TAP CHI NGHIEN ClPU Y HOC

MOI LIEN QUAN CUA THANG PIEM CRISTEN
VA CONG THU'C MAU VOI MU'C DO NANG TRONG
HOI CHU'NG STEVENS — JOHNSON/HOAI TU THUONG Bi NHIEM BOC

Bui Van Dan', Nguyén Hoang Phwong', Nguyén Minh Hoang?
Nguyén Manh Hung?, Dinh Anh Duy' va Tran Thi Huyén"*
"Trrong Pai hoc Y Ha Noi

2Bénh vién Bach Mai

3 Truong Pai hoc Y Duoc, Pai hoc Quéc gia Ha Noi

Héi ching Stevens-Johnson (SJS) va hoai tir thuong bi nhiém ddc (TEN) la nhiing phén tng da - niém
mac ndng vdi ti 1é t&r vong cao. Thang diém tién lwong CRISTEN, danh gia dwa trén 10 tiéu chi lam sang,
va céc chi s6 céng thirc mau cé thé la gidi phép tbi wu chi phi trong viéc theo déi ngudi bénh. Nghién ctru
héi ctru nay duoc thuc hién dwa trén hd so bénh én 76 bénh nhdn SJS/TEN (32 SJS va 44 TEN) tai Bénh
vién Da liéu Trung wong va Trung tdm Dj (rng - Mién dich 1dm sang, Bénh vién Bach Mai trong 3 ném (2017 -
2019) nhdm khao sét gié tri cda thang diém CRISTEN va céng thirc mau trong tién long SJS/TEN. Két qua
cho thdy, nhém TEN cé sé lwong bach céu va bach céu trung tinh thdp hon so véi nhém SJS (p = 0,003 va
p = 0,019, tvong (ng). Thang diém SCORTEN va CRISTEN cho thay kha ning dw doan tinh trang ndng tot
(AUC = 0,857 va AUC = 0,815, tuong (g) va kha nang dw doén thoi gian ndm vién kéo dai khi két hop voi
chi sb bach céu lympho va tiéu céu (R2= 0,199, p = 0,002 va R2= 0,173, p = 0,006, twong (ing) trong phan
tich héi quy tuyén tinh da bién. Ung dung thang diém SCORTEN, CRISTEN va két qua céng thirc méu ngay
dau nhép vién cé thé hé tro dénh gia nguy co tinh trang ndng, thoi gian ndm vién kéo dai trong SJS/TEN.
T khoa: Hoi chirng Stevens - Johnson, hoai tir thwong bi nhiém déc, SCORTEN, CRISTEN, céng thirc

mau.

. DAT VAN PE

HOi chirng Stevens - Johnson (Stevens -
Johnson syndrome, SJS) va hoai t&¢ thwong
bi nhiém doc (toxic epidermal necrolysis, TEN)
la nhi*ng phan *ng da - niém mac nang do
thudc. Thwong tén dac trwng trong SJS/TEN a
boc tach thwgng bi trén dién rong, viém, trot,
loét cac vung niém mac, cé thé kém theo tén
thwong cac co quan khac nhw gan, than va
phéi. Chan doan thé SJS/TEN dwa vao dién
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tich da tén thwong: dwdi 10%: SJS; 10 - 30%:
SJS/TEN chéng |ap (overlap); trén 30%: TEN.
Bénh hiém gép, véi ti 1é méc khoang 0,4 - 1,2
ca bénh/1 triéu dan, nhwng ti lé t& vong cao, I1én
dén 30%.2 Nam 2000, Bastuji - Garin da thiét ké
thang diém SCORTEN (The Severity-of-liness
Score for Toxic Epidermal Necrolysis, thang
diém danh gia mlrc dd nang ctia hoai t& thwong
bi) dwa trén 7 yéu t6: tudi > 40, c6 bénh ly 4c
tinh, nhip tim nhanh, dién tich da tdn thwong >
10%, néng d6 mau ure > 10 mmol/L, glucose
> 14 mmol/L va bicarbonat < 20 mmol/L dé dv
doan nguy co tlr vong trong SJS/TEN.?

