Y
wndwnssuadin oY afvudveruduiulasuandalaniuea lufthevalve
‘ ‘ P PR o < ; »
U7 30 aduil 2 wa. - a.a. 2567 NORNT UBLNEUA, UUAR @IERIAG Tnaovweae-U58:01 Wuau: el

L -1 ¢ o a (% a Y
anludvenududulasuaindalaniuea luguaesy1ilng
Mnayuoae-U*58:01 Wuau: se9ugiae

ngANT uduneu, n.4.
Hendunssy 15ang1u1a@s s

d

Q'L gunan e-mail: kittika.yampayon@gmail.com

Utiann a@danuena, A.4. (NFINTITUYNYY)
Hendunssy 1sang1u1ads s

e-mail: panaddauthaitas@gmail.com

MSANTNFVNISUAATN. 2567;30(2):167-179.

uNAnEe
galawsuea huerannsngsnitinisldeeunsvaredmsusnmlsaniduaznrieningsnlubengs
sdutuanmgdiguesnninemslisssasameianiivdnguussainelussmalng lnsiawrzeins
uimvvaRuFeususulaTy For9nngaauinisiadedials TagudnisAnyidunuudainsd
Ju HLA-8%58:01 (aufuvan) ihumamndemidsvesnisuisalaysusauvuainaudeoriuduulasuiilun
wiFeuazglsy Jalaiimuuzihlingiannnsesdu HLA-B*58:01 nauisulisalaysuea tloanAauidesves
nsinihuiesinguuse useehalsinusieatieativiibudiosgaendilnegiey Filisunisnsas
Annsesdiy HLA-B*58:01 nawiluaunoususalaysueatdosainnznseginlubonglneilaiions ua-
vheiinamsunemuvanuaveiuaudulnsumasainlasusalansueaituiag 39 Ju Usudumaiuduus
vnINnsiAneInsluiaseasanvenlpelduuusydy Naranjo’s aleorithm uag ALDEN laaansuseidy
el (probable ADR) 91ndalayiuea fihedoadhsushwlulsaneniaiiau 6 Ju dniuilonau
Uaoade usli1xan159599AAN 098U HLA-B*58:01 9zitiuay fadsdolviauusil dune uasfngiueInIss-
theaeilnata lneanizae 1-3 ifauusnyesnsioalansuea

AdnARy: aRudIenuduTUlaTy; SalanIues; lavieate-U*58:01

Received: dd mmm 2024, Revised: dd mmm 2024 ,Accepted: dd mmm 2024



Allopurinol-Induced Stevens-Johnson Syndrome in a Case Report Thai Journal of Clinical Pharmacy
Thai Patient with HLA-B*58:01 Negative: A Case Report Yampayon K, Swasdimongkol P Vol 30 No 2 May - Aug 2024

Allopurinol-Induced Stevens-Johnson Syndrome in a Thai Patient with

HLA-B*58:01 Negative: A Case Report

Kittika Yampayon, M.Sc. in Pharm.
Pharmacy Department, Siriraj Hospital

Corresponding author e-mail: kittika.yampayon@gmail.com

Panadda Swasdimongkol, M.Pharm. (Community Pharmacy)
Pharmacy Department, Siriraj Hospital

e-mail: panaddauthaitas@gmail.com

Thai J Clin Pharm. 2024;30(2):167-179.

Abstract

Allopurinol is a uric-lowering agent widely used to treat gout and hyperuricemia. However,
allopurinol is also the leading cause of severe cutaneous adverse drug reactions in Thailand, par-
ticularly Stevens-Johnson syndrome, which may lead to disability or death. Current studies have
found that the presence of the HLA-B*58:01 gene (positive result) is a risk factor for allopurinol-in-
duced Stevens-Johnson syndrome in Asian and European populations. Consequently, screening
for the HLA-B*58:01 gene before initiating allopurinol is recommended to reduce the risk of severe
cutaneous drug eruptions. This report presents a case of an elderly Thai female patient who deve-
loped Stevens-Johnson syndrome after 39 days of allopurinol administration to treat asymptomatic
hyperuricemia. However, her HLA-B*58:01 gene screening before starting allopurinol was negative.
The result of the causality assessment of adverse drug reactions using Naranjo’s algorithm and
ALDEN was a probable ADR due to allopurinol. She had to stay hospitalized for a total of 6 days for
treatment. Therefore, for safety, even if the HLA-B*58:01 gene screening result is negative, patient
advice, observation, and close drug monitoring should be provided, especially during the first 1-3

months of allopurinol administration.
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uni

