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Abstract

Acute Generalized Exanthematous Pustulosis (AGEP) is a severe cutaneous

adverse reaction with clinical manifestations characterized by the
development of numerous non-follicular sterile pustules with other symptoms
such as fever, mucosal involvement, abnormal hematologic system or
internal organ. In approximately 90 percent of cases is caused by drugs,
most common antibiotics. The reaction develops within 1-2 days after
initiation of suspected drug. In this case, a Thai woman 51 years old was
treated by clindamycin and etoricoxib after electrocauterization. The patients
finished of five days of both drugs. Four days later, she had a fever and
erythematous rash at leg fold which spreaded and became pustule all over
her body. Abnormal hematologic system and internal organ were involved.
Dermatologist and pharmacist diagnosed AGEP assocaie with clindamycin

and etoricoxib. After she resolved from the AGEP reaction, patch test was

confirmed positive for clindamycin.

Keywords: clindamycin, acute generalized exanthematous pustulosis,

delayed-onset, patch test
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msﬁﬂmluﬁagﬁm‘%‘adw AGEP datTuannvlaifig
Uyzadfilszinn T-cell-mediated delayed-type hypersensitivity
reaction +i8319n18 T4 5L m%?aﬁ'amm‘jm:gﬂ antigen-
presenting cells (APCs) ﬁﬂﬂm:ﬁumsﬁwmmaa CD4+ uaz
CD8+ T cell %afﬁwLW']:@iaﬂm'%aﬁani:@jmﬁmfu 9 lfAaan
LUIRIURZLAR UG NI AINITIT ] dermis UaT epidermis
mﬂﬁ?u%%é;\‘lawﬁ%a perforin/granzyme B LLa¢ Fas ligand
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udunuasiau IMUEAITINEN 9 AUITEINMITMISLEY
Taun 19 (2 38 p9eLwaLG o) TR UBES C-Reactive
Protein (CRP) Lﬁaqﬁmﬁdé’mauwuvl,@‘fﬁaﬂn'jﬁaﬂaz 20
auRaUn@vedszuULRaa (leukocytosis, neutrophilia,
eosinophilia) AnuAaUndvasadsizaeluds 9 wu'lasesas
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A5y AGEP wazna1sitasananisa

n3aas AGEP ﬂﬁ]ﬁ;ﬂ‘umﬁ'ﬂ“ﬂ’aHamﬂmmmammd
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aafnuazitaLiainen laan1sAnsvad Sidoroff wazAME b6
Answanduinmain133%9s8204n§y EuroSCAR 7l
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U5zt nanomMsLaaIn1Inain anuociin waztitataing
23 g@AIRNIANTIIN 1
g1nsulsaniiainuasnaadiny AGEP unfnga Ao
pustular psoriasis %8 uaAn@Ndfe pustular psoriasis 81N133¢
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psoriasis #1Aa% wananhosdlianian1zdn 9 Naaany
AGEP lé@78 134 subcorneal pustular dermatosis, Sweet's

syndrome, bacterial L8z fungal folliculitis (candidiasis), bullous
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impetigo, staphylococcal scalded skin syndrome, pustular
vasculitis Wag varicella TIuDIABUNE1TRADY 9 LT Drug
reaction with eosinophilia and systemic symptoms (DRESS)

Lae Toxic epidermal necrolysis (TEN) (Juen?

