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A case series of eperisone-induced immediate hypersensitivity
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Eperisone is a widely used muscle relaxant and believed to be relatively free of adverse drug reactions. However, a rare case of fatal
anaphylaxis has been reported in the literature. Poor awareness due to its rarity and combined administration with other drugs are
the major hurdles in diagnosing eperisone-induced anaphylaxis. We experienced 3 cases of immediate hypersensitivity reaction oc-
curring after eperisone administration. Case 1, a 63-year-old female, was admitted via the Emergency Department with urticaria,
generalized erythroderma, sore throat, chest discomfort, and dyspnea within 1 hour after administration of common cold remedy.
Case 2, a 58-year-old male, visited our allergy clinic to detect culprit drugs. He experienced itching, urticaria, hypotension for several
hours after administration of the pills for back pain in the last 3 years. Case 3, a 58-year-old male developed urticaria and dyspnea af-
ter administration of medication for a headache. He also experienced urticaria and facial edema after administration of the common
cold remedy. Among the medications, eperisone hydrochloride was proven as the culprit drug and others were excluded through
oral provocation tests. We advised them to avoid eperisone and issued drug safety card. Clinicians should be aware that eperisone
hydrochloride is a potential culprit agent of fatal anaphylaxis. (Allergy Asthma Respir Dis 2017;5:228-231)

Keywords: Eperisone, Neuromuscular agents, Immediate hypersensitivity, Anaphylaxis

N = SHEAAE B3| eperisoneS Y21 KA & 81915}537]¢]] eperisone
opfgEtA| o] thgh A ZMlE s=017] $I8f Harsh= Hlo|ok

AEA U F34 Zo|gA| = Ue] AHLE|TL Y eperisone

(4'-ethyl-2-methyl-3-piperidinopropiophenone hydrochloride)- = 1

o2 A Q9] %17 A(antispasmodics)©]] B3] F50] FHojual oF&

Fefbg-o] Aid o2 EEol 55 E AR X5l &3] A A} 032} 634, 9100

1T} S QoA eperisoned] OJH QA GO WA Fd A WAT} 5 EE

o] B %1 §lom], 7 HES Q1S oA AR = B AFY: 7|F B8 A S R, BE ASE F 5 5
7l 23131 QITh*" Eperisone2 H|AE| 20| EA] AFXIEA L RS} Q1L B o)l 4] chlorpheniramine, dexamethasone £¢
P & AR oFE deEl277k vieh ohE oFEt g Flou SAdol BAERA] ot A HRESISITE 2 FAl A
SHe 97 ] WRo] el AP A 20 SR REE A 9] SEER U B 77 o2t B 4]
=J2) g 971 0] ool of2i: o] ek olol AREL o] Aojg msck

2] oFEg HEF F oh BN AE AT Abl Sl BT TAY: A AEe A3 F o T2 58 AEde R

Correspondence to: Hye-Ryun Kang (&) https://orcid.org/0000-0002-2317-4201

Department of Internal Medicine, Seoul National University Hospital, 101 Daehak-ro, Jongno-gu,

Seoul 03080, Korea

Tel: +82-2-2072-0820, Fax: +82-2-742-3291, E-mail: helenmed@snu.ac.kr © 2017 The Korean Academy of Pediatric Allergy and Respiratory Disease

ST S h The Korean Academy of Asthma, Allergy and Clinical Immunology
This resear;h was supportgd by a grant from Ministry of Food and Drug Safety to the regional Ths isan Open Access atice istibuted under the terms of the Creative
pharmacovigilance center in 2016. Commons Attribution Non-Commercial License

Received: September 21,2016 Revised: October 28, 2016 Accepted: November 2, 2016 (http://creativecommons.org/licenses/by-nc/4.0/).

