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Comparative Trial of Oral and Subcutaneous Sumatriptan in
Acute Treatment of Migraine: a Multicenter Trial

Collaborativeb Study Group of Central Provincial Neurologists in Korea*

Background : The efficacy of sumatriptan(SMN) in acute management of migrane has been well established. In
Korea, however, a clinical study comparing the utility of oral(PO) and subcutaneous(SQ) regimen had not been conduct-
ed yet. This study was directed to compare the two regimens of SMN in terms of the efficacy as well as the adverse
events in a singed-out Korean pafient gioup. Methods : The 91 migrane patients were recruited and randomly assigned to
cither PO or SQ regimen as the initial treatment of acute migrane attack. Then, they were forwarded to the other regimen
as an open cross-over trial. The treatment responses and adverse events were assessed and rated by the subjects. Results :
Eighty one patient successfully tried at least one regimen of SMN. Overall, the proportion of excellent treatment response
was 90.7%(PO) and 94.1%(SQ), with the occurrence of adverse events being 67.4%(PO) and 76.5%(SQ) respectively. In
18 patients who were able to complete cross-over procedure, the efficacy was 94.4% both in PO and SQ regimen, with
the occurrence of adverse events 72.2% in both of two regimen. Although the SQ regimen tends o induce faster treat-
‘ment response regardless of the cross-over completion, it bears no statistical significance. Conelusions : We conclude
that the PO and SQ regimens of SMN show very comparable clinical utility in achieving therapeutic responses as well as
in producing adverse events. The treatment efficacy was excellent but higher occurrence of side cffects in this study,
mostly in moderate to severe degree, suggests that optimal dose adjustment strategy needs to be elaborated in Korea.
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Table 1. Clinical profiles of headache in each treatment
group of Randomized cross-over trial.

Group Subcutancous
el
Parameters ) (N=18) (%)
Migraine type 1.000
‘with aura 11(61.1) 11(61.1)
without aura 738.9) 7689)
Headache frequency 1.000
= 1/month 3(16.7) 3(16.7)
2~3month 5027.8) 507.8)
1/week 6(33.3) 6(33.3)
=1/day 4222) 4222)
Headache severity 1000
1o pain 0(0) 00)
mild 0(0) 0(0)
moderate 507.8) 5(27.8)
severe 13(72.2) 13(722)
Associated symptom 0783
presence 9(50) 10(55.6)
absence 9(50) 844.4)
Attack frequency 3112096 300:£137 0542
Attack severity 1.000
10 pain 00) 00)
mild 1(56) 1(56)
moderate 5(27.8) 5(27.8)
severe 12(66.7) 12(66.7)
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Table 3, Clinical profiles of headache in cach treatment
sroup of patients(N=81).

Gow o, Subcutaneous
HEE WM} 4.7% 5.9%% ¥V FAR Aot 9l i oy Treament  pvalue
SeH(p=1,000), §%ol WATAAN ADe POF  Paramews B sy )
Age 0825
Table 2. Comparison of treatment responses between oral o) 3508310920 33.882+9.575
and subcutaneous sumatripian in acute treaiment of
migraine by randomized cross-over rial(N=18). Sex 0732
‘Subcuta male 9(18.8) 8(23.5)
GrOUP Oral Treatment oo female 39(81.3) 26(76.5)
Notoy gy Treament  pvalue
Parameters o= (N=18) (%) Migraine type 0737
‘with aura 18(37.5) 14(41.2)
Treatment efficacy 1000 withoutaura  30(62.5) 20(58.8)
5o response 00 0
mild-moderate 1 5.6) 1(56) Headache frequency 0827
excellent 1704.4) 17004.4) <Umonth 1229) 5(147)
2~3/month 16(333) 13G82)
s’::"”m free 667 52 0717 Iweek 1000.8) 8235)
9 =1/d: 1(22.9) (23.5)
absence 6(333) 521.8) d nes 5@
e - 0602
Imelo SYMPIOM ITCe  s81+1.09  0.96+071 0044 no pain 00 o0
(hours) mild 5(11.9) 2 59)
Recurrent atack 1000 moderate 170.5) 1368.2)
presence 1( 5.6) 1( 56) severe 20(47.6) 19(55.9)
absence 1704.4) 1704.4) preomp— =y
Resaue medication 0.456 presence 27(628) 2(64.7)
tried 0(0) 20111 absence 16(37.2) 12(35.3)
not ied 18(100) 16(88.9)
Attack frequency 0173
Adverse event 1000 during a regimen 20 L1099 22941315
presence 13(72.2) 13(72.2) “Attack severi
ty 0503
absence 5(27.8) 5(27.8) o pain 0 o
Adverse event number_ mild [ o
per attack. L00£1.03 206195 0.091 moderate 1969.6) 11(32.4)
Adverse event severity 0164 severe 20604 2670
weak 750) 533.4) Being dropped out 0.231
moderate 4(28.6) 2(13.3) yes 29(60.4) 16(47.1)
severe 3014) 8(534) o 18(529) 19G9.6)
J Kor Neurol Ass / Volume 16 / October, 1998 647