9N NIUITAIAINYT (adverse drug re—
action; ADR) \uufAseniiintulaeilawila wuls
Uszunusosay 5-15 annslitenluauiaun@' tdu
Lﬁuﬂzgmé’ﬁfgﬂismwﬁqﬁdwaﬂiwumm'ﬁ@LLa
Snw e iiiAndedndatunisldewazenaiia
SunsesofitiefetudeTinld vedwiliialdine
Tunssnwmeruadiiuanndy o1 suiemneia-
WS eRuwie (cutaneous adverse drug reac-
tion; cADR) 1duennishifisUszasdannenfifdsieay
wniign’ wasluavnUszanusosay 1-3 vesie
Adfunsinwilulsimennia’ nguensafiud-
991UdY (Stevens-Johnson syndrome; SJS) Way
Tiendndnmesiaulaslada (toxic epidermal ne-
crolysis; TEN) iusuuvuvilsvesenmslifisUszasd
MR IMIarATULSE (severe cutaneous adverse
reaction; SCAR) fifnsmeveaiodena (kerati-
nocyte apoptosis/necrosis) LATNIINGAABNUBDY
Rmids (skin detachment) $aufunisniauvesie
Yoz (mucosal involvement) Wu a1 YN uae
alazine Wudu shliAnensunsndeulanaie
szuuwazthlugnsdedinla’ SIS uay TEN dgUi-
n1sallukavglsuussuna 1-6 uag 0.4-1.2 AUAB
Ussrnsauauset aua1au® waznululauiede
Ussanal 2-8 auseUsynsatuaunel’ TEN 1Ju
Auusiendifianuguusanniign Tsasnndedings
fe¥oray 25-35° auedi SIS FSmsN1sdeTindes-
az 1-5" 9NN1ITIUTINTayavesaudse Taninu-
Uaenfeaunandusigunin (Health Product Vi-
gilance Center; HPVC) sausitl ww.A. 2527-2564
Ussialnefisonufiaeiin  SCAR avasnnnis
26,339 518 (Antduovay 1.89 v0951891U0IN5 k-
flavszasdvanun) Tnenduennts SIS/TEN S5y
euNTigafe 22,336 3187 umRlEUesoe
dsunmsshwdmlulsmenuviands 1024 7 waz
nasgandusesldsutszanadwuannlunising

ngAnT uduneud, Uiaan adanusna

Tnaovweae-U58:01 Wuau: el

fUhe SIS WagTEN lawadosnoas 31,589+80,631
way 51,460+58,497 UM AE1AU°

dalayFuea (allopurinol) ustannsagini
finsldegaunsuateunuundt 50 U dalaniuea
(parent drug) wagean@Wiuea (oxypurinol) Fadu
wunueladsuiiiigns (active metabolite) aangu’
ffudansaransngnlusnane (uricostatic agent)
fiinNnszUIuNsEesaaEaNINgLRITY (purine
degradation) Inedudamsinauvenouladuguiiu-
98nTAa (xanthine oxidase inhibitor) @lHlunns
WasuuUadlalnuwuiiu (hypoxanthine) wazuguiiu
(xanthine) lUilunsngin® iiesandalayiuea i
funuuszansnags  Judugiannsaginddiuusni
wugtbildlunsshunlsainiduaznensagsnly
dongy'® usiegalsimuiduameddyaidudiu o
(Sudfuil 2) vosnsiinenslaifiasyasdnisiianil
yiaguussaneluszmalne Seliroundalans-
URATULTETANLAINNN TR ULUAToET Y (SIS/
TEN 2,556 518 Wag drug reaction with eosino—
philia and systemic symptoms; DRESS/drug hy—
persensitivity syndrome; DHS 334 518)° waztdu
gdpsasdofinutosiigaludiaefidedinan SCAR
Tutssnalne’ uenamiudalayiuoadaduaimg
¥93M9iAn SIS/TEN Wag DRESS/DHS fiwulsoy
Tunansusswatsunuiedouarylsy”  Fedanu
e lunIAudn g aRugnIsIv e il
psdiusiunsAniuLisvdnguLsIaIneds-
nanfieUszlemilunstestunisiineinislaifie-
Usvasimaiviwiaguusaandalayiuea (5uan
MsAnEIved Hung wazazidled a.a. 2005 lése-
NUANNFURUSTENININTREY HLA-B*58:01 fiUnIs
An SCAR andalaniuealurnIudu wuiigiae
ynseiiiin SCAR (51/51 38) §1Bu HLA-B8*58:01 Tu
vuzfinuduiludiiliuisalaniuea (allopurinol-
tolerant control) warUszannsynITuily (general
population control) Ligesouag 15 (20/135 518)
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wag 20 (19/93 518) muasu’ WuldefunsAn
99 Cao uarAnyNUEY HLA-8*58:01 Tugfiheyn
efAnuuiansalaniuea ﬁgqﬁw,l,ﬁmﬁuﬁmqmm
(SJS/TEN 13 518 uag DRESS 3 518) uazliiguuss
(MPE 38 518) wiwulugthefiliuwienfivsosas 11
(7/63 $10)" HadlymIusuiiiibu HLA-B*58:01 asdl
AFLIeN5LAN SCAR way MPE 91nmsltdala-
yiuoage 248-580 wiidlewivufuditlifibud>”
uananEuldfinsAnudusunmduiussening
N53lgu HLA-B*58:01 Aun1siin SCAR 21ndalay-
Fuealuvanenguuszuing leun Tng'* guu'™
nd"”? waeglsd™ Wi Faliduuziisanduain
VA188IANTIIAITINITNTIVAANTOIEU HLA-B*58:01
reusudalayiuea’ ileanamidesaaniaiin
Auuienvdaguuss sdduussmalnedediine
wanuseiuagunmuiena (auav.) loatuayulinig
ATI9AANTBIBU HLA-B*58:01 MeuEusalayTuoaly
Auaelsanasglniaseunguagluyndnsuselev
udrauidleeusunag we. 2563
agalsfinusgiumuduiusseningu HLA
fandmifumsuialaniueaunnsiuluusasidio-
i wannsdEnwlusmlngadieduiinglurn
Fudu nanfefthefiAn SIS/TEN Wag DRESS/DHS
ndalansueasovay 100 N8u HLA-B*58:01 Tu-
yauginudusananlunguitaedliuisalayiuoa
Wvsfosay 4-15'"° IndlAgsiudadauiinululsz-
ynslneily Usssnadesas 10)° Tnegtefilou
HLA-B58:01 agfimnsndssianisifin SIS/TEN uaz
DRESS/DHS 91ndalaniuoailu 282-579 windle
Feudugtassmlnedlaifigud ' dagandiau-
Feaueanaiiin SJS/TEN andalayGuealugithevn
glsunaz U uiifidu HLA-B*58:01 fie 40-80 wa 40-
60 wh muddy eifisusugihelidsud 22
aonadesiuiinuingiae SIS/TEN andalayiuoa
lunquuseansnanandfidu HLA-B*58:01 Usyina

