TAP CHi NGHIEN CU’U Y HOC

NONG PO HUYET THANH INTERLEUKIN-15
TRONG HOI CHIPNG STEVENS-JOHNSON/ HOAI TU
THUYONG BI NHIEM BDOC

Tran Thi Huyén"2*, Lé Huyén My?
"Trrong Pai hoc Y Ha Noi
2Bénh vién Da liéu Trung wong

Héi ching Stevens-Johnson (SJS) va hoai tir thuong bi nhiém déc (TEN) la nhitng phén ting néng, thuong
do thubc, cé biéu hién & da, niém mac. M6t sé yéu té vé gen va mién dich duoc cho la cé lién quan téi SIS/
TEN, trong d6 cé interleukin-15. Trong nghién ctru nay, ky thuét hdp phu mién dich vi hat danh déu huynh
quang (fluorescence covalent microbead immunosorbent assay, ProcartaPlex Immunoassay Panels Kkit,
Thermo Fisher Scientific, USA) duoc st dung dé xéc dinh ndng dé interleukin-15 trong huyét thanh cda céc
bénh nhan SJS/TEN va phén tich méi tuong quan ctia né véi mirc do bénh. Str dung Mann-Whitney U test
dé so sanh ndng dé huyét thanh interleukin-15 ctia hai nhém, Spearman rank correlation test dé déanh gia
sw tuong quan. S khac biét c6 y nghia théng ké khi p-value < 0,05. Két qua c6é 61 bénh nhéan (29 nam,
32 ni¥; 21 bénh nhén SJS va 40 bénh nhéan TEN), trung vi tudi 1a 51 (khodng tir phan vi: 37 - 58) tudi va 20
nguoi khée manh tham gia nghién ctru. Trung vi dién tich thuong tén da la 45% dién tich co thé (khodng
tir phan vi: 8 - 70%). Piém SCORTEN cé trung vi la 2 (khodng tir phén vi: 1 - 2). Néng dé interleukin-15
huyét thanh & nhém SJS/TEN cé trung vi la 2,61 pg/ml (khodng ttr phén vi: 1,49 - 4,04 pg/ml), & nhém TEN
co trung vi la 2,61 pg/ml (khodng t&r phan vi: 1,49 - 3,73 pg/ml), khéng cao hon so v&i nhém khée manh.
C6 mobi lién quan gitta nbng do interleukin-15 huyét thanh véi diém SCORTEN & nhém bénh nhén SJS.

T khéa: Diém SCORTEN, hoai tir thwong bi nhiém déc, hdi chirng Stevens-Johnson, Interleukin-15.
I. DAT VAN BE

HOi ching Stevens-dohnson (Stevens- cotrimoxazol, abacavir. Khi thuéc cé mét trong

Johnson syndrome, SJS) va hoai t&r thwong bi
nhiém ddéc (toxic epidermal necrolysis, TEN)
la nhitng phan (rng nang, thuwong do thuébc, co
biéu hién & da (severe cutaneous adverse drug
reactions), tuy it gdp nhwng nguy hiém, de doa
tinh mang ngudi bénh." Tan suét cha bénh trong
dan sb chi khoang 2/1.000.000 ngu®i nhung ty
lé t&r vong rat cao, cd thé t&i 30%. Cac thube
hay gay SJS/TEN la allopurinol, carbamazepin,
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co thé, triéu chirng xuét hién dau tién 1 ban do,
ngtra, khu trd, sau do lan rong hon, trot da, hoai
t&r thwong bi, hinh thanh bong nwéc. Thwong
tdn niém mac (miéng, mat, mdi, sinh duc, hau
mén) hay gdp. O niém mac mat cé thé dé lai
céac di chirng nhu seo, dinh két mac, loét giac
mac.?

