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NHAN MOT TRUGNG HGP HOI CHUNG
DRESS DO ALLOPURINOL
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TOM TAT

Bénh nhan nam, 50 tui méc bénh goutte duoc didu tri 7 ngay bang cochicin va khoang 2.
tuan bang allopurinol. Tuén thir 3 xuét hién sét cao 39°5, phii mét, dé da, bong vay toan than. Xét
nghiém méau c6 huy hoai té bao gan, suy than cép, bach cau tang rit cao ddc biét Ia bach ciu wa
acid. Buoc chan doan la hoi ching DRESS do allopurinol. Diéu trj sém béng corticosteroid liéu
60 mg/ngay, cho két qua tot sau 10 ngay diéu tri. '

SUMMARY
CASE REPORT: DRESS (DRUG RASH WITH EOSINOPHILIA AND SYSTEMIC
SYMPTOMS) SYNDROM BY ALLOPURINOL

Tran Van Khoa !, Nguyen Duc Long?, Duong Huu Thanh 2

A 50-year man with goutte treated with cochicin for 1 week and allopurinol for 2 weeks. In the .

3 week appeared a high fever (39.5°C), edematous face and exfoliative dermatitis. Laboratory_, ,

tests showed hepatocellular damage, acute renal failure and hyperleukocytosis, espevcially a high
eosinophil. This is a DRESS syndrome caused by allopurinol. An early corticosteroid therapy with
high dosage (60mg per day) was implemented. As a result, the disorders ameliorated rapidly after }
10 days of treatment.

I. PAT VAN PE

Hoi chimg Dress dugc cong bd boi Bocquet
et Al. nim 1996, trén thé gi6i c6 94 trudong hop
da duoc bdo cdo; & My tir nam 1995 dén 2000
¢6 11 trwomg hop duge cong bd. G Viét Nam tir

diéu tri khép. Hai truong hop ning phai nhap
vién diéu tri tai khoa Da Lidu do udng thubc
allopurinol.

Trudc khi dén khoa Da 1iéu, c4c bénh nhan

trude dén nay, chi ¢6 cong bb 2 truong hop tai
BVTW Hué nam 2008[3].

Trong 6 thang cubi nam 2008, tai khoa Da
liu, BVTW Hué, chung t6i da kham va diéu
tri cho 6 bénh nhén bi nhiém doc da do thudc
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ndy d3 duoc kham, diéu tri & mot sb phong

+ kham va khoa diéu tri khac vi chua dugc

chin doan sém la nhidém doc da do thube.

Nhdm muc dich d& chin doén sém va xu tri
kip thoi di tmg do thube diéu tri khép, ching
t6i xin gidi thiéu mot trudong hop dién hinh cta
hoi chitng DRESS ’
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II. TOM TAT BENH AN

2.1. Phén hanh chinh

Bénh nhan nam: Tran Tr., 50 tudi.

Qué quan: Phu Loc - Thira Thién Hué. -

Nhép vién: Ngay 28/11/2008.
vién: 59339

Ly do vao vién: Do da bong vay toan
than + Sbt cao

Bénh sir: Khoang 20 ngay truéc khi nhép
vién bénh nhén bi sung va dau khép cb chan P,
dén kham tai tram Y té xa Vinh Hién. Tai day
bénh nhan dugc chin doan bénh gt va duoc didu
tri bang Colchicin 1vién/ngdy va Allopurinol,
2 vién/ngay. Sau 10 ngay diéu trj thudc va an
kiéng thit hoan toan bénh nhén cam thiy giam
dau khép va gay nhiéu so véi trude. Bénh tiép
tuc duoc diéu tri béng allopurinol, 2 vién/ngay.
Pén ngay thtr 18, toan than xuét hién ban do,
ngtra kém theo s6t. Tram Y té cho ngimg thudc,
ubng 2 vién Chlorpheniramin 4mg/ngay. Pén
ngdy thir 20, thiy bénh tinh ngdy cang tang,
gia dinh dua bénh nhan dn khim va nhép vién
diéu tri tai khoa Da lidu - Bénh vién TW Hué

S6 nhép
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2.2. Khim lam sang

- Tén thuong co ban: ban dat - sdn mau do
- tim, lién két nhau thanh mang, phan bd khap
ngudi. Mit phi né kém theo bong vay da.