@I 1 UFAINUriM I AGEP 984n§a EuroSCAR®

Morphology score
Pustule
Typical* +2
Compatible** +1
Insufficient*** 0
Erythema
Typical +2
Compatible +1
Insufficient 0

Distribution/pattern

Typical +2
Compatible +1
Insufficient 0

Postpustular desquamation

Yes +1
Nol/insufficient 0
Course
Mucosal involvement
Yes -2
No 0

Acute onset (S 10 days)

Yes 0

No -2
Resolution (S 15 days)

Yes 0

No -4
Fever (2 38°C)

Yes 1

No 0

Neutrophil count (2 7000/mm?)
Yes

No

Histology

Other disease -10
Not representative/no histology 0
Exocytosis of PNN +1
Subcorneal and/or intraepidermal non spongiform or NOS pustule(s) with +2

papillary edema or subcorneal and/ or intraepidermal spongiform or NOS

pustule(s) without papillary edema (NOS = not otherwise specified)

Spongiform subcorneal and/or intraepidermal pustule(s) with papillary edema +3

maudana: azuum <o: Wls AGEP, 1- 4 0193:13, 5 - 7 el 8 -1 2 lguviuen

* Typical: ansazaansrdullmaenmauansiinulu AGEP

** Compatible: anwoissrsnalaiiilulanuanisuaasiinulu AGEP udludnmsdufirasdn

** Insufficient: Snwazdanad limusadsnduld (ﬂ'wlwnjafmﬁmmnmiﬁ@ﬂmmwﬂm:u:qﬂﬁvu'nmﬂu viaguinolidaion)
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aa'ld 81 anti-histamine n38 81 topical steroids CRLRE
systemic corticosteroid maﬂmsmﬂﬂu%ﬂqr_lmoiwﬁﬁ
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Usetfarnaduisuaznisiden: 2 ddavnenun
159W8IUIR U15UNNTINEN Condyloma accuminata @283 %
electrocauterization Wa=}@ U8 clindamycin 300 §afnTu
FUUTEM 1 1WaNAIa1RT LT Na19I% L% Wae etoricoxib
90 dadntu ULz 1 WanasomIRTINuA Luszaziam
5 1% ¥aINNTUUTEMULNIUnRNA la 4 1% Qﬂauﬁuﬁﬁuum
vsnadawuan 1uruld wasdnldmuanniunasemeuas
L‘%'uﬁsjwuaa EIEVIERITRITRR

flsatizdhdndulsaanuaulafiogs lsalafiaans liala
Fa5s5zw: 2 lsatuawanuaiiadi 2 @nslasnisniugy

279%19) wazAMzfalTe Mycobacterium fortuitum

mfil@sunomdsunssneaalulsongnuia
Clindamycin 300 mg 1x3 po pc

Etoricoxib 90 mg 1x1 po pc

Clofazimine 50 mg 2x1 po pc

Azithromycin 250 mg 2x1 po ac

Amlodipine 5 mg 1x1 po pc

Levofloxacin 500 mg 1.5x1 po pc (4L 3443%)
Ferrous fumarate 200 mg 1x3 po pc

Folic acid 5 mg 1x1 po pc

NaHCO; 300 mg 3x3 po pc

Naﬂ’ﬁ(ﬂi’ﬁﬁ"ldﬂ’lﬂ
AIMINUINIY: T 37 °C, PR 118/min, RR 32/min, BP
136/54 mmHg, SpO, 96%

Physical examination: multiple discrete non- follicular tiny
pustules on both axilla, abdomen, back and both thighs, no

mucosal involvement

WANIINIIIININE1DINEN (skin biopsy): subcorneal
pustule with superficial perivascular infiltration by
lymphocyte, neutrophil and dusts with extravasated red

blood cell

NIRIRY: Acute generalized exanthematous pustulosis

o 1Y) A v [
ﬂqsiﬂﬂqﬂﬁﬂﬂ'\ﬂaﬂ?ﬂ‘lﬂiﬂ:
Cream base NH7 bid

5% urea cream + 0.02% triamcinolone cream NiW bid
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Cetirizine 10 mg 1x1 po pc

sensenautwigiaelasy

Cream base NNH7 bid

5% urea cream + 0.02% triamcinolone cream “mﬁiu bid
Clofazimine 50 mg 2x1 po pc

Azithromycin 250 mg 2x1 po ac

Amlodipine 5 mg 1x1 po pc

Levofloxacin 500 mg 1.5x1 po pc AD

Ferrous fumarate 200 mg 1x3 po pc

Folic acid 5mg 1x1 po pc

NaHCO; 300 mg 3x3 po pc

9 a ea A A o 4
Nan’li@li‘laﬂ’ldwadﬂgumﬂ’liﬂLnﬁl‘wa\‘i (gl;].l‘!ﬁl&l’]