Saway 40-66'"1%2%2 Fagnnndnulusilne

bbele
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1213919 NNUULNNSAN®IINNSHEU HLA-B*58:

Judu
01 #ANuduiusiunIsfin SCAR A1ndalaniuea
Tununwd Tneftheidudsnanaziinnudese
A"9LAA SIS/TEN wag DRESS/DHS tJu 34 uaz 161
whasgsudodteutudtedlifitud uasnuiy
HLA-B*58:01 Tuf{iliin SCAR 9 ndalanFueay
\nmAUszanudenay 92" indeyamaniuandly
WiwdUisuisdinenaiinenishidfisssasanng
Ravidavidagunssaindalaniuoalilaeilifsy

HLA-B*58:01 (a2 HLA-B*58:01 \Juav)

Uszﬁ’ﬁﬁ"'ﬂﬂmaaﬁiﬂ'w UsziRauidulie uaz
Uszaanslden

udilne o1y 83 T vndn 52 Alansu iz
Usgdwhanuiulaings luduludenas uazlsala-
Ba%iszesd 3 lumouliguigu w.a. 2564 ATIANY
nsngSnludonas (8.6 Uadnuseinddng) lnglid
91M15Unde (asymptomatic hyperuricemia) wa
msmsraduaulimuBu HLA-8*58:01 Feiudalan-
Susafunfausnluieuduneau n.e. 2564 mmfu;}j—
Yrgumuunvglulfouiue1eu w.e. 2564 A181n1T
AunasduisanenUszana 1 §Ua waviiuany
sniu Tnefiuse SRgnuandaidio 2 dUnvinouslse-
wmmauazégam dicloxacillin anSuusemudunan
10 u seniedulsemuenldfionnisiaund luflfiv
9t 10 Fureusnlsmenunagiheduddnssunn
lunuunmdnszanuazde lAsue paracetamol+
orphenadrine 15UUs¥yU NasSUUSZIUENLNE
21MsHAUNG sien 5 FunouanlssmeutagUledly
To Wume Uinuay fiiuunsiu TneiuEunszaiean
Uanewianiivaneiie wdauiuinaddwasds
Weomns Aulddes uasvioudesiudie andy 3
Funeunlsmeua Uiy Jaanzuwautn luny
wmdilsmenuna lfunmsiteduindndeniadiu-
Yaane lasuen amoxicillin+clavulanate way ce—

tirizine Y15UUTENIU WaL81N 0.1% triamcinolone
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Fuhendedldas nundu reuds Furesniy

Unnuanis daamzuaudn uasiugaunanszaiei

$1ame w1 uazlumii liiduideym
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Vital sign: BT 38.9°C, PR 98/min, RR 20/min, BP
145/60 mmHg

General appearance: alert, conscious, not pale,
no jaundice

Skin: generalized erythematous-purpuric plaque
with atypical target lesion prominent at
neck, trunk > extremities (body surface
area; BSA ~80%)
no skin detachment, Nikolsky’s sign nega—
tive

HEENT: mild swelling of both upper and lower

a1 (vurawn) AE1Y

ngAnT uduneud, Uiaan adanusna

Tnaovweae-U58:01 Wuau: el

lips, mild erosive lesion at lower lip, no
ulcer seen at buccal mucosa
Genitalia: mild erythematous swelling at labia
minora
CVS: normal S1S2, no murmur
RS: clear, equal both lungs, no adventitious
sound
Abdomen: soft, not tender, CVA not tender
Chest X-rays: no definite infiltration
NaN1IATIANWIRUUANS
Namim'gm/]Nﬁawﬁﬁﬁm'ﬁLLamﬁﬂmi’Nﬁ 1-3
endildsunaudinlssnenuna
FUhofisonmssliiunutisnauazivnnisaifs
namalugud 1
m3sneiilasululsanenuna
Avawldsunsidadeanunndioviadu SIS unwnd
TvmendalanFuoadeadoinduammiiviug  way

Allopurinol (100 mg) 1x1 pc

Dicloxacillin (500 mg) 1x2 ac

Orphenadrine+Paracetamol (35/450 mg) 1x2 pc

Amoxicillin+Clavulanate (1 ¢) 1x2 pc

Cetirizine (10 mg) 1x2 pc, restart (10 mg) 1x1 hs

0.1% Triamcinolone lotion apply lesion bid

CPM (10 mg) IV stat

CPM (8 mg) 1x3 pc

Prednisolone (5 mg) 4x2 pc 4 days, then 3x2 pc
3 days, then 2x2 pc 3 days, then 1x2 pc