228 http://www.aard.or.kr


http://crossmark.crossref.org/dialog/?doi=10.4168/aard.2017.5.4.228&domain=pdf&date_stamp=2017-07-31

o 203], A& 36.5°C, 4
i bl 55, % u}a} sl Feisiar o] BasIolE

A 271 ARFEALIA] BT 6,900/uL (EAHT 0.6%)
A 12.9 g/dL BT} 261,000/uLT]. AAE, 2HAA LA E

A= 9 Ak ok oj3 2417 Tlvkgo

= el &
TR 7 =4S 7 41817] 93] epinephrine 0.5 mgS 55
AL A RS BoHo] 54S 3 457}

:Lb‘}- S =X ul SRS
THE|o] EJHslGiTt o] % L& WEste] ARIHAIE ERlsh]
Q18 B PEEARE AlRYsISITE A Feg7 )7 AR 270
2 &2 A (loxoprofen sodium 68.1 mg), 2 4~H|# (eperisone
HCL 50 mg), ol 3%
hydroxide 500 mg), A|Z}+22 744 (cefaclor 250 mg)©]} 2., oHH
OFL} A A HHAY K ofl = ofalE A (tramadol HCI 37.5 mg, acet-
aminophen 325 mg), 9|2<~ #(eperisone HCl 50 mg), AAAY 7Y
< (bacillus licheniformis 250 mg), &~El (azelastine HCI 1 mg),
AJ9Fe} 7445 (duloxetine HCI 33.7 mg)S &85}t & 214 I}
HIRES- HAY A S U8IA| Fol ¥ eperisone ARNFAI = 24813
O, aspirin, acetaminophen, celecoxib®] QFAA]S- E2lsl7| 9
O AT AL AR S 4121 BB -2 - eloh
A5 SA1E] eperisone .2 A7-SUUAE AFIIC o} %
A0 FHEE 91510] 125 mg® 2 B8-S ARSI 505
et 7153, il £k Wt 9, 5121855 o
2)#L @4] So] ZAto] HHAYE}o] eperisoneo] YI¢10FA|Q)L o)
SHATE AF= 7 =2 5L - eperisone A 7045 4|5}
=2 mgse

Z(cimetidine 400 mg), "1 #J(magnesium

5 2

22;: G4} 584, HFOO

e Fmep|oh et

e 3 2 3H) £AFC 2 oFH| A2 A(aceclofenac 100
mg), of|¥| 241 A (eperisone HCI 50 mg), 53] =
maleate 12.72 mg)& £-8-5111 4|2 7] L39S A
St A @5 of gisl ZZ2Y % (nabumetone 500 mg), AHI A TH&
(teprenone 50 mg), 22 A(eperisone HCI 50 mg) &-8-5}a1 4
&5 T, E A5H80/40 mmHg), & 4|44 HHgske] S
Aof| A 2] & gkt 23 A SE A A (tramadol HCL 37.5 mg, ac-

“J(domperidone

Allergy Asthma Respir Dis AARD

etaminophen 325 mg), A9~ 7H<(teprenone 50 mg), F A 4

(eperisone HCI 50 mg) 2.2 A% M} o 28 2057 71

&% =g]7], WA, EY A5H80/50 mmHg) 7| EAYs o] S

Aol A 2 ZREQITE WHEE| = o b EEA| 2| thal] AQ1oFA] el

= SIRFEEARE AR ] 18l Udstelck

TAY: IO = YA 8-

7HE: oA gl

AR 270 BT ol A] YT 6,260/ (SAFT 19%)

M4 14.8 g/dL 4T 228,000/uL3A ] A E, AHZARA]

o] 272 I3k

A3k A Zpelle] SRR 94 2 B Solel eperisone S
AANkA| = 2)Al51A Tt HA] asprin, aceclofenac, acetaminophen/

tramadol © 2 ZH-FHAS AlgYsto] S/d U Eelskgit) o

QIoFA| 2 2] 4% eperisone 5 mg 0§ 1070 A1 7le&- W &

geho] WAle|o] ol HEIA 0] RRIHAIRIS SHISHSACE o

ER7E=E U sto] 5 eperisone ARl S SASHES WS

shoick

Jlm mei

d

7 945841, 7000

a: A FEl9 B

@ 719 1 T ) el
368.9 mg), T %‘(eperlsone HCI 50 mg), o}A3]2 #(aspirin
500 mg), I A E (rosuvastatin calcium 10.4 mg) AEHE A
(sodium tianeptine 12.5 mg)& E-83}1L 158 & Al F=g7],
o ek SASIIT) o & A 47]eko & 7|olA| A(streptoki-
nase, streptodornase 10mg), #H|¢12]2~ A(tramadol HCI 37.5 mg,
acetaminophen 325 mg), 7|°|#|2] %(eperisone HCl 50 mg), &
2 F A(levosulpiride 25 mg), ZH'E