DPac diém sinh bénh hoc chinh cia SJS/
TEN Ia hién twong hoai tr, chét theo chuong
trinh lan réng cla céac té bao keratin, qua trinh
duwoc khéi dong béi cac té bao lympho T doc
gay ra do thubéc.35 Sy trinh dién thubc gidi
han b&i phtrc hop hda hop md chd yéu (major
histocompatibility, MHC) hay khang nguyén
bach cau ngudi (human leukocyte antigen,
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HLA) I&p | dan t&i tdng sinh dong TCD8+, xam
nhap vao da, san xuét cac yéu té hda tan lam cho
cac té bao keratin chét theo chwong trinh.367
Mot sb nghién ciru vé SJS/TEN & Viét Nam
cho thdy c6 méi lién quan gitta HLA-B*15:02
véi SJS/TEN do carbamazepin.? Binh lwong
ndng dd cac cytokin cé thé gép phan giup kiém
soat bénh tét hon va tién lwong mirc d6 ndng
clia bénh. Interleukin (IL)-15 lién quan t&i hoat
dong chirc néng, sy ton tai va phat trién cla
céac té bao diét ty nhién va TCD8+. Cac phan
ttr HLA lién quan trong SJS/TEN déu thudc I&p
[, ang hd cho vai trd ctia TCD8+ trong co ché
bénh sinh ctia SJS/TEN, va goi y ring IL-15 ¢c6
thé c6 y nghia trong co ché bénh sinh ctia SJS/
TEN.®° Nghién ctru ctia Su cho thdy cé méi lién
quan gitra nébng dd huyét thanh IL-15 v&i mic
dd nang va nguy co tlr vong & nguwdi bénh SJS/
TEN." Trong nghién c®u nay, chung t6i khao
sat ndng do huyét thanh IL-15 va méi lién quan
v&i mirc do bénh & cac bénh nhan SJS/TEN

ngudi Viét Nam.
Il. DOI TVQONG VA PHUONG PHAP

1. Déi twong

Céac bénh nhan SJS/TEN diéu tri ndi tra tir
thang 3/2018 t¢i thang 9/2020, tai Bénh vién
Da liéu Trung wong, dwoc chon vao nghién
ctru. Céc triéu chirng 1am sang, dau hiéu sinh
ton, dién tich thwong tén da, diém SCORTEN
(Severity-of-lliness Score for Toxic Epidermal
Necrolysis, chi s6 danh gia mic dd nang cla
hoai t&r thwong bi), cac chi sé can lam sang
dwoc thu thap." Phan loai SUS/TEN dwa trén
dién tich thwong tén da so véi dién tich co thé:
i) SJS: dwdi 10%, ii) TEN: trén 30%, iii) va ranh
gi¢i SUS/TEN: 10 - 30%."

Céc tiéu chuan Iwa chon bao gbém tudi tw
17 tré 1én, nhap vién sau khéi phat bénh tir 1 -
10 ngay (thoi diém khéi phat 1a khi bat dau cé
thwong tdn niém mac va/hodc thwong tén da),

c6 diéu tri hodc chwa diéu trj trede do.

Tiéu chuén loai trte: nhiém HIV, suy da
tang, nhiém khudn mau. Nhém chirng gdm
nhi*rng ngudi khde manh, khéng bi di &ng
thuéc, khéng bi cac bénh nhiém trung, viém, di
&rng dang hoat déng, t&i kiém tra strc khoe tién
hén nhan hodc kiém tra strc khde theo yéu ciu
tai Bénh vién Da liéu Trung wong.

