met the criteria for
inclusion [Figure 2].

15122011

Results from Non-Randomized Studies:
TwoRCTs invo\vmg pati assumed that 1.00 unitof BTX was equivalentto 4.00 units of DYS"* These studies did not Figure 2
i forany endp "*[Table 2). Flow chart for identification of study selection (in accordance with QUOROM)
Two other RCTs compared BTX to DYS in the treatment of patients with spasmodlc torticollis. Agam both assumed that 1.00 unit of BTX was equivalent to 4.00 Potentially relevant articles from electronic databases: Pubmed: 9;3, Embase: 2910, Cochrane: 375,
units of DYS. One study found that DYS treated patients i superior in the Tsui and TWSTRS scores”, Statistical clinicaltrial.gov: 21; Total:
significance was not reached in the other study* [Table 2]. l 1

Publications analyzed in RUE OO S I o i s
the full-text version: 101 of initial assessment of titles and abstracts:

Table 2
Included RCT trials characteristics and results

sty mndicaton ST Numberor NI | — T
port)

Blepharospasm | Crossover - Duraton of efect | Adverse effects Publications finally included in the Publications excluded on the basis of analysis of the full text:

analysis: 9 including 4 RCTs for BTX Secondary studies: 7, Inadequate population: 42, Inadequate

Vs PLand 5 RCTs for DYS vs PL. intervention or lack of information about intervention: 25,
Ranoux Teul score. Efficacy - Favored DVS. Inadequate comparator or lack of comparator: 18; Total: 92
Ronou Cervical | Crossover Umonn | t3ngnia | THSTRS pomscore | Adverse sifets

Dateofhesystematicsearch 080908, 2011

oqergren | tortcols p—
Qe 12 weeks 13 Teul score No diference.

91 Extimated cose | Duraton of ffects, | The 2naEl favored No studies directly comparing BTX to DYS were found. Indlrecl statistical analyses of BTX vs. DYS were not carried out, due to heterogeneity across studies in
Sampaio | siepnarospasm, | paralel- | (blepharospasm umber o boosters
il it ol It e | ey endpoints

spasm)

ot tha ratio

Results from Non-Randomized Studies: E‘emomc_quesm"na"eS“Ney . . o Lo . .

One non-randomized study assumed that 1.00 unit of BTX was equivalent to 4.00 units of DYS in blepharospam and 5.00 units of DYS in cervical dystonia®. This Eleven Polish doctors completed a questionnaire which captured data from 101 of their patients. Mean age of patients included in the survery with FD, HS and
greaer with BTX, based on duration of effect and TWSTRS score. However, another non-randomized study assumed that 1.00 JCPwas 58.3, 54 7 and 8.9 years respectively. Of the 101 patients mc\uded the percentage classified as having each of these conditions was 59.5%, 45% and

umt n( BTX was equivalent to 4.50 units of DYS in blepharospam and found that DYS was associated with a longer treatment effect [Table 3]. This llustrates the 40.79 100% dues ified as both FD and HS). DYS d widely both ind across indication:
oftrying to define a fixed d with d tios 4.18-4.78 Botoxin FDand HS and 2.41 - 3.18 times those for Botox in JCP.

Compamson of results across chmca\ trials is limited by dlﬁerences in methodo\ogy and quahly Our review fcund that assumed dose equivalence be!ween DYSand ETX varied between studies as did the efficacy results thus conf irming that available data do not prowde suppon for a fixed conversion ratio between DYS and BTX.
Inaddition, the el Y f di y (Poland). These with the REAL DOSE study, wht di country, patient i [Figure 3, Figure 4 and Figure 5.

Figure 3 Figure 4
Mean dose ratio by country (DYS:BTX)" Number of patients being treated at dose ratio (DYS:BTX)"

Figure 5
Mean dose of Botox" and Dysport” by indication™

” 35
47
2 X
4 X
2
e :

UK (Hull) UK (Essex) Slovenia Poland  Czech Republic 405 5to<6  Gto<T  9to<i0

Mean Ratio DYS:BTX

' Mean Ratio " Number of patients in each Ratio Group

CONCLUSIONS:

BOTOX"and Dysport”are not Treatmentis according to patient needs, experience and physician preference. The doses used in Poland are consistent with the results of the REAL DOSE study”
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