-~
Faunau (nMwlne)

(MuBIng) :

Wadan1snasan

BUUUSERIUUNAIN/UAY  a8a1UUFFBUASNAILT NAINYIEEIIBAYFUGTUN

= =] a a a
ﬂ'ﬁﬂﬂi&']LU’iEJULVIEJ‘UGZJ@Qﬂ’]iQWI‘UYJa

panuninUnAUININUT YAl

MienTuwdn 1o TERmilseriwueeismuazvnagnasgulunsshvinizmie

A comparative study between intradermal low-dose versus standard-dose of Botulinum toxin type A in the

treatment of primary axillary hyperhidrosis
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A comparative study between intradermal low-dose versus standard-dose of
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Abstract

Primary axillary hyperhidrosis, a condition which characterized by abnormal excessive sweating on
axillary area without primary cause, is commonly found in adolescents and adults. This condition affects
personal loss of their self-confidence and limits normal daily living activities on affected person. Intralesional
Botulinum toxin type A injection had been approved as standard treatment for primary axillary hyperhidrosis
by US-FDA because of its highly effective and good safety profile. This study aimed to compare clinical efficacy
between low-dose 25 units (intervention group) versus standard-dose 50 units (control group) of intradermal
Botulinum toxin A injection for the treatment of primary axillary hyperhidrosis. All subjects were randomly
assigned to receive either 25 units of Botulinum toxin A 25 units on one side of axilla or 50 units on contralateral
side as intra individual, split-side comparison. The study was scheduled for 12 weeks duration, including single
treatment of Botulinum toxin A injection at baseline and 2 consecutive follow-up visits (at 4" and the 12"
week). Study outcomes evaluation included Hyperhidrosis Disease Severity Score (HDSS), trans-epidermal water
loss (TEWL) and adverse effects. There were 16 subjects being enrolled. The mean age (SD) was 34.2 + 6.1
years. There were 68.8 % in females and 30.2% in male sex. The study showed statistically significant HDSS
reduction after a treatment of low-dose 25 units intradermal Botulinum toxin A injection by comparing with the
pre-treatment visit (p<0.001). Nevertheless, there was no difference on HDSS reduction at the 4" and the 12"
week visit between the two groups (p=0.653). Moreover, 25 units of Botulinum toxin A injection group revealed
significantly better reduction of TEWL (p<0.001) by comparing with the baseline visit. Meanwhile there was no
difference on TEWL reduction at the 4" and the 12" week visit between the two groups (p =0.988). There was
no adverse effect. In conclusion, low-dose, 25 units intradermal Botulinum toxin A injection had equal clinical
efficacy to standard-dose, 50 units. Since this result enables to decrease in the overall cost of treatment, low-
dose, 25 units intradermal Botulinum toxin A injection can be applied as an option for primary axillary

hyperhidrosis treatment.

Keywords: Primary axillary hyperhidrosis, Botulinum toxin type A, dose
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1. IﬂiLLﬂiuﬁIﬂumﬁmeﬁsﬁau“amdaaa fio TUsunsu IBM Statistical Package for the Social Sciences
(SPSS) version 21.0 for Windows
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Uguqd sreunadu Al (frequency) wazU3uuiesas (percentage) duyiveTY, Szezafidennts s1eauna
Juaade (mean) LLasdauLﬁmmummgm (standard deviation, SD)

3. 149@fi# Repeated measure, analysis of variance, ANOVA Tumsissudiouaaasuesnzuuy HDSS 14
Repeated measure, ANOVA test 591U post hoc test with least squared difference test (LSD) TunsiuSauiiieu
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4. 19adR Repeated measure, analysis of variance, ANOVA Tumsiieudisudiads TEWL 19 Repeated
measure, ANOVA test 93U post hoc test with least squared difference test (LSD) lun1siUSeuiieunasinseade
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6. AnunAT p-value < 0.05 MNAtvdAYNI9EDH (statistical significance)
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AndnwazialY 1w Souaz
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a1y (@)
Mean = SD 302+ 6.1
Min-Max 26 - 48
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1YW, 3MUU (5288%)
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Governmental officer 8 50
Business 2 12.5
other 2 12.5
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>5 1 5 31.2
>10 ¥ 2 12,5
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* SD = standard deviation
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HDSS/%7413a1 Mean S.D. Mean S.D.
AauUN135N¥ 3.12 0.72 3.12 0.72 1.00 0.653
FUain 4 1.06 0.25 1.19 0.4
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p value <0.001 <0.001