Mac du SCORTEN da dwogc sl dung réng
rai véi do chinh xac dwoc kiém dinh qua nhiéu
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nghién ctru, ba chi sb sinh héa trong thang
diém nay bi anh hwéng bdi thoi diém 14y mau
va khéng thuan tién trong danh gia nhanh tién
lwgng nguwdi bénh. Do do, Natsumi Hama da
phat trién thang diém CRISTEN (Clinical Risk
Score for TEN, thang diém nguy co' 1am sang
cho hoai tlr thwong bi nhiém déc) dwa trén
10 yéu t6 l1am sang: tudi = 65, dién tich da ton
thwong > 10%, cé bénh ly ac tinh, bénh than
man, dai thdo dworng dang diéu tri thudc, nhiém
khuan, bénh tim mach, thudc gay bénh cé thuéc
khang sinh, tdn thwong niém mac & 3 vi tri (mét,
miéng va sinh duc), cé diéu tri corticosteroid
toan than trwdre khi khéi phat SUS/TEN.# So véi
cac thang diém khac nhw SCORTEN va ABCD-
10, thang diém CRISTEN c6 wu diém |a hoan
toan danh gia dwa trén cac dac diém lam sang
ma khong can dén cac xét nghiém.

Tbng phan tich té bao mau ngoai vi la mot
xét nghiém thuwdng quy & cac co sé' y té, co thé
cung cép théng tin vé cac yéu td co lién quan
dén cac bién ching trong SJS/TEN nhu céc
chi s6 bach cau.®¢ Viéc (rng dung thang diém
CRISTEN va cong thirc mau cé thé gitp cai
thién chéat lweng trong theo dbi va tién lwong
s&m ngudi bénh, dic biét 14 & cac co sd y té
con han ché vé trang thiét bi. Do d6, chung toi
thwe hién dé tai nay nhdm khao sat gia tri cia
thang diém CRISTEN va cong thirc mau trong
méi lién quan v&i mirc d6 ndng & ngwdi bénh
SJS/TEN.

Il. DOI TWVONG VA PHUONG PHAP

1. Déi twong

Cac bénh nhan dwoc chan doan va diéu tri
SJS/TEN tai Bénh vién Da liéu Trung wong va
Trung tdm Di rng - Mién dich |am sang, Bénh
vién Bach Mai, tvr thang 01/2017 t&i thang
10/2019.

Tiéu chuan chan dodn: nguwdi bénh duoc
chan doan SJS/TEN béi it nhat hai bac sy

chuyén khoa tham kham, dwa theo cac dac
diém lam sang, dau hiéu toan than, thwong tén
da va niém mac, tién st dung thubc nghi ngd
gay di ng, nhan dinh thé SJS/TEN theo tiéu
chuén ctia Bastuji - Garin.

Tiéu chudn Iwa chon: cac bénh an duoc
chén doan SJS/TEN, c6 du thong tin vé déc
diém lam sang va can lam sang phuc vu cho
viéc tinh diém CRISTEN va SCORTEN.

Tiéu chuén loai trir: cac bénh an khong cé
da théng tin. Cé tinh trang suy gidm mién dich
ho&c dang diéu tri cac thubc e ché mién dich
khac.

Két qua c6 76 hd so bénh an/bénh nhan (32
bénh nhan SJS va 44 bénh nhan TEN) dat tiéu
chuén.

2. Phwong phap

Thiét ké nghién cteu: héi civu duoc tién
hanh trén cac hd so bénh an.

Cac thoéng tin dwoc thu thap bao gém: dac
diém |am sang va can lam sang, thdi gian diéu
tri va két qua diéu tri. K&t qua cla xét nghiém
cobng thirc mau dwoc thu thap trong ngay dau
nhap vién bao gébm: hemoglobin, sb lwong
bach cau (WBC), sb lwgng bach cu trung tinh
(NEU), s lwong bach cau lympho (LYM), sb
lwong tiéu cau (PLT). Piém CRISTEN duwoc
tinh dwa trén 10 tiéu chi va diém SCORTEN
dwa trén 7 tiéu chi nhw da trinh bay & trén. Gia
tri cGa thang diém CRISTEN va thang diém
SCORTEN duwoc lay 14 gia tri trong ngay dau
nhap vién. Méi twong quan gitra thdi gian diéu
tri va gia tri cac thang diém dwoc danh gia
trén cac bénh nhan khadi bénh. Cac bénh nhan
chuyén vién, chuyén khoa do bién chirng nang
(gan, than, nhiém khuén huyét, viém phéi, suy
hé hap) hodc tlr vong dwoc phan vao nhém
bénh mirc d6 nang dé danh gia kha nang tién
lwong cla cac thang diém. Trong nghién ctru
nay, cé 6 bénh nhan thuéc nhém mdrc do nang.