Z(ibuprofen arginine

Z(guaifenesin 50 mg, chlor-
pheniramine maleate 1.5 mg, dihydrocodeine tartrate 5 mg, DL-
methylephedrine HCl 17.5 mg)-S 585111 304 & A4 F=g
7|, ko] WAIStIc UR1oHA Sele $I5 §7 91
Aetstick

A A4

7HEE: EOIAFE} =g

AR 278 ARG AL WL 6,110/ (SALT 2.5%),
G149 g/dL 227+ 225,000/u L Th A A E, 2 A A &

o] £71€ g3ich
733k 7 2| o] RS- A A FU5HA Tl eperisonesr
AAFA| 2 o) st o, G-I AL A] aspirin, ibuprofen,
acetaminophen®f| /JHH-8-2 9 9™, eperisone 25 mg £-& 50
)

B TH, FEeY], SEtsh E9lAI6H64/34 mmHg),

https://doi.org/10.4168/aard.2017.5.4.228 229



AARD Allergy Asthma Respir Dis

|
[

ok%_ﬁ.z‘;ﬂliil% HelslAo] ] 0” v’]oﬁ L]-E]—L]—‘— 013494 -T’—I'E
bty 272} gt £3), Fol 14171 ujo] EAYs)
H]9E A 3 (mast cell) 2] S 3}ol| mh2 Az _L],E =
= ]G, 7|4 %, op b 4 So) Lpehet
Skl 4. kol 2Hetol e o1 4 230 S
9 ZR5Iek ofe] 7H) oA F WiERhEA AR i ule)
Zo|TA AEAGA 9} 7o okxﬂc o] ZA13 vkg-0 2 R}
°k“°*ﬂﬂe7l«l TR UUFA l o] AR g TheFRt ofAl S0l
TEA| 24§ DaEkS-2 o 0 7] 2 9lo] Al E & Aslal Yolok

o= v

2
!
I,
olo
il
tlo

]

' O

=
olo

n

TR

N

e ol
o

1t

ol rlo

H

2 2RRlIek= Ao A S fI8l] F-astch o Sa Aol A
ofg] 7H4] ofE& H-83 5 Uehd SA1E AIvkg-of sl 7
THEHAE A351o] eperisone©| AQ1FA Q1S 2HeISHITE
1980 tljo]] Yof| A Myonalo]gt A&EC. 2 % C}f:i eperisone
37]5—9J Zz= 4{-0]91—11]01 tolperisone} 553t G52 Ho|H
aLt E}% 737+ o] 2HAIQ1 baclofeno] H]Eke] AF
L2101 A Sof QAFA O 2 B &
Bkl oF e 8H“J*‘lol A 74 O = B g v Qlo] FA U2, 5
=, Q1= 5] ofAJof x| ol A of e 4450 = Fe] A AL Qlrk”
Eperisone-> 54170 217 2H-g-¢lf 257915 2HE=A1A
C5 AT S0 TS "oty IS ¢
§V\1 ﬂﬁ}. 53 W& A] QA== Substance POl TSt A8}

rir m{n

[e] =
AL oA 2H-0 2 SRS Apdrel AT aIE LER
o, 2y A8 Al S AR 2 dake el
I ZEF FolE MIAA 25 AR Ae Atk o
< 2ol Blste] 29 ‘?ﬁk 2, 274, 7155 ol o9
o

AYek 4= Q)= Ao 2 delA QJr}>* Eperisoneo] pRIRH
A A, 850 = eperisoneS H-8-5111 4A17F - o]
ST AL AN WIO] T A} ), B F, B
E eperisone -8 2A|7F §- gof] FHk} FFo] Hhgsto] A4l
2 “PX]O] A A7 B ALE Rl om ¢ @50 & 0|57} eperisone

FOFSE 69A]| o RFol| A G AAIA WA 532 (acute general-
1zed exanthematous pustulosis)©| 2P AF = 2 1% v QJc}?