- Triéu chimg toan thén:

+ S6t 39,5°C kém rét run

+ Mach: 80 1in/phut

+ Huyét 4p 130/80 mmHg

+ Bénh nhn tinh tao, tiép xtc tét.

+ Tiéu tién it, khoang 0,5 lit/ngay

+ An kém, ddi khi budn non

- Triéu chimg thuc thé: ngoai thuong t6 da,
khong phat hién dau hi¢u bénh ly.

2.3. Cic xét nghiém cin lam sang

= Céng thitc mdu (ngay 28/11/2008)

WBC 21.6 x 10°/L
RBC 5.08 x 10'?/L
Lym: 19,5%
Mxd: 14,5%
Neut: 66,0%

Téc d6 ling mau (PP. Westergreen)

! ) -Gio 1: Smm
v6i chan doan di img thudc. - Gid 2: 13mm
- Sinh hoad (ngay 28/11/2008) i
Miau Nudc tieu
Uré 5,7mmol/L -SG 1.010 -Glucose norm
Creatinin 121pmol/L -BC () -Asc 0,4g/L(++)
T-pro 57g/L -Nit  (-) -Ket neg
SGOT 149 U/L -pH 7 -UBC 35umol/L(+)
SGPT 280 U/L -HC () -Bil 15umol/L(+)
- Protein (-)
- Visinh - Khéng sinh ho macrolid phong boi nhiém

Cdy mau ngay 28/11/2008, két qua
(02/12/08): am tinh

Trong vong 24 gid déu sau khi vao vién
bénh nhan dugc chin doan “ Di ng thudc” va
da dwoc diéu tri:

- Tém thudc tim pha lodng hang ngay

- B6i kem Corticoid 1 14n ngay
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- Khang H1

- Ché d6 3n chao va sita ’

Dén ngay 02/12/2008, véi ché do didu tri
nhu trén bénh nhan vén tiép tuc sbt cao, mét
moi, an ubng kém, tiéu it khoang trén 0,51t/
ngay.Chung toi nghi day 1a truodrig hop di ung
thudc diéu tri gut ning can st dung Corticoid
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duodng toan than liéu cao 60mg/ ngdy.

Bénh nhin duoc siéu am bung, X quang .

phdi dé kiém tra trude khi cho Corticoid

Xét nghiém CTM va sinh hoa dé theo dbi,

két qua nhu sau:

- Siéu 4m bung (3/12/2008): Gan lach 16m +
polip tui mat, it dich tiét & bao than 2 bén, dich
tw do & bung lugng nhiéu. 1

- X quang phbi (3/8/2008): Viém phé quan
man, bong tim khong 16n.

Bdng 1. Céng thitc mdau cua bénh nhdn

Ngay 04/12/08 07/12/08 11/12/08
-WBC: 10°/L 22,5 16,0 11,1
-RBC : 10'%/L 4,02 4,10 4,26
-PLT : 10°/L 221 324 473
-Lym (%) 17 11 23,7
-Mxd (%) 40 - 18,8
-Neut (%) 43 41 57,5
“Mono (%) - 6,62 ;
- Eos (%) - 40,7 -
-Baso (%) - 0,622 -
Bdng 2. Sinh hod ciia bénh nhan
Ngay 03/12 | 04/12 05/12 06/12 | 07/12 08/12 11/12
Ure:mmol/l 5,7 11,0 149 | 20,1 20,9 233 | 22,7
Creatinin:umol/1 117 182 240 260 263 270 183
SGOT:U/L 297 237 205 - - 182 120
SGPT:U/L 500 416 335 - - 312 305
AU UL 535 - - - - - 526
T-BIL: pmol/l - 49,4 - E - - -
D-BIL: pmol/l - 20,5 - - - - -
[-BIL: pmol/l - 28,9 - - - - -
Na :mmol/l - 133 132 131 136 139 -
K :mmol/l - 3,4 33 3 3,5 50
T-Ca: mmol/l - 1,87 1,84 1,93 2,05 2,26 -
Cl - : mmol/l - - 85 86 91 94 -
HCO,: mmol/l - - 31 - - - -
Glucose: mmol/l - - - - - - 5,7
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Bang 3. Luong nudc tiéu sau 1 tuan diéu tri

Théng 12 03 04 06 | 07 08 09
Lit/24 gidy 0,6 0,8 2,2 3 5 6
Bang 4. Nhiét dé sau 1 tudn diéu tri
Thang 12 03 04 06 07 08 09
Nhiét do 39,5 40 39 8,5 38 7,5

Sau 1 tudn diéu tri tich cuc, bénh nhén xin
xuét vién vé& nha diéu tri tiép.