2. Phwong phap

Lwu méu huyét thanh, dinh lwong néng
dé huyét thanh IL-15

Thwe hién sau khi c6 sw déng thuan cua
ngwoi bénh hoac cla ngwoi dai dién hop
phap, ngudi khée manh, ky vao ban chép
thuan. M&i bénh nhan SJS/TEN va ngudi khée
manh dwoc 14y 4ml mau dé tach huyét thanh
lic nhap vién, thdi gian tir khi kh&i phat bénh
(b4t dau co6 thwong tdn da va/hoac niém mac)
t&i lGc 14y mau huyét thanh dao déng trong
khoang 1 - 10 ngay. Cac mau mau dwoc dat
& nhiét d6 phong 10 - 20 phat, sau d6 ly tam
20 phut véi téc dd 2000 - 3000 vong/phut,
tach chiét huyét thanh va bao quén & nhiét do
-80°C trwéc khi dinh lwong cac cytokin huyét
thanh. S& dung ky thuat hap phu mién dich
vi hat danh diu huynh quang (fluorescence
covalent microbead immunosorbent assay,
ProcartaPlex Immunoassay Panels kit, Thermo
Fisher Scientific, USA, Lot number: 383972-
001) phat hién ddng thdi nhiéu cytokin trong
do ¢6 IL-15. Cytokin dwoc phat hién bang phan
&¥ng mién dich huynh quang kiéu “sandwich”
trén bé mat cac vi hat tr. B& mét clta vi hat
dwoc gén s&n cac phan tlr khang thé don dong
dac hiéu véi mot quyét dinh khang nguyén trén
phan t& cytokin. Khi 0 mau xét nghiém véi hat
phl khang thé, cac phan tt cytokin sé bi khang
thé dac hiéu bat gitr va bam vao bé mét hat.
Sau d6, thém khang thé don dong thi hai déc
hiéu véi moét quyét dinh khang nguyén khac
cla cytokin da gan biotin, tao thanh phic hop
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mién dich gébm phan t& cytokin kep gitra hai
khang thé don dong. Cudi cung, phirc hop
SA-PE (Streptavidin-Phycoerythin) dwoc thém
vao sé& gén vao khang thé don dong the hai
qua twong tac SA-biotin. Dwéi tac dong cua
tia laser bwéc séng t&r ngoai, PE sé phat ra
anh sang huynh quang, ching té cytokin cé
mat trong mau xét nghiém. Lwong PE gan vao
ty 1& thuan véi lwong khang thé the hai, hay
lwong cytokin co trén bé mét hat tlr. Dwa vao
mat do huynh quang phat ra ttr cac hat dwoc
0 v&i ndng do cytokin cho phép dinh lwong
dwoc cytokin. Cac dung dich pha mau, dung
dich pha sinh phdm, dung dich rira do hang
R&D, My, san xuét va cung cap. Hé thdng
Luminex-200 va phan mém diéu khién di kém
(hdng Luminex, My, ché tao va cai d&t) dwoc
st dung. Xét nghiém duwogc thwc hién tai BO
moén Mién dich - Hoc vién Quan y.

TAP CHi NGHIEN CU’U Y HOC

X ly sé liéu

Cac sb lieu dwoc kiém tra va chuan hoa
trwéc khi nhap. Phan mém SAS 9.4 (SAS
Institute Inc., Cary, NC, USA) dwgc sir dung
dé phan tich sb liéu. Test Mann-Whitney U
dwoc st dung dé so sanh hai bién dinh lvong
phan bd khéng chuén. Test Spearman rank
correlation dé danh gia médi twong quan gitva
hai bién dinh lwong. Sy khac biét c6 y nghia
thdng ké khi gia tri p < 0,05.
3. Pao dirc nghién ctru

Nghién ctru vién dam bao thic hién quy trinh
phu hop véi tuyén ngdn Helsinki vé dao durc
trong nghién ctu. Nghién clru dwoc sw chép
thuan ctia Hoi déng dao dirc vé nghién clu y
sinh, Trwéng Pai hoc Y Ha Noi theo quyét dinh
s6 04NCS17/HPDD-DHYHN, ngay 08 thang 02
nam 2018.

Ill. KET QUA

Bang 1. Dac diém chung cta cac bénh nhan SJS/TEN va ngwi khée manh

Dic diém Nhém SJS/ Nhém SJS Nhém TEN Nhém khoée
TEN (n =61) (n=21) (n =40) manh (n = 20)
Tudi, trung vi (IQR) 51 37-58 43 32-54 52 38-595 49 36-55
Gidi tinh, n (%)
Nam 29 47,54 9 42,86 20 50 11 55,00
N 32 5246 12 57,14 20 50 9 45,00
Thé bénh, n (%)
SJS 21 3443 21 100 0 0 - -
TEN 40 65,57 0 0 40 100 - -
Dién tich thwong ton (% dién
tich co’ thé), trung vi (IQR) 45 8-70 ! >8 60 42,590 ) i
Nguyén nhén, n (%)
Allopurinol 14,75 6 28,57 3 7,5 - -
Carbamazepin 8 13,11 5 23,81 3 7,5 - -
Phenylbutazon 1 1,64 1 4,76 0 0 - -
Thubc cb truyén 19 31,15 2 9,52 17 425 - -
Khong ro 24 39,34 7 33,33 17 42,5 - -
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oz Nhém SJS/ Nhém SJS Nhém TEN Nhém khée
Pac diem
TEN (n = 61) (n=21) (n =40) manh (n = 20)