Cac sb lieu dwoc kiém tra va chuan hoa
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trwdc khi nhap. Phan mém IBM SPSS Statistics
27 dwoc st dung dé phan tich sé liéu va thiét ké
biéu d6. Cac test thong ké duoc st dung phu
hop: t - test cho hai bién dinh lwong phan bb
chuén, Mann - Whitney test cho hai bién dinh
lwong phan bd khéng chuan, test x2 cho cac
bién dinh tinh gitra hai nhém va twong quan
Spearmann dé& do lwdng mbi quan hé gitra 2
bién dinh lwong. Cac thang diém dwoc danh
gia qua dién tich du¢i dwdng cong (Area Under
the Curve, AUC). Hoi quy tuyén tinh dwoc st
dung dé khao sat cac yéu tb lien quan dén thoi
gian diéu tri. H6i quy logistic nhi phan dwoc st
dung dé khao sat cac yéu té lién quan dén tinh
trang nang & bénh nhan SJS/TEN.
3. Pao dirc nghién ctru

Nghién ctu vién dam bdo thwc hién quy
trinh phu hop véi tuyén ngdn Helsinki vé dao
dwre trong nghién ctru. Trong giai doan thu thap

mau trudc day, cac bénh nhan hodc nguoi dai
dién hop phap duorc gidi thich vé muc dich cta
nghién cru va ky vao ban chap thuan tham gia
nghién ctru. Quy trinh cda nghién ctru khéng
can thiép vao phwong phap diéu tri. Cac bénh
nhan dwoc giv bi mat vé danh tinh khi cong b
cac sb liéu. Nghién clru dwoc sy chap thuan
cla Hoi déng dao dirc vé nghién ciru y sinh,
Trwong Pai hoc Y Ha Noi theo quyét dinh sb
04NCS17/HPDD - BHYHN, ngay 08 thang 02
nam 2018.

ll. KET QUA

Nghién clu bao gébm 32 bénh nhan SJS
va 44 bénh nhan TEN. Nhém TEN cé diém
CRISTEN, SCORTEN cao hon so vé&i nhéom
SJS (p < 0,001). Khéng cé sw khac biét vé
tudi, gidi, diéu tri corticosteroid toan than trwdc
nhap vién va két qua diéu tri gitra hai nhém
(Bang 1).

Bang 1. Pic diém chung ctia cac d6i twong nghién ctru (n = 76)

Dic diém Nhoém SJS Nhém TEN
; (n = 32) (n = 44) P
Tuéi, trung binh (SD) 44,46 (17,1) 51,25 (14,4) 0,187
Gidi, n (%)
Nam 18 (56,3) 23 (52,3)
0,731¢
N 14 (43,7) 21 (47,7)
Diéu tri corticosteroid trwéc nha
en P 6 (18,8) 13 (29,6) 0,283¢
vién, n (%)
Diém tién luong, trung vi (IQR)
SCORTEN 1,0 (0,0 - 1,0) 20(2,0-30) <0001
CRISTEN 1,0 (0,0 - 2,0) 20(15-30)  <0,001
Két qué diéu tri, n (%)
Khoi bénh 32 (100,0) 38 (86,4)
Chuyén vién do bién chirng 0 (0,00) 4(9,1) 0,107¢
T vong 0 (0,00) 2 (4,5)

at - test, ® Mann - Whitney test, °test x?
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O céac bénh nhan TEN, sé lwong bach cau
tbng (WBC) va bach cau da trung tinh (NEU)
vao ngay dau nhap vién thap hon cac bénh
nhan SJS, két qua co6 y nghia théng ké véi gia

tri p 1an lwot 1a 0,003 va 0,019. Sé lwong bach
cau lympho (LYM) vao ngay dau nhap vién cé
xu hwéng thdp hon & nhém TEN, tuy két qua
chwa cé y nghia théng ké (p = 0,051) (Bang 2).