T59Ne1L1A I 9 ANITIAN 2566)

aun@ 26/9/65 10/1/66 13/1/66 16/1/66 | 6/2/66
C-Reactive <5 mg/dl 6.96 265 283.9 59.2 3.54
Protein
Blood Urea 6-20 24.9 31.5 24.2 17.4 36.4
Nitrogen mg/dl
Serum 0.51-0.95 1.47 1.73 1.18 1.12 1.75
creatinine mg/dl
Aspartate 0-32 U/L 30 17 19 39 20
transaminase
Alanine 0-33 U/L 36 22 14 16 17
transaminase
Alkaline 35-104 109 436 182 155 79

phosphatase u/L

White Blood 4400- 7590 21640 19070 8470 7560
Cell count 10300 ul
Neutrophil 1800- 4340 18290 13250 4880 4860
count 6800 ul
Eosinophil 30-470 ul 1380 840 1310 950 1530
count
= =l =2
andsransaidnun

PMNHANITATIVTNNNLVBIULWNSLANIZTNIIAINGS WL
é’ﬂum:ﬁmjw\uawmmﬁn "Lﬂ“fumug“qumu (multiple
discrete non-follicular tiny pustules) N3:318@1NUI1INY
FAURANIATIINIREIUf1TAN3E% 9 ldun C-Reactive
Protein 1YinNL 265 mg/dl, leukocytosis (WBC L¥innu 18290
u/l), neutrophilia (neutrophil count L¥iNAL 18290 u/l) ;‘Tﬂiﬂﬁ\‘i
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1asun15ifaaninidu AGEP lasifiaauusnaanainlsa
pustular psoriasis mﬂﬂi:’mﬁ‘;ﬂ'ﬂﬁﬂmﬂmﬂu psoriasis U1
Dl UAZLENBENIINAIENTRALTafN 9 lagn138940 322
nakaslfansfiiertesnuinlduaauranue wenanil
unndianznafmiesvhnmsinaaduitoniofiawie (skin
biopsy) wWuindanwae subcorneal pustule with superficial
perivascular infiltration by lymphocyte, neutrophil and dusts
with extravasated red blood cell %GL‘TJ wn13Eusuie AGEP
Lﬁaﬁ']ﬁaga"lﬂﬂsuﬁumummsﬁmm EuroSCAR l#uan1s
Uiy 10 (definite AGEP) UFAIRIANTIIN 2

A3 2 URAINUYINTIRIAY AGEP 184N EuroSCAR®

Y
Tugthened
Morphology score
Pustule
Typical* +2
Erythema
Typical +2
Distribution/pattern
Typical +2
Postpustular desquamation
Yes +1
Course
Mucosal involvement
No 0

Acute onset (S 10 days)
Yes 0
Resolution (£ 15 days)
Yes
Fever (2 38°C)
No
Neutrophil count (2 7000/mm®)

Yes 1

Histology
Subcorneal and/ or intraepidermal non spongiform or NOS pustule(s) with +2
papillary edema or subcorneal and/ or intraepidermal spongiform or NOS

pustule(s) without papillary edema (NOS = not otherwise specified)