Ceftriaxone (2 g) IV OD

2% Lidocaine viscous 15 ml + Alum milk 15 ml
undathn tid ac + hs

Omeprazole 20 mg 1x1 ac

Paracetamol (500 mg) 1 tab prn for fever q 4 h

Tear natural free eye drop BE gid

Amlodipine (5 mg) 1x1 p, restart (10 mg) 1x1 pc
Atorvastatin (40 mg) 2 x 1 pc

Chlordiazepoxide+Clidinium (5/25 mg) 1x2 pc

Ezetimibe (10 mg) 1x1 pc
HCTZ (25 mg) % x 1 pc

Memantine (5 mg/pump) 10 mg bid

Nicergoline (10 mg) 1x1 pc
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FoN15M399 AN81984 ks _§ _§ rgs‘ _§ _§ §
Blood chemistry
BUN 8-23 mg/dL 23 24.5 13.9 11.7 10.1 13.4
Creatinine 0.51-0.95 mg/dL 1.2 2.05 1.09 1.03 1.08 1.13
eGFR (CKD-EPI equation) ~ mL/min/1.73 m? 48.44 2193  47.06  50.39  47.58
AST (SGOT) 0-32 U/L 42 55 43 35
ALT (SGPT) 0-33 U/L 23 33 30 63
Alkaline (ALP) 35-104 U/L 60 70 61 73
Albumin 3.5-5.2 g/dL 3.3 3.2 2.8 3.4
Globulin 1.5-3.5 g/dL 3.1 2.9 2.8 3.0
Total bilirubin 0.0-1.2 mg/dL 0.46 0.33 0.27 0.83
Direct bilirubin 0.0-0.3 mg/dL 0.26 0.20 0.17 0.36
Bicarbonate (HCO3') 22-29 mmol/L 28 23 19 20 19 21
Glucose 74-99 meg/dL 125 136 123 116
Hematology
Hemosglobin 12.0-14.9 g/dL 11.1 11.9 10.5 10.5 10.8 11.1
Hematocrit 37.0-45.7 % 35 35.3 31.4 31.0 33.4 33.6
RBC count 4.0-5.5 x10°/pL 3.88 3.45 3.47 3.61 3.63
WBC count 4.4-10.3 x10°/pL 6.09 9.61 12.03 1244 11.35 9.00
Platelet count 179-435 xloa/pL 250 220 245 251 273 293
Absolute neutrophil 1.8-6.8 ><103/p,L 8.05 9.95 9.86 6.34 4.32
Absolute eosinophil 0.03-0.47 x10%/pL 0.49 0.12 0.12 0.41 0.19
% Neutrophils 40.0-73.1 % a4 79.8 73.5 60.5 53.9 48
% Lymphocytes 20.3-47.9 % 8.1 13.3 14.6 35.6 41.2
% Monocytes 3.4-9.7 % 3 1 2.1 2.3 7.7
% Eosinophils 0.03-0.47 % 5.1 1 1 3.6 2.1
% Basophils 0.01-0.09 % - - - 0.6 1

% Atypical lymphocyte

-%
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Culture & identification
Hemoculture 1/2 day 5 No growth

Hemoculture 2/2 day 5 Isolate 1: Micrococcus spp.

Isolate 2: Gram negative rods, non-fermentative
Urine culture day 6 No growth
Hepatitis profile
HBV:HBs Ag day 6 Negative
HCV:anti-HCV day 6 Negative

A1519% 3 BaN1sRsIalEENY

. o) © o

PaN159529 A81989 %‘ §‘ _§
Color Yellow
Transparency Clear
pH 4.6-8.0 5 6.5 6.5
Specific gravity 1.003-1.037 1.017 1.013 1.009
Protein Neg Trace Trace Neg
Glucose Neg Neg Neg Neg
Ketone Neg Neg Neg Neg
Occult blood Neg Neg Trace Neg
Bilirubin Neg Neg Neg Neg
Urobilinogen Neg Neg Neg Neg
Leukocyte Neg Neg ++ Neg
Nitrite Neg Neg Neg Neg
WBC 0-5 /HP 0-1 5-10 0-1
RBC 0-2 /HP 1-2 1-2 0-1
Squamous epi <5/HP 5-10 0-1 0-1
Bacteria Neg Few Few Few
Yeast Neg Neg Neg Neg

Mucous Neg Neg Neg Neg
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vgaenduitlidndu a vagiu (U 1) Wnssow
Frenesilaaiiososdvinduuseniu Tnoduan
prednisolone wu1n 40 fadnsu/fu Wunar 4 Ju
wa2AeY 9 anvuinas aunuliesawInIueInIs
fatlusnsuftaeilizge Mdendunsaarnninuaniin
(lactic acidosis) wazn1azlaneldeunau (acute
kidney injury; AKI) NASVIAT (dehydration) 34
Ialinssnwuuua1nnsal (empirical treatment)
lnelvienUf¥ue ceftriaxone 2 N$U NIvROAGRDA-
frfuaz 1 afs waglwansun 0.9% Nacl nenid
viaeadonmdnigs 120 Haddnsdetilusiudie
mﬂﬁ?ummﬁmaqﬁﬂaaﬁﬁﬁumuéwﬁu Auguas fudl
Aty (post inflammatory hyperpigmentation)
laifiiudulva ey WY Susemuemnsls il
uwalutnn Liffusaiioforzma luflandniay uae
a1113080n1N 1T MEIVIALA AR UIBuaUT I
flulseamenunaiiay 6 Su wndlidmaiiu HLA-
B*58:01 luftheneilBnadmnniifineda sis
eldmansamaduauuiu  Jadumstusuing-
theseiihifiiu HLA-B*58:01

