TAP CHI NGHIEN ClPU Y HOC

XAC DINH NONG PO GRANULYSIN TRONG HUYET THANH
CUA BENH NHAN HONG BAN CO DPINH NHIEM SAC

Ban Thi Thu Hwong' va Tran Thi Huyén'2*

"Trweong Pai hoc Y Ha Noi
2Bénh vién Da liéu Trung wong

Héng ban cé dinh nhiém séc (fixed drug eruption, FDE) la mét loai phén tmg thuéc c6 biéu hién & da, niém
mac, déc biét tai phat & cung mét v tri (cb dinh) hodc thém vi tri méi khi tiép xuc lai véi thube. Co ché bénh sinh
ctia FDE c¢6 thé lién quan t6i céc té bao TCD8+ va céc protein géy doc ctia né nhw granulysin. Nghién ctru mé
t4 cat ngang nay nhdm xéc dinh néng d6 huyét thanh granulysin bdng phuwong phéap ELISA va phan tich mbi
twong quan véi mét sb déc diém l1am sang. Str dung Mann-Whitney U test dé so sénh néng dé granulysin huyét
thanh cua hai nhém FDE va nhém ngudi khée manh, Spearman rank correlation test dé danh gia sw tuong
quan. S khéc biét c6 y nghia théng ké khi p < 0,05. Két qué c6é 41 bénh nhan (24 nam, 17 ni¥), trung vj tuéi la
49 (khodng ttr phan vi: 28 - 61) tudi va 41 ngudi khée manh tham gia nghién ctru. Trung v dién tich thuong tén
da la 3% dién tich co thé (khoang tir phén vi: 3 - 5%). Trung vi sé thuong tén da la 4 thuong tén (khodng tir phan
vi: 3 - 6). Néng d6 granulysin huyét thanh & nhém FDE c6 trung vi la 334,1 pg/ml (khodng tir phén vi: 208,6 -
530,2 pg/ml), khéng cao hon so v&i nhém khde manh (trung vi la 331,9 pg/ml; khodng tr phén vi: 157,9 - 470,7
pg/ml). Khéng cé6 méi twong quan gitka nbng dé granulysin huyét thanh véi dién tich va sé luong thuong tén.

Tir khéa: Di (rng thuéc, granulysin, hdng ban c6 dinh nhiém sac, hdng ban c6 dinh nhiém sac lan téa

c6 bong nwéc
I. DAT VAN PE

Héng ban cb dinh nhiém séc (fixed drug syndrome, SJS)/hoai t& thwong bi nhiém doc

eruption, FDE) & mét loai phan &ng thubc cé
biéu hién & da, niém mac, dac biét tai phat &
cung moét vi tri (cb dinh) hodc thém vi tri moi
khi tiép xuc lai véi thube. FDE cép tinh thudng
xuét hién véi mot hodc mot sé lwong nhd cac
dat mau dd sam hodc mau tim, cé thé hinh
thanh bong nuéc & gitra, tw khoi, dé lai dat tang
sac tb sau viem. Cac bién thé khong dién hinh
ctia FDE kh& da dang, bao gdm thé khong tao
sac td, thé wu thé niém mac, thé bong nuéc
lan tda, c6 cac dac diém lam sang gibng voi
héi chirng Stevens-Johnson (Stevens-Johnson
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(toxic epidermal necrolysis, TEN)."? FDE la
mot phan (ng twong dbi phd bién, chiém t&i
14 - 22% di (rng thubc, chi ding sau phan &ng
dang s&i (di wng thudc thé ban d3).2 Tuy bénh
khong hiém gép nhung dé bi bd sét, lam cham
viéc diéu tri va tw van, anh hwéng téi strc khde
va thAm my cGa nguoi bénh. Mot nghién ciru
tai Pakistan cho thdy 69% bénh nhan FDE mac
bénh it nhat 1 nam trwde khi dwoc chan doan.4
Thubc dung dwong ubng la nguyén nhan phd
bién nhat ctia FDE, trong d6 c6 cac sulfonamid
khang khuén, khang sinh, thuéc chéng viém
khong steroid, thuéc giam dau va thuéc ngu.¢
FDE twong ddi lanh tinh nhung cé thé dé lai
mot s bién chirng nhw tdng sac td sau viem, tai
phéat, phdn (rng chéo véi cac thube cling nhém.
Thé lan téa cé bong nwdc cd thé cd nhiém
trung, réi loan nuwéc-dién giai, méat dich, nguy