yanewg « *Paired t test LUSBULBUALRALT baseline sywinaBangy
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vEIMIFAFUAAT 4 wag 12 wuiiszmienguveasLaznguAUALliALaAsTsAzLY HDSS Taiunnssfuegied]
HodAyn19ads (p=0.653) Lﬁamaauiuﬂejmﬁmﬁu WU Anadevesnziul HDSS fiandneiu findanissnw
&Uawidl 4 uay 12 eifisuiunounsinw veanguvnassililuydthviondusinie vuneneh 25 giesie 1 41e5nus
uaznguAIUAN WUt WEen ) TaediAnanas fauuandnsiuiinaisne (p <0.001)
anawenguiingsessls mszdulsisenadastu §18-u21 v38 case ~contiol Til6! treatment _oraftu
Sovazvasfitrsanideiifiasuuy HDSS anas agstios 2 seAuTuly (at least 2 levels of HDSS from the
baseline to specific visit) fiduanifl 4 uas 12
madl 4 WSsuisuSosasvesiiinnidedifinsuuu HDSS anas agnation 2 seduTuly (at least 2 levels of HDSS
from the baseline to specific visit) fidUnvl 4 uag 12

fowazn1sanaguae HDSS o84

) N Toxin 25 u. (n=16) Toxin 50 u. (n=16)
oy 2 syAulfisuiunaunis p value
Fnw/gaan . N . N
U Jouaz U Jouay
12 75 12 75

SUansidi 4 1.000



FUaidi 12 ? 263 10 625 0.7190

e : lWlsuiguaialagld Mc Nemar test

NNeN3eT 4 Wisuifsudesazvesiifiaziuy HDSS flanasegstios 2 syfuludUnmiil 4 uay 12 Wisuneu
M350 (baseline) wuin ngumaaesiililuydtimionduviafue waeih 25 giln uaznguauauililuyadidien
Fu ilale WWINEININTFIU 50 giln wudliuaneneiu (p=1.0000 kaz p=0.7190 AuERU)

NAN15338994 (secondary outcomes)

AzuuLUsziudae33 odine starch test Uszifiulasuwndgidenvyduivisiilinesiuiuide dreamdie
Wiguisunauwazuasann1sin Jsuinde

A15197 5 AzLuLUTEEuseds iodine starch test SanweneUTouisutouLazuds HdUasT 4 ez 12 Usediuann
g eamayinufiams

lodine starch test, n(%) Toxin 25 u. (n=16) Toxin 50 u. (n=16) p value
Fuaiidl 4
AzuuL 2 (@uthunang) 2(12.5) 2(12.5) 1.0000
AL 3 (Gduann) 14(87.5) 14(87.5)
FUaifi 12
AL 2 (Futhunana) 3(18.8) 2(12.5) 0.3690
AzuuL 3 (@4uann) 13(81.2) 14(87.5)

newn;: Wisuieuatalagly Mc Nemar test

NI 5 ‘wmf1‘17?@ﬂdmmmaaqﬁiﬁumﬁﬁmﬁaﬂ%umﬁmLa yume e 25 giasio 1 e3nu warngualuaudl
THluyatuiiondy viate vunemnsgiudn 50 giase 1 $he3nud dasuuuuszifiusned iodine starch test se
amaeiSeuiisuieutazuds U7 4 uaz 12 Yseiliuanuwnddideimysuiimi nuilifiauansnety
aéwqﬁﬁaﬁwﬁmmaaﬁa WREUAIT 4 (p = 1.00) waz U 12 (p = 0.3690) wilamudmenedafuadasls
iuﬂumiamtaaufmwwmm (trans- epldermal water loss, TEWL) Tnan1sindaeLAsas Tewameter® TM 300
AT 6 uaRIARABYEITEAUN IO N aVRINs trans-epidermal water loss (TEWL) maamaamaaﬂmm
AzYILIA

Toxin 25 u. (n=16) Toxin 50 u. (n=16)

Anade TEWL/A2998 p value* p value**
Mean S.D. Mean S.D.
AauUN135NYI 57.4 14 56.6 7.2 0.884* 0.988**
FUamiii 4 15.8 6.9 16.8 7.2
gﬂﬂ']ﬁ‘ﬁ 12 26.1 17.5 25.4 12.9
p value <0.001 <0.001

VBN : *Paired t test W3BUITIBUANAAYT baseline SewinsanIngy
**Two-way, repeated measure, Analysis of variance, ANOVA test Lﬁ&lmwiwaaqmjuﬁnmmaﬂ Au