anUse
IneINITHazeInIsuanslaiadunenlsa
SJS, erythema multiforme (EM) major wag DRESS
il dnwasiufinudy generalized erythema-
tous-purpuric plaque with atypical target lesion
Tnefnsnszanefvesiiuuinaddiauniiuu-an
finsvanaonvesiavilsiosninfosay 10 vesiiud
Amasinene (ugdasmedlinuimdmaason)
uazdinmssniauveadoyetay 2 suvis fie Uit
SulUnuazedeizme  Ussneufuanuse Tailigs
lo Fume Aouiiuauunniuhmisersfnieinis
11 (prodrome) ¢l 918 MsiivsIngldiungs
91nslifiaUsyasdneimtasingunseUssnn SIS
Tuwausfl EM major Taeviluiluazfigdnvasidung
Aty (typical target lesion) fnN13Nszanesa
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LUUANIAS TN URUTAIUT AU L-UILINATEE
waviTnlinueinisi Jawsndisaindneaziinuly
fthes1etl F9fnfle EM major tiesndn SIS dmy
naNeINS DRESS wiiituazilldmansguuuy usly
E:\Tﬂ’sslﬁ’mﬁlziwu systemic involvement 7idaau Tl
WU eosinophilia kagUszwiiupzuu the registry of
severe cutaneous adverse reactions (RegiSCAR)
150 DRESS score ¢ 0-1 pzuuu clddndanzil
Feuiuluftheeifefanduenns SIS wnflan
AU severity-of-illness score for toxic epider-
mal necrolysis (SCORTEN) gagauwiiiu 2 Aguuu
Fweanudesiensdeiinfedevas 12.2 (11579
7l 4) TowAndanmmiiuannisuisalaniueaunn-

'
a

Mign Useillupnuduiusseninenisiineinisliiie-
UszasAriudalaniuealagld Naranjo’s algorithm?
AW 7 avwuu seauauiiaziduinagly (pro-
bable) waziiioUsziiulaeld The algorithm of drug
causality for epidermal necrolysis (ALDEN)* G

Juwvuuszifiuanuduiusisuwg fuilunien
yia SIS/TEN languuusiuifiu 5 Han1susediu
1haely (probable) WlefarsananuseTRendigiae
FSuuazadummnisaifiistu (GUA 1) Anfeang
A SIS Mnenlagasdedalaydueainiiga 1esan
feldsudalayusaiundusniouiniiulsy-
a5 & sgeznafiznineInts (onset of
reaction) WlANU first sensitization 989 delayed-
type hypersensitivity #asa1nvgndalaysuea fiu
wazoInslas TRt U AR uandsaniiugioe
liwnel#3udalaniueadn Usznauiuandoyaditnu
Wdalansueaiisnganunisiia SIS/TEN Uey dady
%N (prevalence) ¥84N154in SIS wag TEN Tuynilneg
1.39 wag 0.21 siogthe 1,000 auflldusalaysuea
mudy’ uazdneglungueianuidssgvesnisiin
SJS/TEN” shaiflsiasdbenduiilésutuiudalayiuea
dosnnftedfufudusnouduiuusemu amo-
xicillin+clavulanate UsgnauiiugUleiaesulseniu



wndnssumadn 51891UK5 U8

PP v oa oy
afvudveruduiulasuandalaniuea lufthevalve

a
U7 30 et 2 wa. - 4.0, 2567

ngAnT uduneud, Uiaan adanusna

Tnaovweae-U58:01 Wuau: el

a5l 4 nsUsziy severity-of-illness score for toxic epidermal necrolysis (SCORTEN)

. N \O

Uadendes _§ é‘
Age > 40 years 1 1
Comorbid malignancy 0 0
Initial surface of epidermal detachment > 10% BSA 0 0
Tachycardia (HR > 120/min) 0 0
BUN > 28 mg/dL 0 0
Serum glucose > 252 me/dL 0 0
Bicarbonate (HCO,) < 20 mmol/L 0 1
Total score 1 2

Predicted mortality (%) 3.2 12.2

paracetamol+orphenadrine Wag amoxicillin+
clavulanate wrewnthilnansads limeflorns
AnUnd iy wagndsaniifin SIS wditaelasu
paracetamol+orphenadrine lUSuUsgyudnuany
aSahaousmBu-nguAAL W.A.2565 wagldtu
amoxicillin+clavulanate masaay 7 Tu 9n 2 Aosd
FRIPOULEIBU W.A. 2565 LATUNTIAU W.A. 2566
Lifidymarnmslden dmsu amlodipine widdng-
ﬂ%ﬁlﬁ%‘UEﬂLﬂﬂﬁ%\‘iLLiﬂW%lE)mfanéJaIaWﬁu@a WHREI—
ntudieiu sJs ﬁﬁuuwmﬂﬁﬂﬂwné’wﬂ% amlo-
dipine 3nafsfaurduiiougaiay wa. 2564 solilos
Sateutueneu wa. 2566 Tiffutudn