Sét, n (%) 37 6066 13 6190 24 60 - -
Co th tén nié ,

© fhtrong fon niem mac 56 9180 21 100 35 875 - -
n (%)
C6 loét miéng, n (%) 55 90,16 21 100 34 85 - -
Viém phéi, n (%) 7 11,48 1 4,76 6 15 - -
Tang men gan, n (%) 24 39,34 8 38,10 16 40 - -
Thuwong tén than, n (%) 19 31,15 7 33,33 12 30 - -
Diém SCORTEN,

2 1-2 1 0-2 2 1-2 - -

trung vi (IQR)

IQR, interquartile range (khoang ttr phan vi); SCORTEN, Severity-of-lliness Score for Toxic Epidermal
Necrolysis (chi sé déanh gia mirc dé ndng cda hoai tir thuong bi); SJS, Stevens-Johnson syndrome
(hoi chimg Stevens-Johnson); TEN, Toxic Epidermal Necrolysis (hoai ti thuong bi nhiém déc)

Co6 61 bénh nhan (29 nam, 32 nir; 21 bénh
nhan SJS va 40 bénh nhan TEN), trung vi tudi
la 51 (khoadng t& phan vi: 37 - 58) tudi va 20
ngwoi khde manh tham gia nghién cu. Trung vi
dién tich thwong tén da la 45% dién tich co thé
(khoang t& phan vi: 8 - 70%). Biém SCORTEN

c6 trung vi la 2 (khodng t&r phan vi: 1 - 2). Nhém
khée manh c6 trung vi tudi 1a 25, nam chiém
55%, ni¥ chiém 45%. Cac dac diém lam sang,
can lam sang khac cta nguwoi bénh SJS/TEN
dwoc thé hién & Bang 1.

15| Kiém dinh Mann-Whitney:

Bénh nhan SJS va Nhém chirng khde manh: p-value = 0,885
Bénh nhan TEN va Nhém ching khée manh: p-value = 0,606

-
o

Néng dd huyét thanh IL-15 (pg/ml)

Bénh nhan SJS

1

Bénh nhan TEN

1

Nhém chirng
khée manh

Nhom

SJS, Stevens-Johnson syndrome; TEN, Toxic Epidermal Necrolysis

Biéu dé 1. So sanh néng dé huyét thanh IL-15 ctia ba nhém
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Néng d6 IL-15 huyét thanh & nhém SJS/ huyét thanh v&i diédm SCORTEN & nhém bénh
TEN va nhém SJS déu c6 trung vi la 2,61 pg/ml nhan SJS, nhwng khéng cé & nhém bénh nhan
(khodng t& phan vi: 1,49 - 4,04 pg/ml), & nhém SJS/TEN noéi chung va nhém bénh nhan TEN
TEN c6 trung vi la 2,61 pg/ml (khoang t& phan (Biéu dd 2). Khéng c6 méi twong quan gitra
vi: 1,49 - 3,73 pg/ml), khéng cao hon so voi ndng dd huyét thanh IL-15 vé&i dién tich thwong

nhém khée manh (Biéu d6 1). ton da (Biéu do 3).
C6é mébi twong quan gitra néng do IL-15
(A) (B) ©
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SCORTEN, Severity-of-lliness Score for Toxic Epidermal Necrolysis; SJS, Stevens-Johnson syndrome; TEN, Toxic Epidermal Necrolysis

Biéu doé 2. M6i twong quan giira diém SCORTEN vé&i nong dé huyét thanh IL-15 & (A) nhém
SJS/TEN, (B) nhém SJS va (C) nhém TEN
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SJS, Stevens-Johnson syndrome; TEN, Toxic Epidermal Necrolysis-

Biéu dé 3. Méi twong quan giira dién tich thwong tén da véi ndng dd huyét thanh IL-15 &
(A) nhém SJSITEN, (B) nhém SJS va (C) nhém TEN