FINASUKY 10

nMungnsisnunIwlsidengielasunauia AGEP
1endu timeline é’dgﬂﬁ' 1 FININRINTBNTZEZLIRINILAN
AGEP annsdidnsfrnuinainfinanlithedu lawuin g
ml@ﬁ@é’uﬁ'uﬁ'umnﬁ@ AGEP TaLa% nan1f@e clofazimine,
azithromycin, amlodipine, levofloxacin, ferrous fumarate, folic
acid U8z NaHCO, LflumLﬁmﬁ;jﬂ'm%‘uﬂizmummwﬂLLﬁ’a
wmefionlna clindamycin ua etoricoxib Hihasudseniwen
wualneudiududs 4 35 lassrunenunsBansinim
wfignifaszninelden 1 - 22 5w udedslsfaudiesen’
ﬁmm@ﬁ'uﬁ'mmuﬂummmaa AGEP lduanann clindamycin
WaZ etoricoxib NIIUNNELANIENIIRIRUILAZLATTNTIIN
ANURARINAIIAALTZIAUNEN clindamycin WAz etoricoxib 11

1#ifia AGEP ta1l7neu wasanliwnrsineiuuy
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UszaudszaasaueIns Hudunuadisuuiiasnuazmeii
PN A o o [ o Ad X o
faUnd lasldiian 10 TunasanIuNAuiuIuwIn

2812065 2/1/66 6/1/66 9/1/66 11/1/66 16/1/66
' '
'

SzoziR 5 W
Clindamyein QLUENTM S o
STz 5 u
Eloricoxib O
Clofazimine
Azithromycin

Levofloxacin i

Ferrous fumarate

Folic acid

i
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I
i
i
1
i
!
i
|
i
T
i
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i
|
NaHCO,

i

RPN PR PRI R [ S Ry W——————
P Opul PR PRSP R G SN Sy W ———
i Ak il Zubt Jeinks aiuls el Snieininiuininiet

v

4 de oo 4 x a4
HWAINTaNY HULAIRULINTN HuAdR

1 Guldummes  gumugousinan

W o wnefls rndunl@Sunwmn 3 Waw, O winuhs Guldsue, @winofs woaldsum

A . . o o & A oy v o
Eﬂﬂ 1 L&A timeline ﬂqquawwuﬁmﬂﬂEl']VlEﬂ'lﬁlvlﬂﬁUﬂUﬂqi

\e AGEP

LLWVIﬁmwwxmaﬁwﬁfﬂﬁwmaamﬁaﬁuﬁummqmaa
AGEP luas9il #185% enzyme-linked immunosorbent spot
(ELISpot) Faidlunitaludsnsnasevlunasanasas (in vitro)
WAeanun1suwen wuinldwaaudans clindamycin W& g
etoricoxib 8819 l5AMNAINARBUAI8AT ELISpot Haw'la
a%iﬁ%am: 527 daiun1sfinantsnasoutduaulale
winsanuhgelilduweais Saldavi MINAFEUNAINES
@877 patch test naInIETI8MIBaINa M IUNETENN A
10 §enss anumsaneniruwndeleddnsunsihgisaai
ARNZENANIIN patch test lug199aInIBANBIN TUNEN I
warlaitasnin 4 - 6 a1 ualaiAin 1 922 wasannns
nagaunuinlwuauanee cindamycin luumzil etoricoxib

Inalduay uaeIaIn319n 3 aenalsAanu pateh test Fau

'
52

Vlaagmaﬂa: 50 - 5823 GUWMNINHAMINATOURS etoricoxib
duay lildnansanuigisldldunens mandansis
H9A9AaLT2a@uNeN clindamycin Waz etoricoxib ¥inl#iAia
AGEP o iluszuuusaidenuwenvaslsaneuna laslvua
n17U521d% Naranjo’s algorithm U a4 clindamycin Was
etoricoxib 1% possible §9A13197 4 uazoaNTATAOUAINNT
laifsdszaadane clindamycin waz etoricoxib liurigas