Human leukocyte antigen %38 HLA Buly-
lanausuAlIuUURIwadignAIUANNNTATIENN
fu HLA Feoguulaslulongi 6 funumddnily
N32UIUNITUNAUBLOUALIULAAY T cell vinlwLAn
n1InevausImIendANfiusIndeUisenisusien
Hagtuflasmfigruiiosuiefisunuinues HLA funns
wiglivasauufgiu bawn hapten/pro-hapten

concept, pharmacological interactions of drugs

with immune receptors (p-i) concept lLag altered
repertoire concept” 2INNTANHIVL Yun LazAnE
wanlATILINAUELNUSTEWING HLA-B*58:01 U
n1suigalaniuea Aadurunalauuy p-i HLA
nanafefsmsewnuelanazdilyfuuuiiuia
Tuana HLA Tagasafiuna F pocket o9 HLA-B*
58:01 dawalvinounlosiutuveaulndnduegfula-
\ana HLA-B*58:01 wWasuuasly iadunesinand
Tmdseniavulng 81 wagluiana HLA (peptide-
drug-HLA complex) a319nienesindududan-
Uaou Fainsnsedunsinnuwes T cell fidume
waziduwarhlmAnURRs eI U ATy Taeen-
Fysuoaluluanandnlunisnszgunisuiieniu
nalndanalud sy HLA-8*58:01 wagdsil HLA
ImLaqaﬁuﬁmmiﬂﬂizﬁumiﬁwmwm T cell @4
Tuaneivdalaniueals Wy HLA-A*33:03, HLA-
A*01:01, HLA-A*02:01 uay HLA-C*07:02” wenann
dulugilaifiu HLA-8758:01 wudrdinnsléTuiana
HLA-C*04:01 Tumsnszdunsviiauwes T cell
FumzdusendyIusadie® aenndesiuiiiaed



Allopurinol-Induced Stevens-Johnson Syndrome in a

Case Report Thai Journal of Clinical Pharmacy

Thai Patient with HLA-B*58:01 Negative: A Case Report

18UINMIHIU HLA-A*33:03, HLA-C*03:02 uay
HLA-DRB1*03:01 fianuduiusiunisiin SCAR 911
dalansuea™” way HLA-A*24:02 fanuduius
ffun1sifn DRESS Fadululiindthemediana
HLA JUsuUduBssalayusavidoiuunusladeand-
wineaawsaluiuiinduneumdnduazin-
iaueliiu T cell Adumzudinszdunisnovausd
mandufuwilnda sJs 1 Feuhaulaluiinsiin-
wirgld wenantufitheseddaiitiadedy 4 Mdy
AmdesveInsuialaniueasme Tiun Wudiae
49978 WAV waziimsvieuresinunniesdo-
%1015,29
NnMsEnuTiiIuiinsnaRanse sty
HLA-B*58:01 neulvidalansuealulsvinalnyvzd
ANUANAIUAUNUUTEANTHAY Uavaannaeaiy
mMafiuteyavemihowien lssmeunafisy inu-
IMaAn SCAR andalaniuea anawmdsannizus
M3nsafansesd HLA-8*58:01 Tulsaneua 1o

LONE1T81994

1. Lazarou J, Pomeranz BH, Corey PN. Incidence
of adverse drug reactions in hospitalized pa—
tients: a meta-analysis of prospective studies.
JAMA. 1998;279(15):1200-5.doi: 10.1001/jama.
279.15.1200.

2. guduhszismnulasadenunindusiguain.
YnasussduiusaudidiseTinnuuasndiy
AuRAndusiguam: asusienueInisliie-
Usyaarannisiten Usedl 2564 [Bumesiin].
nyaunnumuas: gudiiseinnuvasndeniu
HAAFUNAVAIN NBILNTAANTUAZIKLIIY d1-
UNUANZNITUNITOWNTIAZEY; 2565 [AUAU
o 13 n.a. 2566]. Auuan: https:/hpvc.fda.
moph.go.th/AEINFO/NewsPublishView.aspx-

Yampayon K, Swasdimongkol P

Vol 30 No 2 May - Aug 2024

WIguieuTenInt el w.e. 2556-2560 way w.A.
2561-2565 1UUEUIY SIS/TEN wag DRESS/DHS
NTalaniuea anadiosay 35.7 war 50 ANUAGU
wangalshnudiausanunsuidalayiueagy-
wuudy  sdedlonafaiuuiorvdnguuseann
dalansuoalaudaglinuiu HLA-8*58:01 Tuns
A329AANT8Y (Han1snsIaiduay) dudulugiese

(%
)=

U

ungay

nsdifnuiuandliiftuidtheslnedlonma
WnonshiieUseasaneilmdaridaguuse Ste-
vens-Johnson syndrome ﬁl’lﬂé’ﬁiﬁﬁﬁuaaﬁ Wi
NaNISNTIARANTEEY HLA-B*58:01 Tiduninudes
snduau  foiufdlmnusnfusdredaiiunmduar
Wndvnsmsaedliauuginddsn1sdunanues uag
AnnueinisvesiiieeddlnddnileGalisalays-
uea Ineanzlugig 1-3 Wouusnuesnisigen

?ID=12620

3. Svensson CK, Cowen EW, Gaspari AA. Cuta-
neous drug reactions. Pharmacol Rev. 2001,
53(3):357-79. PMID: 11546834.

4. Harr T, French LE. Toxic epidermal necrolysis
and Stevens-Johnson syndrome. Orphanet J
Rare Dis. 2010;5:39. doi: 10.1186/1750-1172-
5-39.