Bang 2. Dac diém cong thirc mau & nhém SJS va nhém TEN (n = 76)

Chi sé, trung vi Nhém SJS Nhém TEN )
p? Effect size
(IQR) (n=32) (n=44)
Hemoglobin (g/L) 139,5 (131,0 — 147,8) 135,5(123,0 - 143,5) 0,178 0,143
WBC (GIL) 8,6 (6,5 —11,2) 6,2 (5,0 -8,7) 0,003 0,341
NEU (G/L) 5,6 (4,2 -8,2) 4,2 (3,4 -6,0) 0,019 0,269
LYM (GIL) 1,4 (1,0 — 2,6) 1,1 (0,6 —1,6) 0,051 0,224
PLT (G/L) 238,0 (211,5 — 300,0) 240,0 (202,3 —324,0) 0,748 0,037

aMann - Whitney test

Két qua phan tich héi quy logistic don bién
cho tinh trang ndng (t& vong, chuyén vién,
chuyén khoa) & 6 bénh nhan TEN cho thay
SCORTEN, CRISTEN, chi s hemoglobin va
WBC la nhirng yéu té cé lién quan véi tinh trang
nang voi két qua co y nghia thdng ké (Bang
3). Phan tich dwong cong ROC (Receiver
Operating Characteristic) véi cac thang diém

SCORTEN, CRISTEN cho két quéd AUC (Area
Under the Curve, dién tich dwéi dwong cong)
lan lwot 1a 0,857 (95% ClI: 0,758 — 0,927; p <
0,001) va 0,815 (95% CI: 0,681 — 0,950; p =
0,011). Diém cét tdi wu cho thang SCORTEN Ia
2,5 v&i do nhay 83,3% va do dac hiéu 88,6%,
cho thang CRISTEN la 2,5 v&i dd nhay 66,7%
va do dac hiéu 78,6%.

Bang 3. Hoi quy logistic nhi phan don bién cho tinh trang nidng & cac bénh nhan SJS/TEN

(n=76)

Yéu té ngay dau nhap vién OR 95% Cl cia OR p?
SCORTEN 5,375 1,603 — 18,025 0,006
CRISTEN 3,546 1,263 — 9,953 0,016
Hemoglobin (g/L) 0,952 0,908 — 0,997 0,039
WBC (G/L) 0,635 0,403 — 1,000 0,050
NEU (G/L) 0,643 0,388 — 1,066 0,087
LYM (G/L) 0,432 0,115 -1,619 0,213
PLT (G/L) 0,993 0,982 - 1,005 0,279

aHbi quy logistic nhj phén don bién

Phéan tich twong quan Spearman gilra cac
yéu t6 vao ngay dau nhap vién va sé ngay diéu
tri cia 70 bénh nhan SJS/TEN khdi bénh cho

thdy cac thang diém SCORTEN va CRISTEN
cé mbi twong quan thuan bién véi sd ngay
nam vién (p = 0,038 va p = 0,048, twong rng).
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Trong khi d6, chi s& WBC, LYM va PLT cé méi
twong quan nghich bién véi s6 ngay ndm vién
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(p =0,024; p = 0,002 va p = 0,021, twong rng)
(Bang 4).

Bang 4. Panh gia twong quan giira cac yéu té vao ngay dau nhap vién véi sé ngay diéu tri &
nhém SJSITEN khéi bénh (n = 70)

Yéu té & ngay dau nhap vién Hé sé twong quan Spearman p?
CRISTEN 0,237 0,048
SCORTEN 0,246 0,038
Hemoglobin (g/L) -0,060 0,620
WBC (GIL) -0,270 0,024
NEU (GIL) -0,117 0,336
LYM (GIL) -0,357 0,002
PLT (G/L) -0,276 0,021

aTwong quan Spearman

Khi phan tich héi quy tuyén tinh da bién lién
quan dén sb ngay diéu tri & 70 bénh nhan SJS/
TEN khoi bénh, mdé hinh v&éi SCORTEN, LYM
va PLT c6 y nghia théng ké chung va giai thich
dwoc 19,9% sy bién thién vé sb ngay diéu tri
(R?= 0,199, p = 0,002), SCORTEN va PLT la
hai yéu t6 c6 lién quan doc lap véi sé ngay diéu

tri trong md hinh nay. Trong khi d6, md hinh
voi CRISTEN, LYM va PLT cling c6 y nghia
thdng ké chung va giai thich dwoc 17,3% sw
bién thién vé sb ngay diéu tri (R2= 0,173, p =
0,006), LYM va PLT Ia hai yéu t6 c6 lién quan
doc lap voi sb ngay diéu tri trong mé hinh nay
(Bang 5).