IV. BAN LUAN

Interleukin-15 (IL-15) la thanh vién cla ho hiéu. IL-15 dbng vai trd quan trong trong cac
cytokin IL-2, s& dung cac phirc hop thu thé dap &ng mién dich badm sinh va thu duoc, va
chva chubdi gamma (yc) chung dé truyén tin cé lién quan dén co ché bénh sinh ctia mot sé
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bénh mién dich. Thu thé IL-15 bao gdm 3 tiéu
don vi 1a chudi IL-15Ra lién két phéi ter, chudi
B (cling dwoc IL-2 str dung) va chubi yc. IL-15
st dung mét con dwong truyén tin hiéu duy
nhét trong do IL-15 lién két véi IL-15Ra trong
qua trinh sinh téng hop va phirc hop nay duoc
“chuyén héa” sang cac t& bao phan rng biéu
hién phirc hop thu thé IL-2/15RByc. IL-15 chiu
sw diéu chinh sau phién ma va hau dich ma,
va bang chirng ciing cho thay rang tin hiéu cis
IL-15 c6 thé xay ra trong mot sé diéu kién nhét
dinh. IL-15 c6 lién quan dén cac bénh tw mién,
mién dich khac nhau nhw viém khép dang
thap, tiéu dwong tu mién, bénh viém ruét, bénh
Celiac va bénh vay nén. Cac nghién ctu véi
cac mé hinh tién |am sang da cho thay tac dung
c6 loi ctia viec nhdm muc tiéu truyén tin hiéu
IL-15 trong kha néng tw mién dich. Khéng giéng
nhw céac liéu phap nhdm vao cac cytokin khac,
liéu phap khang IL-15 van chwa thanh céng &
ngwoi. 213

Su va cong sy cho rang néng do IL-15
twong quan v&i merc dd nang (r = 0,401; p <
0,001) va ty Ié t& vong (p = 0,002; odds ratio
= 1,09; khodng tin cay 95%: 1,03 - 1,14; p =
0,001; odds ratio hiéu chinh = 1,10; khodng tin
cay 95%: 1,04 - 1,16) cia SJS/TEN. Khi dwgc
thém vao, IL-15 ngoai sinh kich thich cac té bao
trong bong nwéc TEN tiét granulysin & 3 mau,
néu bj trung hoa IL-15 giam kich thich té bao do
thudc & mot bénh nhan TEN. Céac yéu td khac,
bao gém IL-6, IL-8, TNF-a cé twong quan véi
mtrc d6 ndng cta SJS/TEN (tién trién Iam sang,
dién tich thwong tén da) nhwng khéng ndi bat
bang IL-15. Phat hién nay d&t ra kha ning st
dung néng do IL-15 dé tién lwong bénh.

Interleukin-15 1a mét cytokin cé nhiéu chirc
nang, biéu 16 réong, do nhiéu t& bao san xuét,
bao gdbm cac t& bao mién dich (t& bao don nhan,
dai thuc bao va té bao dudi gai) va cac té bao
khoéng mién dich nhw t& bao keratin. Ngoai tac

dung lén cac té bao T va té bao diét tw nhién, nd
ciing diéu hoa té bao B, té bao don nhan, dai
thwe bao, t& bao dudi gai, té bao mast va bach
cau trung tinh.°

Két qua nghién nghién ctru cla ching toi
cho thdy ndng do IL-15 huyét thanh & nhom
SJS/TEN khong cao hon so v&i nhom khée
manh. Chung t6i chwa giai thich dwoc hét cac
két qué nghién clru. C6 thé do nghién ctru nay
c6 moét s6 han ché nhw chi dinh lwgng néng do
IL-15 huyét thanh, khéng dinh lwong ndng do
clia né trong dich bong nwéc thuwong ton da.
Nhiéu bénh nhan da dworc diéu tri trudc d6 (do
tinh trang n&ng) bang cac thuéc e ché mién
dich nhw corticoid toan than, nén anh hwdéng
t&i két qué nghién clru. Ngoai ra, mang luéi
cytokin trong co thé, trong co ché bénh sinh
ctia SJS/TEN phirc tap, nhiéu nguén bai tiét,
nhiéu dich tac dong. Trong nghién cru cta Su,
néng do huyét thanh IL-15 1a 15,8 + 24,6 pg/
ml, cao hon so v&i nghién clru clia ching t6i."°
Nguyén nhan cé thé do, thdi gian 14y mau huyét
thanh cua tac gid s&m hon (sau khé&i phat 1 -
7 ngay), phwong phap dinh lwgng la ELISA.™
Nghién ctru gan day ctia Sadek cho thay ndng
do IL-15 trong huyét twong (ELISA) cla cac
bénh nhan SJS/TEN cao hon so v&i nhom
chirng khée manh, IL-13, IL-15 va granulysin
c6 thé co vai trd quan trong trong co’ ché bénh
sinh clla SUS/TEN.™