5. Roujeau JC, Kelly JP, Naldi L, Rzany B, Stern
RS, Anderson T, et al. Medication use and
the risk of Stevens-Johnson syndrome or
toxic epidermal necrolysis. N Engl J Med.
1995;333(24):1600-7. doi: 10.1056/NEJM19951
2143332404,

6. Pan RY, Dao RL, Hung SI, Chung WH. Phar-



Wndanssuaaiin
U 30 aUU? 2 W.A. - 8., 2567

51891UK5 U8

PP v oa oy
afvudveruduiulasuandalaniuea lufthevalve

10.

11.

12.

macogenomic advances in the prediction
and prevention of cutaneous idiosyncratic
drug reactions. Clin Pharmacol Ther. 2017;
102(1):86-97. doi: 10.1002/cpt.683.
Limkobpaiboon S, Panomvanna Na Ayudhya
D, Dhana N, Jongjarearnprasert K. Prevalence
and mortality rate of severe cutaneous ad-
verse reactions at Siriraj Hospital. Chula Med
J. 2010;54(5):467-77. doi: 10.58837/CHULA.
CMJ.54.5.7.

Dilokthornsakul P, Sawangjit R, Inprasong C,
Chunhasewee S, Rattanapan P, Thooppu-
tra T, et al. Healthcare utilization and cost
of Stevens-Johnson syndrome and toxic
epidermal necrolysis management in Thai-
land. J Postgrad Med. 2016;62(2):109-14. doi:
10.4103/0022-3859.

Day RO, Graham GG, Hicks M, MclLachlan AJ,
Stocker SL, Williams KM. Clinical pharmaco-
kinetics and pharmacodynamics of allopu-
rinol and oxypurinol. Clin Pharmacokinet.
2007;46(8):623-44. doi: 10.2165/00003088-
200746080-00001.

FitzGerald JD, Dalbeth N, Mikuls T, Brignar-
dello-Petersen R, Guyatt G, Abeles AM, et
al. 2020 American College of Rheumatolo-
gy guideline for the management of gout.
Arthritis Care Res (Hoboken). 2020;72(6):744-
60. doi: 10.1002/acr.24180.

Roujeau JC, Stern RS. Severe adverse cuta-
neous reactions to drugs. N Engl J Med.
1994;331(19):1272-85.doi: 10.1056/NEJM1994
11103311906.

Hung SI, Chung WH, Liou LB, Chu CC, Lin
M, Huang HP, et al. HLA-B*5801 allele as a

genetic marker for severe cutaneous adverse

ngAnT uduneud, Uiaan adanusna

13.

14.

15.

16.

17.

Tnaovweae-U58:01 Wuau: el

reactions caused by allopurinol. Proc Natl
Acad Sci U S A. 2005;102(11):4134-9. doi: 10.
1073/pnas.0409500102.

Cao ZH, Wei ZY, Zhu QY, Zhang JY, Yang L,
Qin SY, et al. HLA-B*58:01 allele is associa—
ted with augmented risk for both mild and
severe cutaneous adverse reactions induced
by allopurinol in Han Chinese. Pharmacoge-
nomics. 2012;13(10):1193-201. doi: 10.2217/
pgs.12.89.

Tassaneeyakul W, Jantararoungtong T, Chen
P, Lin PY, Tiamkao S, Khunarkornsiri U, et al.
Strong association between HLA-B*5801 and
allopurinol-induced Stevens-Johnson syn—
drome and toxic epidermal necrolysis in a
Thai population. Pharmacogenet Genomics.
2009;19(9):704-9. doi: 10.1097/FPC.0b013e32
8330a3b8.

Limkobpaiboon S, Panomvana D, Koolvisut A,
Vejbaesya S. Association between HLA-B*5801
allele and other risk factors to allopurinol -
induced severe cutaneous adverse reaction
and exfoliative dermatitis in Thai population.
Int J Pharm [Internet]. 2013 [cited 2023 Jun
131;3(4):692-7. Available from: https://cite-
seerx.ist.psu.edu/document?repid=rep1&-
type=pdf&doi=0d98c8171a469b5d269b0090
db8799742802f934

Sukasem C, Jantararoungtong T, Kuntawong
P, Puangpetch A, Koomdee N, Satapornpong
P,etal. HLA-B (*) 58:01 for allopurinol-induced
cutaneous adverse drug reactions: implica-
tion for clinical interpretation in Thailand.
Front Pharmacol. 2016;7:186. doi: 10.3389/
fphar.2016.00186.

Kaniwa N, Saito Y, Aihara M, Matsunaga K,



Allopurinol-Induced Stevens-Johnson Syndrome in a
Thai Patient with HLA-B*58:01 Negative: A Case Report

Case Report

Thai Journal of Clinical Pharmacy

18.

19.

20.

21.

22.