Bang 5. Hoi quy tuyén tinh da bién lién quan dén s6 ngay diéu tri & bénh nhan SJS/TEN

(n=70)
Yéu to Hé sé héi quy B (95% ClI) B chuan héa p?

M6 hinh vé&i SCORTEN

SCORTEN 1,855 (0,330 — 3,380) 0,285 0,018
LYM (G/L) -0,943 (-1,977 - 0,091) -0,207 0,073
PLT (G/L) -0,019 (-0,035 - -0,004) -0,288 0,015
M6 hinh véi CRISTEN

CRISTEN 1,296 (-0,062 — 2,654) 0,223 0,061
LYM (G/L) -1,043 (-2,085 - -0,002) -0,229 0,050
PLT (G/L) -0,018 (-0,033 — -0,002) -0,261 0,027

aHbi quy tuyén tinh da bién
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IV. BAN LUAN

O cac bénh nhan SJS/TEN, thuwéng gép tinh
trang ha bach ciu bao gébm cac chi s& WBC,
NEU va LYM vao ngay dau nhap vién. Cac tinh
trang nay c6 méi lien quan dén mirc d6 nang
clia bénh dwoc chirng minh trong nghién ctru
cla Sakia Ingen-Housz-Oro va nghién ctru
clua Wang.%® Trong nghién clru cla chung toi,
sb lwong bach ciu vao ngay nhap vién & cac
chi s6 WBC, NEU va LYM & nhém TEN c¢6 xu
hwéng thAp hon nhém SJS (Bang 2) cho thay
méi lién quan gitra dién tich ton thwong da va
sy gidm bach cau. Trong d6, chi s WBC ngay
dau nhap vién con ¢ lién quan dén tinh trang
néng & cac bénh nhan TEN. Piéu nay cé thé
duworc giai thich béi trong co' ché bénh sinh cla
SJS/TEN, c6 suv dich chuyén clia cac té bao
bach cau ttr mau di dén da nho cac tin hiéu hoa
(ng déng bach cau. Sw chuyén dich nay co thé
lam gidm dang ké s6 lwong bach cau trong mau
ngoai vi dwoc phat hién bang két qua cong thirc
mau.8 Ngoai ra, chi s6 hemoglobin trong nghién
clru clia ching toi cling ¢é méi lién quan nghich
bién v&i tinh trang ndng goi ¥ cho tinh trang
thiéu mau co thé 1a mot yéu té nguy co & nhirng
bénh nhan SJS/TEN.

Trong nghién clru ctia ching t6i, thang diém
SCORTEN va CRISTEN déu cho thdy moéi
twong quan thuan v@i tinh trang nang (Bang 3)
va kha nang tién lwgng tinh trang nang & bénh
nhan SJS/TEN tét qua phan tich ROC va AUC.
Tuy nhién, chét lwong cla cac thang diém nay
trong nghién ciru cla chang téi c6 thé khong
4n dinh do s6 lwogng bénh nhan nang con it va
chwa danh gia dung tinh trang t&r vong trong
nhém nay. Nghién ciru phat trién thang diém
CRISTEN clGa Hama va cong sw cho thay
thang diém nay c6 gia tri tién lwong tét & cac
bénh nhan ngwdi Nhat (AUC = 0,884) va cac
bénh nhan nguwoi nwée ngoai (AUC = 0,827).4