ERE U ot UE =7

Table 4. Comparison of treatment responses between oral
and subcutaneous sumatriptan in acute treaiment of

Table 6. Clinical profiles of headache in all registered pa-

migraine(N=81). Group Non-Completed Completed
" Group Oral Treatment SUPCViancous Parameters (%) (N=T3) (%) (N=36)
Treatment P value
N=A7) (%) N Migraine type(n=109) 0933
Paramet i
meters N=3H (%) with aura 29(97) 14689
‘Treatment efficacy 0.654 without aura 44(603) 22(61.1)
1o response 1(23) 0 >
mild-moderate 370 259 ! < 1/|l:o::q“em 13078)  6(167) oo
excellent 9%0.7) 32041) Pt mots 10008
Symptom free 0620 Uvveek ey 1263
presence 30(71.4) 26(76.5) = l/day 15(20.5) 8(222)
absence 12086) 5235) (@=109)
Time to symptom free 0053 Headache soverity(n=109) 0175
210 09890; ¥
(hours) 1.515+1210 098940714 20 pain 0) o0
itd ) o0
" mil
R‘fm“‘;‘:;:‘mk 2067 259 0176 moderate 306LD 10278
B sy o0 severe 4589 26722)
Rescue medication 1000 Associated symptom 0063
tried 247) 259 presence nEy e
. P absence 11(26.8) 17(47.2)
4.
notried 4052 32040 —
Adverse event 0452 5
presence 20674 26(76.5) ";.:k :";“;‘“" 3062117 00
absence 14(2.6) 80235) il
Attack severity 0.039
M""ﬁ‘f’“ DT | ggag 1735 220641666 020 mild 5125) 2 56)
perd ‘moderate 20000) 10278
Adverse event severity 0224 severe 15(37.5) 24(66.7)
weak 15455 50185) (@=76)
mew s .
severe 2 oral 3652 18(50.0)
16648)  18(500)

Table 5. 549 23 49 YLETIA depd 472§

g 28 FA4(%) AFAG)
ool wRE 37.7) 3025)
ANl yaF 12(30.8) 7(29.2)
REEE 10(25.6) 5(20.8)
naew 50128) 00
el FAE 5(12.8) 5(20.8)
715 4(10.3) 4(16.7)

Ey 94 24

of A Folf HasA Foigim 189 (19,.8%)e) F
29 2} AR aeigeh Pl olfE FAt ¢
® 797} 499 (53.8%) 224 b Hskn FEdAe]
AR B WA 7IERIE B9t 89 (8.9%) ¥R
Boll o% B 292 1%), FRESEt e B9 29
(2.1%) F47) A58 2% 397 29 (2.12) 190
SET(CO)3t PIRETNC) o) F39] Y44 548
o 3, Ay, ATE {9, BT st $39 A
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9] AYREI} NCZolA FFE 37.5% 55 50.0%
RAE 12.5%, COZolA A2 66.7%, 27.8% X 5.6%
24 COZol ¥ AE F3¢ ZUHLP=0,039) Al
g FEude JF 35 NCF 1.878(21.9272),
COF 3.056(+1,170)24 COZoIA Felshd Soich
©=0.000).