Tohkin M, Kurose K, et al. HLA-B locus in Japa-
nese patients with anti-epileptics and allo-
purinol-related Stevens-Johnson syndrome
and toxic epidermal necrolysis. Pharmacoge-
nomics. 2008;9(11):1617-22. doi: 10.2217/14
622416.9.11.1617.

Niihara H, Kaneko S, Ito T, Sugamori T, Taka-
hashi N, Kohno K, et al. HLA-B*58:01 strongly
associates with allopurinol-induced adverse
drug reactions in a Japanese sample popu-
lation. J Dermatol Sci. 2013;71(2):150-2. doi:
10.1016/j.jdermsci.2013.04.013.

Kang HR, Jee YK, Kim YS, Lee CH, Jung JW,
Kim SH, et al. Positive and negative associa-
tions of HLA class | alleles with allopurinol-in-
duced SCARs in Koreans. Pharmacogenet
Genomics. 2011;21(5):303-7. doi: 10.1097/FP
C.0b013e32834282b8.

Lonjou C, Borot N, Sekula P, Ledger N, Tho-
mas L, Halevy S, et al. A European study of
HLA-B in Stevens-Johnson syndrome and
toxic epidermal necrolysis related to five
high-risk drugs. Pharmacogenet Genomics.
2008;18(2):99-107. doi: 10.1097/FPC.0b013e-
3282f3ef9c.

Goncalo M, Coutinho |, Teixeira V, Gameiro
AR, Brites MM, Nunes R, et al. HLA-B*58:01 is a
risk factor for allopurinol-induced DRESS and
Stevens-Johnson syndrome/toxic epidermal
necrolysis in a Portuguese population. Br J
Dermatol. 2013;169(3):660-5.doi: 10.1111/bjd.
12389.

Hershfield MS, Callaghan JT, Tassaneeyakul
W, Mushiroda T, Thorn CF, Klein TE, et al.
Clinical Pharmacogenetics Implementation

Consortium guidelines for human leukocyte

Yampayon K, Swasdimongkol P

23.

24,

25.

26.

27.

28.

Vol 30 No 2 May - Aug 2024

antigen-B genotype and allopurinol dosing.
Clin Pharmacol Ther. 2013;93(2):153-8. doi:
10.1038/clpt.2012.209.

Naranjo CA, Busto U, Sellers EM, Sandor P,
Ruiz I, Roberts EA, et al. A method for esti-
mating the probability of adverse drug reac-
tions. Clin Pharmacol Ther. 1981;30(2):239-
45. doi: 10.1038/clpt.1981.154.

Sassolas B, Haddad C, Mockenhaupt M,
Dunant A, Liss Y, Bork K, et al. ALDEN, an
algorithm for assessment of drug causality in
Stevens-Johnson syndrome and toxic epider-
mal necrolysis: comparison with case-control
analysis. Clin Pharmacol Ther. 2010;88(1):60-
8. doi: 10.1038/clpt.2009.252.

Mockenhaupt M, Viboud C, Dunant A, Naldi L,
Halevy S, Bouwes Bavinck JN, et al. Stevens-
Johnson syndrome and toxic epidermal
necrolysis: assessment of medication risks
with emphasis on recently marketed drugs.
The EuroSCAR-study. J Invest Dermatol. 2008;
128(1):35-44. doi: 10.1038/s).jid.5701033.
Sukasem C, Tempark T. Pharmacogenomics:
a new approach for preventing severe cuta-
neous adverse drug reactions. In: Pathak Y,
editor. Genomics-driven healthcare: trends
in disease prevention and treatment. Singa-
pore: Adis, Singapore; 2018. p. 373-409. doi:
10.1007/978-981-10-7506-3 18

Yun J, Marcaida MJ, Eriksson KK, Jamin H,
Fontana S, Pichler WJ, et al. Oxypurinol
directly and immediately activates the drug-
specific T cells via the preferential use of
HLA-B*58:01. J Immunol. 2014;192(7):2984-
93. doi: 10.4049/jimmunol.1302306.

Kim MY, Yun J, Kang DY, Kim TH, Oh MK



Wndanssuaaiin
U 30 aUU? 2 W.A. - 8., 2567

51891UK5 U8

PP v oa oy
afvudveruduiulasuandalaniuea lufthevalve

29.

Lee S, et al. HLA-A*24:02 increase the risk
of allopurinol-induced drug reaction with
eosinophilia and systemic symptoms in
HLA-B*58:01 carriers in a Korean population;
a multicenter cross-sectional case-control
study. Clin Transl Allergy. 2022;12(9):e12193.
doi: 10.1002/clt2.12193.

Saksit N, Tassaneeyakul W, Nakkam N, Kon-
young P, Khunarkornsiri U, Chumworathayi P,

et al. Risk factors of allopurinol-induced se-

ngAnT uduneud, Uiaan adanusna

Tnaovweae-U58:01 Wuau: el

vere cutaneous adverse reactions in a Thai
population. Pharmacogenet Genomics. 2017,
27(7):255-63. doi: 10.1097/FPC.000000000000
0285.

30. Saokaew S, Tassaneeyakul W, Maenthaisong

R, Chaiyakunapruk N. Cost-effectiveness ana—
lysis of HLA-B*5801 testing in preventing allo-
purinol-induced SJS/TEN in Thai population.
PLoS One. 2014;9(4):e94294. doi: 10.1371/
journal.pone.0094294.