C6é mébi twong quan gitka ndng dd IL-15
huyét thanh v&i diém SCORTEN & nhém bénh
nhan SJS, nhwng khéng cé & nhém bénh nhan
SJS/TEN ndi chung va nhom bénh nhan TEN.
Khong c6 méi twong quan gitra ndng do huyét
thanh IL-15 v&i dién tich thwong tén da. Chi sb
SCORTEN co6 y nghia trong tién lwgng nguy
co t&r vong clia SJIS/TEN, dwoc danh gia dwa
trén cac tiéu chi: tudi trén 40, co bénh ac tinh
kém theo, nhip tim trén 120 nhip/phut, dién tich
thwong tén da trén 10% dién tich co thé, BUN
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huyét thanh trén 28 mg/dL, bicarbonat huyét
thanh dwdi 20 mEqg/L va dwong mau trén 252
mg/dL." Cac bénh nhan SJS trong nghién ctru
clia chung ti chd yéu cé diém SCORTEN tw
1 (dao déng tr 0 - 2). Tuy c6 nhitng han ché
nhung két qua ban dau tlr nghién clru nay gop
phan goi y méi lién quan gitra ndng dd huyét
thanh IL-15 v&i mirc d6 nang cla SJS/TEN.
Can c6 nhirng nghién ctru vé sy bdc 16 cla IL-
15 tai thwong tén da cGa ngudi bénh SJS/TEN.

V. KET LUAN

Néng dd IL-15 huyét thanh & nhém SJS/
TEN khong cao hon so v&i nhom khde manh.
Tuy nhién, c6 méi lién quan gitra néng do IL-15
huyét thanh vé&i diém SCORTEN & nhém bénh
nhan SJS.

L&i cam on

Chung t6i xin chan thanh cdm on cac quy
ddng nghiép & Khoa Diéu tri bénh da phu ni¥ va
tré em, Khoa Diéu tri bénh da nam gi®i, Khoa
Xét nghiém Huyét hoc, Sinh hoa, Mién dich va
Giai phau bénh, Bénh vién Da liéu Trung wong;
Bd mén Mién dich, Hoc vién Quan y da gidp d&
chung t6i hoan thanh nghién ctru nay.

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

MEASURING SERUM CONCENTRATIONS OF INTERLEUKIN-15
IN PATIENTS WITH STEVENS-JOHNSON SYNDROME/ TOXIC
EPIDERMAL NECROLYSIS

Stevens-Johnson syndrome (SJS) and toxic epidermal necrolysis (TEN) are severe cutaneous
adverse drug reactions, with immunological and genetic factors, including interleukin-15 (IL-
15), implicated in their pathogenesis. In this cross-sectional descriptive study, serum IL-15
levels were measured by using the fluorescence covalent microbead immunosorbent assay
(ProcartaPlex Immunoassay Panels kit, Thermo Fisher Scientific, USA) and its correlation with
the disease severity was ana lyzed. The Mann-Whitney U test was used to compare mean and
median values between groups, while the Spearman rank correlation test assessed correlations,
with statistical significance considered at p-value < 0.05. A total of 61 patients (29 males and
32 females; 21 SJS patients and 40 TEN patients) with a median age of 51 years (interquartile
range: 37 - 58) and 20 healthy controls were included in this study. The median lesional area
was 45% of the body surface area (interquartile range: 8 - 70%). The median SCORTEN score
was 2 (interquartile range: 1 - 2). The median serum concentration of IL-15 in SJS/TEN patients
was 2.61 pg/ml (interquartile range: 1.49 - 4.04 pg/ml) and 2.61 pg/ml (interquartile range: 1.49 -
3.73 pg/ml) in TEN patients, not statistically higher than in the healthy control group. A correlation
was observed between serum concentrations of IL-15 and the SCORTEN score in TEN patients.

Keywords: Interleukin-15, SCORTEN, Steven-Johnson syndrome, toxic epidermal necrolysis.
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