DEETES

@98 28 whgol NCZolA 90.2%, COZolA
94,4%2A FF BT FL AIUEE Byt F
22 FoI% Aol UglHp=0.605). 5] FAEE
NCF 77.5%, COF 69.4%%A Esker} #2g o]
b giglmp0.426) FobF LARAS ADE NCF
1.281(1.127) AZk COF 1,272(+0,9596) A1Zke
2 Aolh gigicHp=0.928). FE) ALE NCTAA
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Table 7. Comparison of ireatment responses between com-
pleted group and non-completed group by sumairip-
tan oral and subcutaneous treatment.

Group

Non-Completed - Completed

al
Parameters @M=y @) (N=36) P
Treatment efficacy(n=77) 0605
10 response 1( 24) 0(0)
mild~moderate 3(73) 2(56)
excellent 37002)  34(944)
Symptom free(n=76) 0426
presence 31775)  25(694)
absence 9(22.5) 1130.6)
Time o symplom free | oo op 0928
(hours)
Adverse event(n=77) 0385
presence 29(707) 26(7122)
absence 12(293) 10027.8)
Adverse eventmumber oo 0415
per attack
Adverse event severity 0.186
weak 8(25.8) 126413)
moderate 4(129) 6(207)
severe 19(61.3) 12679
(0=71)

17.5%, COTolA 5,6%2 S87 ekt §reld s
Zel7h AeHP=0,159), FAIH Foh& NCF 4.9%,
COF 5,6%%A Ael7k glglem w7k vig dgieh
(p=0,894).

2) opHe) FA

282 NCFolA 70,7%, COFelA 72,2%% et
skeel kel folP v el Glgla(p=0.885) ¥
Age] A8 A% A4 Rel7t §gich(p=0,186), FEE
A 3482} AHAGE NCTIA 1.848(+1,688) CO
FellA 1.530(£1,628) 24 Hel7} glgickp=0.415).
a3

e gold WAl WFE ot el Ave
FEnAe] 7 esA 5-HT g1 ool vig 7Hd
& Al elzglan TP el @zhiA ARG BEE
A5A7F 5-HT #A1#20 Sumatriptan (SMN) e}
o, 48 gl SMNe) -8 A gell o e elg-
ghiste] X sMhgol i s1Ee) W A gAY vl
QAT glefshe] ]zl %ella] Ye] SMNe] 4713t
A% BNDTRY FRAG SeEAns Ay An$E
Aol ofgh G, 04 Ale) Rakgol] Rk
2 Al B, S 2 AEREE Sl Aol
ol vigh QI gl elZAAA ehedela @A F
Al g ek, el el A9Rs SMNe] 85
Aol 71 oA FA G H& 2hoh YR ARE
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Table 8. Summary of daia from reviewed literatures and the present study.

Parameter Study Method SMN(PO/SQ) Efficacy (%) ‘Adverse event
Literature ™ (Observation time, Hour)
Carpay £+ Open Rnd, XO PO 100mg. - 61(2hr) 0.85/attack
1%97) 122 SQéns T8t 1.32httack
Moldpational Oral™ DB, BC, Co SMNPO(I00k) ~ 66(2h) 4s%
SMN(1991) {SMN 220 vs cafergot 246) Cafergot(2ne) 48(2hr) 39%
Dahlof 5 DB, Rnd, PC 5Q8m 841 hr)
(1992) @n Placebo 11
Oral SMN® DB, PC SMNPO(I00s)  672hr) dose-related,
DD Study (Placebo 205; SMN 100mg 305, POQ00RE) 7 68-74%
(1991) 200 283, 300m5 299) PO(00re) 67
Placebo 7 3%
Visser % Surrvey of 2yr Review PO(100me)/SQ(6me) 85 25%
(199) 453)
. DB, PC 107 PO
Rﬁ(i:l;;: . 3~9 attacks 59~65(4hr) 29%
) Placebo 18~23dhe) 18%
Jensen 54 PC with self-injector 5Q6m 16-32%
(1995) 138)
DB, PC 61(1hr) & 68(2hr)
open PC 87-96(20)
Cady 5% DB, PC, MC, Co SQé6rs 523%
(1993) (120) 86~90(1.5hrs)
SMN® Rnd, DB, PC, MC 6 SQ83Che) 39%
Auto-inject (1991) (35) Placebo 30
Cutler 5% Rnd, DB, PC, Co PO 25~100s 50~56(2hrs), 64~T1%
(1995) (259) 68-71(4hs)
Placebo 26 4%
29 $H195) open (38) 5Q6m 96.9(2hrs) 46%
= 3 o !, single blinded, PC PO 100me 67.2(4hrs) 39%
EREAT A9 30) Pacebo 154 10%
“The Present Study open Rnd, XO PO100w  944(4hrs) 722%
1997 a8y SQ 6me 94.4(2hrs) 72.2%