TCNCYH 183 (10) - 2024

155



TAP CHIi NGHIEN ClPU Y HOC

co dién bién nang, gay t&r vong. Sé ca FDE
nang dwoc ghi nhan 1én t&i 22%.% Mot nghién
ctru cho thay ty 1é tir vong & thé lan téa cé bong
nuwéce la 22%, twong tw nhw ty 1é t&r vong duwoc
ghi nhan & cac bénh nhan SJS/TEN.”

Co ché bénh sinh cia FDE lién quan t&i
sy hoat héa céc té bao TCD8+ bdi thubc nghi
ng® gay di ng. Khi d6, cac protein gay déc
té bao nhw granulysin, granzym B, perforin,
interferon-gamma dwoc gidi phong, gay hoai
tlr cac té bao keratin, ban dd, tdng sac t6. Co
mot s6 nghién cru vé néng d6 granulysin bong
nwdc trong nhom bénh cé thwong da bong
nwdc qua trung gian té bao T nhw SJS/TEN
hay FDE thé lan téda c6 bong nwéc.t Néng do
granulysin huyét thanh trong FDE thé lan téa co
bong nwéc kha thap so véi trong SJS/TEN va
c6 thé dwoc dung dé phan biét hai nhém bénh
nay. Nong do granulysin ciing dwoc st dung dé
tién lwgng va danh gia mdc do nang cua bénh,
hra hen phwong phap chan doan thubc nghi
ngo gay di irng (dwa vao phan trng kich thich
lympho T ting sinh chat nay béi thuéc). O Viét
Nam, da c6 mot s6 nghién ctru vé dac diém lam
sang va can nguyén gay FDE, nhwng chwa co
nghién ctru lién quan t&i cac phan tr trong co
ché bénh sinh cta bénh.® Chung t6i thuc hién
nghién clru nay nham khao sat ndng do huyét
thanh granulysin va méi lién quan véi mot sé
d&c diém lam sang & ngudi bénh FDE.

Il. DOl TVONG VA PHPONG PHAP

1. Déi twong

La nhirng ngudi bénh dwoc chan doan xac
dinh FDE dén kham va diéu trj tai Bénh vién Da
liéu Trung wong tlr thang 09/2023 dén thang
05/2024. Cac triéu chirng 1am sang, dau hiéu
sinh ton, dién tich thwong ton da, sé lwong
thwong tén da, niém mac, cac chi sé can lam
sang dwoc thu thap. Tiéu chudn loai trir: nhiém
virus, hoi chirng tdng nhay cdm do thuéc, SJS/

TEN, phan (rng thudc co tang bach cau &i toan
va co triéu chirng hé théng (DRESS). Nhém
chirng gdm nhitng ngwdi khde manh, twong
dong vé tudi va gidi, khéng bi di rng thubc,
khéng bi cac bénh nhiém trung, viém, di tng
dang hoat déng, t¢i kham stc khde tién hon
nhan hodc theo nhu cau tai Bénh vién Da liéu
Trung wong.