Chan doan khi ra vién: “Héi chimg DRESS
do allopurinol” '

III. BAN LUAN

Di ung thudc 1a mot bidu hién 1am sang
thudng gip o bat ky khoa 1am sang nao. Ty 1&
mic khoang 2-3% trong tdng sb cac bénh nhan
nhdp vién & Vién Da liéu TW Ha Noi [1] va
bénh vién Da liéu TP. H§ Chi Minh [2].

O Hoa Ky, nim 1992 Michael E. Bigby
[6] d4 nhan xét ty 1& di tng thubc chiém
khoang 2-3% tong s& bénh nhan duoc nhap
vién. Dac biét ty 1€ nay ting tir 50-80%
khi bénh nhan duoc diéu tri ampicillin va
allopurinol cung ldc.

0 Phép, nam 2008 Descamps V.[5] cbng
tdc & khoa Da, CHU Bichat- Claude Bernard,
Paris ghi nhén ty 1¢ nhép vién do di ting thudc
1a 10%; ngoai ra bénh nhén con nhap vién &
khoa Nhiém va khoa Khép.

Hoi ching Dress rat hiém gap, ngay & My
trong vong 5 ndm (1995-2000) chi md&i cong
bd 11 trwong hop. Nguyén -nhén, thuong
do phan (mg mdt sb loai thubc dic biét la
allopurinol trong diéu tri tang acid uric mau.
That vay theo tac gia Israel: Arie Markel ;
tap chi IMAJ 2005, allopurinol di dugc dung
nhiéu trong tang acid uric méau va gout cach
ddy 30 nam. Tuy nhién, chi c6 2% dung thudc
ndy bi di ung da, va c6 thé xay ra hoi ching
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ndy. Theo Arellano va Sacristan cdng bd 60%
bénh nhan xdy ra hdi chung Dress khi dung
allopurino ddng thoi véi loi tidu Thiazide &
bénh nhén 16n tudi[3].

Mot nhém duge hoc 1dm sang & Tours
Phép, da cong bb nam 2005 vai ti 16 tir vong
25% & nguoi gia dung allopurinol xay ra
phan Ung nang goi 14 hdi ching Dress. Ho
cling khuyén nén giam liéu allopurinol khi
d6 thanh thai creatinine < 80ml/p dé tranh
xay ra hoi chirng nay.

Mot s tac gia cho réng c6 su tai hoat dong
cuia virus ndi bao nhu HHV6, CMV..., do thude
khong dugc chuyén héa trong té bao, tir d6 kich
hoat virus tai hoat dong, lam ning thém bénh
canh lam sang. Mét s tac gia da ching minh
xuét hién IgM ctia HHV6 tir 4m tinh lic vao
vién chuyén sang duong tinh vai ngay sau do.
Hoi ching nay tién trién cham, v4i bénh canh
st cao, ton thuong da phu tang, thudng rit dé
chin doan nhim v6i nhidm tring huyét hozic
boi nhiém cac loai vi tring 4c tinh nhw tu cau
vang. Bénh c6 thé dién tién ning dan va co thé
dua dén tir vong néu khong duge didu tri sém
corticoide toan than[3].
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Truong hop nay, ching t6i nghi dén di tng
allopurinol vi cac ly do:

1. Xuét hién bénh sau 2-3 tudn diéu trj
allopurinol, bénh nhén c6 st dung colchicin
nhung y van it d cap dén di Gng véi thude
nay, va lai cac tdc dung phu cua colchicin
chu yéu gdy ton thwong & da day - rudt, giam
bach cau[7] |

2. Bénh nhan c6 cac biéu hién:

- Tén thuong té bao gan cp véi su gia ting
men gan gip 3-7 lan binh thudng. Két qua
SGOT va SGPT ngay 3/12: 297 va 500 U/L.

- D6 da bong vay toan than.

