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A Case of Codeine Induced Urticaria/Angioedema
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A 26-year-old female patient had complained of generalized
urticaria with perioral and periorbital angioedema within 30
minutes after taking 20 mg of codeine phosphate. She had
suffered from allergic rhinitis sensitized to animal danders,
tree and weed pollens. Skin prick test (SPT) and basophil
histamine release test with codeine phosphate (0.1, 1 and
10 mg/mL) were done with cytochrome P4502D6 (CYP2D6)
genotyping. The skin prick test showed that the wheal/
erythema size of codeine phosphate (10 mg/mL) and mor-
phine (10 mg/mL) were 3%2/14x7 and 3%2/15x8 mm, when
compared to that of histamine (4x3/22%19 mm). The results

of CYP2D6 genotype revealed that she has CYP2D6*10B/
*10B allele which means decreased turnover to morphine.
Histamine releasing ability in response to codeine phosphate
were ennanced in a dose-dependent manner (11.47% in 0.1
mg/mL, 62.84% in 1 mg/mL and 91.74% in 10 mg/ mL,
respectively), while minimal histamine release was shown in
control basophils. To the best of our knowledge, this is the
first case of codeine-induced urticaria/angioedema, which
has been caused by direct histamine releasing effect of
codeine itself in Korea. (Korean J Asthma Allergy Clin
Immunol 2008;28:234-237)
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Table 1. The skin prick test results to codeine and morphine in
the study subject

Wheal /Erythema (mm)

Codeine phosphate Morphine HCL

0.1 mg/mL 0/0 0/0

1 mg/mL 0/0 0/0

10 mg/mL 3x2/14X7 3%2/15%8

Histamine 4x3/22%x19

Negative control 0/0
At &9 AFe Fdolden 5 AX 4 FE50
U e E9A ¥t

AAM 2A: dwtsiebaL 9 sl Aol A o]z
ol gllem, FH XA AR AR Aot I8 S
o] Abekal o] Fol FBg Fekeln 80% P tha v rek
ANDE ABeer] AR FLUA Pl kP 18-S

H A2 immuno CAP A] ~HI(CAP, Pharmacia, Sweden) 2.2 A
A% 94 o) 5ol e S0, B2 Wl A B4

T 75/ el (13%)% B3204E B 84 Ul & gEXE
624 TU/mLZ =% = Ao}

AU 0B TRERIAIE: mejolst w2l

RN A S AL A} A% FA 2 A
399 Zu<l g 20 mg® (FEAPE 0.1 mg/
10 mg/mLe] FEZ FA|ste] IR S Al 6@ 3L 10
mg/mLol| 4] 3x2/14x7 (wheal/erythema) mme] A4S Bt} &
Aol 223 F 10 mgmL” (B eHE 0.1 mg/ml, 1 mg/ mL,
10 mg/mLe] FE2 I FTHAA S A8t 10 mg/mLof 4]
3%x2/15x8 (wheal ferythema) mm®] A74S X $THTable 1).

CYP2D62] XJX}@ AL gate] wx NS 2 RE ge-
nomic DNAS F%38}$13 CYP2D6 AR forward pair®E
5'—CACTGGCTCCAAGCATGGCAG—3Q]r reverse pair® 5'-ACT-
GAGCCCTGGGAGGTAGGTA-3'S ©]&3}9] Long and Accu-
rate PCR (TaKaRa LA-PCR kit; TaKaRa Shuzo, Shiga, Japan)=
ZZA)Zt}. PCR productE Applied Biosystems Model 377A
DNA Sequencer (Applied Biosystems Inc)S A}-&3Fe] 213 17|
AR stgith ghate] cYPeD6 E4AC] FEHE LS CYpe-
D6*10B/+10B2 &2l % it}

AH2E o|8et EHI|F SIAE REls S & 5
g S5 26t T A Wl AHAE e r A9d
20 mLE 2j83lo] 0.1 M EDTAE N 1 mL9} 6% dextran, 3%
dextrose, 0.9% saline 2.5 mL7} &85 AJd A F 7o A3t
AAYE 10 A EFAATE 1 F AL oF 247 B
o AN 7] T o] HA ML AT LS Halg)
of 23] 443 & PIPES-ACMD #5890 2 5 mLg] w]l

MEn & Feld ofs) FEE FE2{7] ¥ HHREZ 10 235

100 1 —
Il Normal control 1 —
E Normal control 2
80 1 Patient
b
©
< i
L 60 A
(0]
£
§
.“‘Z 40 7
T
R
20 I
0_ T T |_| T T 1

Calcium  Anti-lgE Codeine Codeine Codeine
ionophore antibody 0.1 mg/mL 1 mg/mL 10 mg/mL

Fig. 1. Comparison of basophil histamine release by codeine
phosphate in the study subject and two controls.
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