watlasnumsuneng luauiaa

M13197 3 LRAIAMNULTUTUVRILN WASHNANTIINATEL patch

336

test
" STaTIAN BN Clinically
§INnasay - -
48 1alus 96 T la9 relevant
Clindamycin 30% in petrolatum +1 0 Yes
Clindamycin 30% in aqueous +1 +1 Yes
etoricoxib 30% in petrolatum 0 0
etoricoxib 30% in aqueous 0 0
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A135197 4 LRAINANITUTZLEU Naranjo’s algorithm 2 83

clindamycin L& etoricoxib lwn13iia AGEP

A T Taila Tai clindamycin  etoricoxib

N3y

1. wnsfigUnsnumaia +1 0 0 +1 +1
dffsenituudamiola
‘- ed a &
2. oy lifsdszasdiiiindn +2 -1 0 +2 +2
monaanmsldsusnaain
Dusungniolsl
' Fad 4
3. o3 liRsdszasdiaswda +1 0 0 +1 +1
o . 4 >
wyamdInan wiadlalin
Fuidwzianzas (specific
antagonist) w3 lai
4. s lifisUszmdasnan +2 -1 0 0 0
a & a 4 a [ N
adudn Waisulvnlng
aas A X N
5. YFiseiifietuauisniia -1 +2 0 -1 -1
a
INFURGAU (waniniieanen)
vasrjthnlanialsl
Mmoo &
6. Ujfisenaanadnaifiadudn -1 +1 0 0 0
A o - N
Weldmaanwiala
7. mansnanaialsinmenld +1 0 0 0 0
4
luiden (W3avoanaiau) lu
dSunmanudutuiduie
w3l
aaa & 4 4
8. Uffisguusdwiaiin +1 0 0 0 0
PWIALWTINAA I TULTIAY
a a N
Wanauwasmiell
9. fthuiasfidAseunion +1 0 0 0 0
A e e &
wIandoafanuiianton lums
l@5usnasenian 9 wield
10. o3 liNadszaaditlasy +1 0 0 +1 +1
a o o a
nstugulagwangmiiiu
7U533W (objective evidence)
oy
w3els
ERt0 4 4

>9 = Definite ADR, 5-8 = Probable ADR, 1-4= Possible ADR, 0 = Doubtful ADR

ﬁﬁ]ﬁ;ﬂ'uﬂ‘avl&iwmwmimzﬁﬁﬂmLﬁ'mﬁ‘umnﬁ@ AGEP
vxé’wq@mﬁltﬂumLwlvl,ﬂl,l,ﬁ’nﬂmw:l,'smmu WULN B4
NUMINTHANBI1V8I Maurer BS Uazamz® LAz Haraszti Loy
Ame® 1ipanIiie AGEP Aflszaziiainisiiasntalynin
Jzaziaandn@ainen hydroxychloroquine Wa s cefepime
AURAU I@]yvl,ﬁﬁmi@%aauuagmiwmmﬁﬂmﬂﬁﬁﬁméaomﬂq
ﬁuﬂﬂifu %%anﬂxﬂ’liﬁm%ﬁ] L7% Coronavirus disease 2019
(COVID-19) l¥ninauauaivasszuundduindasing
289 AGEP 6189 aahavl,iﬁmugﬂ’ﬂqﬂsl,uﬂitﬁﬁﬂmf:vlaislfﬁgﬂas_l
§907 uazliifinnzdaio COVID-19 @Tqifumia’ﬁmmmm@;
2893282198103 0 AGEP uuuann 39suduiiesdasd
mydnsnduluawandefnonuns@anmludnuusil
Ryanndn

&1 etoricoxib Nyl INITNAFAL Hudun1suWedaly
NNMIANBIVBY Groot Wazam:® NaN2 LI wnnua patch test
Tuaiduay 819 TNNasaLdu3EnInasaufiiani
MEMTAAlARINI (intradermal test; IDT) %38 A3 Inagay
PAmTIFsNsRAARIMITY (skin prick test; SPT) 1ludeu
1a'ly advelsfauniInasauuuy IDT waz SPT lugilan
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