Abbreviations: N: case number; PO: per os; SQ: subcutancous; Rnd: randomized; XO: cross-over; DB: double blind ; PC: placebo-
controlled; Co: comparative; SMN: sumatriptan; D-D: dose-defining; hr: hour; MC: multicenter.

(References : 21,30,31,33,35,37,38.39,40,45.46)

PO ABA HYE 16~45% Aolold SQ X2A
23~46%2A4 PO SQ7iel Wxtol7h glef maleh,
40 4717 AE LA U F PO A& ATFEINE
lofol] ofgh Sg LAE) vl Ko7} glgled
Zg BARo) 47 64~70%, 30~37% ek olm]
AFE el AR ATEANA SQ A 8A 46%, PO
AEA 39%2A & ATl vehd RAHE S Rep
el ¥ A7elA vehd ¥ UgEs FEAelA
67%(P0) ¥ 76,5%(SQ), A 4¥ A2(CO) ¥4
ol 72.2% (PO 72.2%, SQ 72.2%), wid 25 F
ARANC A 70,7%2A GTolA APAYR A7
o] oz} thE AFEeINS] $AE Bt WA ¥
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Table 9. Clinical profiles of headacke in each treatment
group of non-completed cases.

HFEe| ST et FotEBE WY FaZie) 6@

Table 10. Comparison of treatment responses between oral and
subcutaneous sumatripian in non-compleied cases.

Group Oral Treatmen SUbentancous Group PR T —
ne20) (y Teeament palue - o zoyaty | Treament pvalue
Parameters (0=16) (%) Parameters ¢ =16) (%)
Migaine type(n=45) 0758 Treatment efficacy(n=40) 0.683
with aura neTY) 1438 o response 104 oo
‘without auran 18(62.1) 9(56.3) mild~moderate 2(83) 1( 6.3)
Headache frequency(n=45) 0639 excellent AT 1563
< Umonth 8276 2025 Symplom free(n=39) [
2~3/month 0345 8(50.0) presence 739 1BEL3)
Vseek s 2025 absence 6es.1) 3187)
2 1/day 7(24.1) 4(25.0) N
Time to symptom free
Headache severity(n=45) 0.544 (hours) (n=38) 146241320 10210735 0.455
no pain 00 o0 Recurrent attack(n=39) 0370
mild o0 o0 presence seL) 1063)
moderate uusy 6679 absence 180783)  1503.7)
severe 156517) 10625
JeSe i — o0 Rescue medication(n=40) 0508
ried 283) 00)
presence 08 1275.0) el noln 6000
absence 7(292) 4(25.0) -
(n=40) Adverse event(n=40) 0297
. presence 15625 13613
Attack frequency(n=41) 2.12+1.013 1.50£0.633 0.051 absence 937.5) 308.7)
Attack severity(n=39) 0499
1o pain o) o) ’“:"::;:V:'Lg')‘"'“' 151741434 23641959 0.233
nild a4 163 per atack
‘moderate 1252.2) 8(50.0) Adverse event severity 0.020
severe 004 T weak sa2n 00
moderate 1053 3050)
severe 0626 90750
D70l AAE 2Egehs Aolch elw Fabge) (0=31)
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SQ A84] PO Ag2et Ratgo] gho] MRS S wieh
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