2nA5971 6 iiletiiAn TEWL Afaldvasusasnguanmanadsuaziuioudisunaunisin (baseline) wuinlsi
uAnFeY (p = 0.884) uATMAINTINWEUAWT 4 WAy 12 nuhsewinngdumaasauazngualuauiiaadsvesan TEWL
Laiupnsinsfiuegalitudfaneadi (p=0.988, Repeated measure Analysis of variance) usainnisvageulungy
Wenfunui nswisuiisuaiadsvessesunisssmeveaionnsinns TEWL faatsne fu ndan1ssnundunividi 4



way 12 veanguneaesfililuyduiiondusiiae vunes 25 giase 1 9ednus wasnguaupuiililundduviendu

Y

yiae WAensgIudn 50 gllade 1 T1esnud dulianuuandsiudeiieuiunieunissnw (baseline) uagag1ad
HedAgyneada Nasinge) (p <0.001)

auRanalauseliunsall

a v =
N13UILAUDINTTVINAYY
M15797 7 WA aAsu0eIEAUANILUTIAEBLAUIENININNTS N TaUAaE NaY

Pain score, mean (SD) Toxin 25 u. (n=16) Toxin 50 u. (n=16) p value

During the intervention 1.44(0.63) 1.69(0.87) 0.3602

nUELs - Wilcoxon Matched-paired, sign-rank test

et 7 anduldivingunaaesililuydtifionturine sunei 25 gliede 1 4193nuf uazngu
muauildluyaiiufiendu wiae sunemnsgiuda 50 glade 1 $hesnud fanedsvesssduamnuduiimdeuay
5e7I9N155nw7 Tdusnsneiu (p = 0.3602)

venaniitenud lffidiuideionad afomdminmsdaluyau wu fu fu vas syuusnia fuk
vidoonsnaulsifisUszasd TusemitimAdouasndsninaunside

v

dsduazanusena

mATetdunmsfneideidmaassludnemii (prospective study) Tdszeznanlumsinuide 12 dai lng
¥ uasiiaRnaLNaNSINTILA 3 ASH AD ABUMTSNMILAL NS INSSNNEUA N O (baseline), 4 waz 12 Tuneuan
nsAndenatanadasiduazeeniifaau dnsmuauduUsneuen (confounding factor) Tnsnssnwng 2 vuinen
Tufidrsnitonuientu uerldsuanusuiionndidriuidelisnunieistuiunlusswiensfineide suianond
lagIeNsduIsn1sSnwudazdne (controlled intra-individual split side comparative study) wagUnUnslins iy
Lildimsuindnudsiazindlddunmssnuneunaeila Tnenansdnwaguldinnisliluyatiuiiendu siae vuinee
yum 25 gl TUszavisralumsanite Wisuwh vide liumnsnafy funsliluyatufiendu viate wuaemsgy
wn 50 gl lumsinvinnswtessnuninunivsnasnuirinsugl feonmsvssdusamsinyilagldinast
Hyperhidrosis Disease Severity Score NM5UszLUATLUUAMURINDLANANITI NYIUTIUTBUNDULAZWAINITS AN
AMEBNSY iodine starch test WarANNITIHMEVRUWIEVRMIN (trans-epidermal water loss) Faudsantuiin
nathaFes Jeaenndestunamsinuludl 2005 ¥81 Heckmann M. uazan Aldiusuifisunisldluyatufionduvia
1o (Abobotulinum toxin) ¥un 100 giaudsinaas 200 gindnuiaing lugthennzwmiessnuninunduinasnug
Teaosdnasiuan 37 au udmuivaesuaedvsravsamanvieuinusnuivesematiasléd liunndeiu s
Aulasnny (Heckmann & Plewig, 2005)

AI50AUTIEANINgUTTAIANTTIRE

daiauauus
MnansnsAteioradumdiiisuasumdinuldussnounsinauludencuneedun i
ondulumsinynmeiosenunfaunivinasnuisialgugiinntu  lesueninnislilupatuitendusiine  u
yume i 25 giadle 1 H1e5nuf axiussavdnalunsanvdelddliunniaanuuinensgiuud Sslialdaede



Asadesnd1 Pelvlelinanmddnnfvusazddinulaegsiula nuidedlildusedu asiaveuuylaglddadumy

v

Y

nmAdeidudn  wiideminmideiidesidaluFesssernalumaidefies 12 dUnsierahlsiliifuana
uansnrewadnsluszezeny vidoanuuanidlukiszernavesseanas uazlildunTagimsinw enaviiliiia
snplumsuszdiy lueuasmninsdnvifiniunrsiussesnatlumsanuiamuliunutu msinisAnuiduduly
WATIILANGNIYDITE B TONDENN TNV TINE T aT A TIN saRlto e MuuuanAsuvdelal egndls lelld
yuneTiTisaninagegalunsing sudafindunsfnuluwiamnudutuivansaumesnsnasluydtiiionduvie
10 dwiuihwinnzivlessnununasnudiieidusslovidely
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