Eperisone} --AFSEL29] tolperisone?] F-AR]| &gt ofuf L=k

230 https://doi.org/10.4168/aard.2017.5.4.228

Kang DY, etal. » Eperisone induced immediate hypersensitivity

Al o] 213 H 1% 0]% eperisoned] 2|8t ofLpHEA| A
A 7He A= A7 =Gl om e KT So] HE S1E AR} HALE]
QALES | of| A= o7 B 5 C. 2 eperisoned} diclofenac 5 #1E
A B gk TSR], BUE, T2, AL, ol
2o dAISk Al 9 E o 2 eperlsonedf} meloxicam £ &A=
5 8ohT BUEE, ST ol WT A} HE2 Ry
9151,8 A% 37 &S50 2 eperisone S B850 1A]7F & A
SEep), 95 ol B g A FERE a4 50 2
*JO] 1P AR 7 B AL W QIER? 2ol AN tiehE oA
HARE oFE - op e A Ablof T 27d0] HLalE|Ql oM, Y
Ho A Q%0 2 eperisoned} loxoprofensr &85}l F=87],
FERE, S MR AL ek oS Aol
Al eperisone®| Q1 SFA| = &FQ1%|%iTt Eperisone©] I}
‘% do7|= 71Roll= 9 7HA] 7Hdo] ek AUA, eperisone
A 57t R M EH o] AR HEo] IgE wi7h
Zck= 743k EA), eperisoneo]| oI5 EEAF 73k
A Uehh= 735 ol = Qlsf 2lvk-g-a} 27 5o
Jolch 2ol IgEe} ket T2 ] g
-BAoll 2J8f) H]TE A 220l A ] 2ERo] R o] T
ZA QLY ol ARSI TR AN
BAFE-S AHBHA 929101 ofufdt 7] o] 2l
—‘__,L_lgw\]/\ 7} BRI ER] AEls] TS~k glony AL
PR Al ZFRIRES- W71A] 5042 5 Aol 4= 8= FE
perisone AA|7} ol HEYE thAAHRof 25t vk 7154
e olck I W T e27] FA4ro) olal)
oFLHEA A 7b) AYBHE H S IgE o] Ofh AehS

oafal 4 gl

M

2 2 do Ao
E 02
oo o

2

[¢]

oo ox

tlo
° <
Py

o
it
S
= |

o
<
ot
rlr

o 18 4
«%i‘ﬂ
m>r1r4>

E

il

o

mlo L o rlo do & for mt [o pE N
O

ok oJgt ApINk-g- 9 opfHEA AL T ¥} 58] WL
ule] &8 4= glo B g 12} o2 A E7bssict A A4
A= TIek-g-o] TSt ARroll Al YR1CFA| 2] A oA E T]ste]
22} oS Sh= Zlo] SR8}t 12t eperisone®] 79~ TR

AUEA} Bl oA S, B F2of
Zoz dHA Qo
dlHk-S-0] HRAY A] eperisoneS YQIOFA| R OJA517]7} 494] Ptk
OJH A E HA] 3 A0 2 2| % IS A 0|3 eperisone
2 IOP SIap) 29 Aol a5 Ealick 53] A
A Alle] A9 e So) AT o] WS
eperisone 1910 2 O|AJ5}o] AF012 SIeh oh e
WAL ofjulst 4= 919) 2 A o & 7SIt

Eperisone-> QJA oA A7} 28 B5& T AsHs A9
A ofE Sl 20159 A 23] E4o0leh
vloll 1999 4,338%F 9 % eperisone?] AHlHo] 1479 1,4197F

AFEAE BHE oAk R AR AL &) A A v 2|

o et 4ol



L8 9l - ouEEo) T FAIF RNk

© 2 A A H o] of 74% S A = 2 ] A AL ek
A7 HaER vjRotE o sl o) B2 ARGl &
SlaL oFEfrafRk-S-o] Hltes W2 A0 2 A wn ofufZEAl A
5 AGAR Y WS T FoNE B BT ddele
eperisone®]| oJet SFEIRINNE-2 7hed& 1 7hsAdel 3l

T} 2121} eperisone SA] A2 frafiit-g-o] ST = = oF

4

ol

REFERENCES

—

. Iwase S, Mano T, Saito M, Ishida G. Effect of a centrally-acting muscle re-
laxant, eperisone hydrochloride, on muscle sympathetic nerve activity in
humans. Funct Neurol 1992;7:459-70.