Phi hop véi cac triéu chimg di ting thudc do
allopurinol. '

Céac xét nghiém urée va creatinin ngay
5/12 la 14,9 mmol/l va 240 umol/l, luong
nuée tiéu it khoang <0,81it/ ngay, cho thiy
bénh nhén bt ddu c6 triéu ching suy than
cép. Bénh nhan duogc didu tri Furosemide
40mg x 4 vién/ngay, phbi hop véi diéu chinh
nuée - dién giai. Chung t6i chi dinh diéu tri
Prednisolon lidu cao theo tai liéu huéng dan
xt tri di ung thudc allopurinol. Tuy nhién,
can lwu y rang trong céc truong hop di tng
thudc niang nhu hoi ching Stevens- Johnson
va Lyell, viéc st dung Corticoid toan than
dang dugc ban cdi nhidu vi ¢6 nguy co lam
ting ty 1& tir vong do gia ting nguy co nhiém
khuan [6].

- 86t 39°5 van tiép tuc kéo dai, cong thirc
méu ngay 7/12/2008 cho thdy bach cau van
con cao 16.0 x 10%L, dic biét ty 1& bach céu
eosinophil rat cao 40,7%.

Ngay 9/12/2008 bénh nhén giam sét, dai
nhiéu 1én 6 lit/ngay, an ubng duoc, toan trang
ngdy mot kha lén. ‘

Qua cic dic diém 1am sang va c4n lam sang
ghi nhin duoc & bénh nhin nay, chiing toi xin
dua ra chin doan cudi cung khi ra vién 1a “Hoi
chitng DRESS do allopurinol”
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Di tmg thudc nang thuong tap trung trong 3
héi chirng Stevens-Johnson, Lyell va DRESS.
Cén luu ¥ cac phan tng phan vé véi biéu hién
mé day, phtt Quincke va tinh trang sbc.

- Ho6i ching Stevens-Johnson/Lyell: déc
trung boi ludn ludn ¢6 ton thuong niém mac va
déu Nikolsky (+): miét da 1am bong 16p thuong
bi 1a bang chimg cho tinh trang hoai tir da.

- DRESS: d% ning lién quan dén nhidu
phii tang bi tdn thuong (gan, than, tim, phéi,
thin kinh...), c6 thé xudt hién nhiéu biéu
hién khac nhau sau khi ngung thudc. Sinh
bénh ly cta cac loai di ung thudc khac nhau
va chua dugc hiéu rd. M6i ddy, sinh bénh
ly cua DRESS da dugc sang td, céac thubc
dugc chirng minh lam tai hoat céc loai virut
thugc nhém herpes ( HHV6, EBV, CMV) va
diéu nay giai thich cho su xuét hién céc tén
thuong phu tang [5]. '

Nhiém Cic biéu hién 1am sang va
doc da sinh hoc
. | Pauda
Stevens- Trot ni€ém mac
Johnson / | Bong da: d4u Nikolsky
Lyell Ban xuit huyét
Sbt cao
Phu mat
Do da
DRESS Sung nhiéu hach
Hbi chung ting bach cAu don
nhan
Tang bach cAu ua acid
Huy té bao gan
Suy thén
Phu Ha huyét ap
Quincke Phtt méi trén va dudi
va Khé tho
Séc phan
vé
Viém Ban xudt huyét tham nhiém,
mach hoai tr da
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IV.KET LUAN VA KIEN NGHI

4.1. Hdi chimg Dress 1a hoi chimg hiém
gip, viéc chin doan khong khé néu duoc chu
¥ ngay tir dau, véi triéu chimg 1am sang phong
phu: phat ban d6 do thudc, sbt kéo dai, tang
bach cdu ua acid va tén thuong nhiéu tang hay
gip l: gan, than, tim, phdi...

4.2. Hoi chung Dress c6 chi dinh sém
corticoide toan than. Ti 1& tir vong kha cao
ngay & nhitng nudc phat trién. Cén than trong
dung allopurinol & nguoi gia cé giam chic
nang than. v
 4.3.Cac thdy thubc 14m sang cin luu y, ngoai
allopurinol, cac thudc thuong hay st dung nhu
thuc chdng co giat, salazopyrine, va méi day
nhét ranelate de strontium thuomg gay nhiém
ddc da dac biét 1a hoi ching DRESS.
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