O cac bénh nhan SJS/TEN khai bénh, chung
t6i tién hanh phan tich cac yéu té lién quan dén

thoi gian ndm vién kéo dai (Bang 4). Két qua
cho thay céac thang diém tién lwong (SCORTEN
va CRISTEN) va cac két qua cong thirc mau
(WBC, LYM va PLT) vao ngay dau nhap vién
c6 mbi lien quan dén thdi gian nam vién &
cac bénh nhan SJS/TEN. Hai mé hinh hdi quy
tuyén tinh da bién gébm thang diém SCORTEN/
CRISTEN va chisb LYM va PLT déu cé y nghia
thdng ké chung trong viéc wéc lwong nguy co
nam vién kéo dai (Bang 5). Trong dé, cac thang
diém SCORTEN, CRISTEN va chisé LYM phan
anh mdc d6 nang cuda tinh trang bénh, con chi
s& PLT c6 thé phan anh mét tinh trang nhiém
trung hodc dap (rng viém manh & bénh nhan
SJS/TEN dan dén tiéu thu qua muiec tiéu cau
ho&c gay trc ché tly xwong.467° Viéc danh gia
céac thang diém tién lwong va két qua cong thire
mau ngay dau nhap vién cé thé giup wéc lwong
thi gian nam vién mot cach nhanh chéng, tuy
nhién kha nang danh gia cla ca hai mé hinh
trén con han ché (chi gidi thich dwoc dwdi 20%
sw bién thién trong thoi gian ndm vién) do thoi
gian nam vién con phu thudc vao nhiéu yéu td
khac trong qua trinh diéu tri nhw phwong phap
diéu tri, dap rng ctia bénh nhan va nhiém triing
nhirng ngay sau nhap vién.™

V. KET LUAN

Thang diém CRISTEN va mét sé chi s cong
thtrc mau nhv WBC, NEU, LYM, hemoglobin c6
tiém n&dng hd tro danh gia mirc do ndng & bénh
nhan SJS/TEN, tuy nhién, can nghién ctru tién
clu v&i & mau 1én hon va két cuc t& vong rd
rang dé xac nhan gia tri tién lwong.

L&i cam on

Chung t6i xin chan thanh cdm on cac quy
ddng nghiép & Bénh vién Da liéu Trung wong
va Bénh vién Bach Mai da giup d& chung toi
hoan thanh nghién ctu nay.

Chung t6i xin cam két khéng c6 sy xung dot
loi ich trong nghién ctru nay.
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Summary

THE CORRELATION BETWEEN THE CRISTEN SCORE
AND COMPLETE BLOOD COUNT PARAMETERS WITH
THE SEVERITY IN STEVENS-JOHNSON SYNDROME/TOXIC
EPIDERMAL NECROLYSIS

Stevens—Johnson syndrome (SJS) and toxic epidermal necrolysis (TEN) are severe
mucocutaneous adverse reactions associated with substantial morbidity and mortality. The
CRISTEN prognostic score, which incorporates 10 clinical criteria, together with complete blood
count parameters, may provide a practical and cost-effective approach for early risk stratification and
patient monitoring. This retrospective study was conducted using medical records of patients with
SJS/TEN treated at the National Hospital of Dermatology and Venereology and the Center for Allergy
and Clinical Immunology, Bach Mai Hospital, over a 3-year period from 2017 to 2019. The study
aimed to evaluate the prognostic value of the CRISTEN score and complete blood count parameters
in patients with SUS/TEN. A total of 76 patients were included, comprising 32 patients with SJS and
44 patients with TEN. Patients with TEN had significantly lower white blood cell (WBC) and neutrophil
(NEU) counts than those with SJS (p = 0.003 and p = 0.019, respectively). Both SCORTEN and
CRISTEN demonstrated good discriminatory performance for severe disease, with AUC values
of 0.857 and 0.815, respectively. In multivariable linear regression analysis, the combined models
including SCORTEN or CRISTEN together with lymphocyte and platelet counts were significantly
associated with length of hospital stay, explaining 19.9% and 17.3% of its variability, respectively
(R? = 0.199, p = 0.002 and R? = 0.173, p = 0.006). These findings suggest that SCORTEN,
CRISTEN, and complete blood count parameters on the first day of admission may be useful
for assessing the risk of severe disease and prolonged hospitalization in patients with SJS/TEN.

Keywords: Stevens - Johnson syndrome, toxic epidermal necrolysis, SCORTEN, CRISTEN,
complete blood count.
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