2. Ochiai T, Ishida R. Pharmacological studies on 6-amino-2-fluoromethyl-
3-(O-tolyl)-4(3H)-quinazolinone (afloqualone), a new centrally acting
muscle relaxant. (IT) Effects on the spinal reflex potential and the rigidity.
Jpn ] Pharmacol 1982;32:427-38.

. Cabitza P, Randelli P. Efficacy and safety of eperisone in patients with low
back pain: a double blind randomized study. Eur Rev Med Pharmacol Sci
2008;12:229-35.

4. Bavage S, Durg S, Ali Kareem S, Dhadde SB. Clinical efficacy and safety
of eperisone for low back pain: a systematic literature review. Pharmacol
Rep 2016;68:903-12.

5. Choonhakarn C. Non-pigmenting fixed drug eruption: a new case due to
eperisone hydrochloride. Br ] Dermatol 2001;144:1288-9.

6. Ueno T, Kawana S. A case of eperisone hydrochloride (myonal)--induced
drug eruption leading to erythema and angioedema. Arerugi 2007;56:
709-13.

7. Yamamoto Y, Kadota M, Nishimura Y. A case of eperisone hydrochloride-

w

Allergy Asthma Respir Dis AARD

induced acute generalized exanthematous pustulosis. ] Dermatol 2004;31:
769-70.

8. Hur GY, Hwang EK, Moon JY, Ye YM, Shim JJ, Park HS, et al. Oral mus-
cle relaxant may induce immediate allergic reactions. Yonsei Med J 2012;
53:863-5.

9. Kim SH, Lee J, Kim SH, Kim HW, Kim YU, Lim Y, et al. Anaphylaxis
caused by muscle relaxant (eperisone hydrochloride). Allergy Asthma
Respir Dis 2013;1:172-5.

10. Miki Y, Washio K, Masaki T, Nakata K, Fukunaga A, Nishigori C. A case
of eperisone hydrochloride-induced anaphylaxis: a true type I reaction?
Allergol Int 2017;66:152-3.

11. Naoichi T, Yasuhiro H, Ryuichi N, Keizo E Hiroshi S, Masahiro O. Clini-
cal evaluation of E-0646 (eperisone hydrochloride) on cervicobrachial
syndrome, periarthritis scapulohumeralis and lumbago: a double-blind
controlled study. Clin Eval 1984;12:231-73.

12. Bresolin N, Zucca C, Pecori A. Efficacy and tolerability of eperisone and
baclofen in spastic palsy: a double-blind randomized trial. Adv Ther
2009;26:563-73.

13. Yoo MC, Cho Y], Lee HK. The clinical evaluation of eperisone hydro-
chloride (Mulex). ] Korean Rheum Assoc 1994;1:239-43.

14. Ribi C, Vermeulen C, Hauser C. Anaphylactic reactions to tolperisone
(Mydocalm). Swiss Med WKkly 2003;133:369-71.

15. Kim SY, Kim JH, Jang YS, Choi JH, Park S, Hwang YT, et al. The basophil
activation test is safe and useful for confirming drug-induced anaphylax-
is. Allergy Asthma Immunol Res 2016;8:541-4.

16. Fujioka M, Kuriyama H. Eperisone, an antispastic agent, possesses vaso-
dilating actions on the guinea-pig basilar artery. ] Pharmacol Exp Ther
1985;235:757-63.

17. McNeil BD, Pundir P, Meeker S, Han L, Undem BJ, Kulka M, et al. Identi-
fication of a mast-cell-specific receptor crucial for pseudo-allergic drug
reactions. Nature 2015;519:237-41.

18. Live symposium of Epesin SR. Medical Times [Internet]. 2015 June 3
[cited 2017 May 14]. Availabler from: http://www.medicaltimes.com/Us-
ers4/Academy/AcademyNewsView.htmI?ID=1097459.

https://doi.org/10.4168/aard.2017.5.4228 231


http://www.medicaltimes.com/Users4/Academy/AcademyNewsView.html?ID=1097459
http://www.medicaltimes.com/Users4/Academy/AcademyNewsView.html?ID=1097459