2. Phwong phap

Lwu méu huyét thanh, dinh lwong néng
dé granulysin huyét thanh

Thuwe hién sau khi cé sw ddng thuan cua
ngwdi bénh hodc cla ngwoi dai dién hop phap,
ngwdi khde manh, ky vao ban chép thuan. Méi
ngwdi bénh FDE va ngudi khde manh dwoc lay
2ml mau dé tach huyét thanh lic kham/nhap
vién. Cac mau mau dwoc dat & nhiét do phong
10 - 20 phut, sau d6 ly tam 20 phut véi toc do
2000 - 3000 vong/phut, tach chiét huyét thanh va
bdo quan & nhiét do -80°C trwdec khi dinh lwong
granulysin huyét thanh. St dung phwong phap
ELISA (enzyme-linked immunosorbent assay),
bé kit Human Granulysin ELISA (AB213787,
Lot number 1033239-1), hang Abcam, Hoa
Ky, theo nguyén ly “sandwich” dé dinh lwong
granulysin huyét thanh. Cac giéng trong bo kit
(96 giéng) dwoc pha bdi cac khang thé khang
granulysin tinh khiét dé tao khang thé pha ran.
Khi granulysin dwoc cho vao giéng, két hop voi
khang thé khang granulysin dwoc danh dau
bang HRP, sau d6 tao thanh phirc hop khang
thé-khang nguyén-enzym-khang thé. Sau khi
rira sach dé lay cac enzym thiva, khéng két hop,
dung dich mau A va dung dich mau B dwgc thém
vao, tao dung dich mau xanh nwéc bién, vé sau
chuyén sang mau vang duéi tac dong cla acid.
Sw thay dbi mau sac dwoc do theo phuwong
phap quang phd tai bwéc séng 450nm. Nong
do granulysin trong mau huyét thanh duoc xac
dinh bang cach so sanh véi OD (optical density)
clia mau theo dwdng cong chuéan.
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Xt ly s6 liéu

Phadn mém SPSS 20.0 dwoc st dung dé
phan tich s6 liéu. Test Mann-Whitney U duoc
st dung dé so sanh hai bién dinh lwong phan bb
khéng chuén. Test Spearman rank correlation
dé danh gia méi twong quan gitra hai bién dinh
lwong. Sw khac biét cé y nghia thdng ké khi gia
tri p < 0,05.

3. Pao dirc nghién ctru

Nghién ctu vién ddm bdo thwc hién quy
trinh phu hop véi tuyén ngdn Helsinki vé dao
dic trong nghién cu. Nghién ctru dugc sw
chép thuan cta Ho6i ddng dao dic vé nghién
ctru y sinh, Bénh vién Da liéu Trung wong theo
quyét dinh sb s6 51/HDDD-BVDLTW, ngay 13
thang 11 nam 2023.

Bénh nhan FDE (N = 41)

v

Lwu huyét thanh

3

Dinh lwgng granulysin huyét thanh
bang phwong phap ELISA

T

+

M6 ta mot sb dac diém chung

Lwu huyét thanh ¢

Nhom khoé manh (N = 41)

So d6 1. So’ dé nghién clru

ll. KET QUA

Bang 1. Dac diém chung cla cac bénh nhan FDE va ngwoi khée manh

oz Nhoém FDE Nhém khée manh
Pac diem
(n=41) (n=41)

Tuéi, trung vi (IQR) 49 28 - 61 35 23-42
Gi¢i tinh, n (%)
Nam 24 58,5 23 56,1
N 17 41,5 18 43,9
S6 thwong tén, trung vi (IQR) 4 3-6
Dién tich thwong tén (% dién tich co thé),

. 3 3-5 NA NA
trung vi (IQR)
Nguyén nhéan, n (%)
Allopurinol 1 2,4 NA NA
Biseptol (sulfamethoxazol+trimethoprim) 17 41,5 NA NA
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Dac diém Nhom FDE Nhom khée manh
(n=41) (n=41)
Amoxicillin 10 244 NA NA
Triamcinolone 1 2,4 NA NA
Ceftazidine 1 24 NA NA
Paracetamol 4 9,8 NA NA
Meloxicam 1 2,4 NA NA
Spiramicin 1 2,4 NA NA
Khong rd 5 12,2 NA NA
S6t, n (%) 0 0 NA NA
Cé thwong ton niém mac, n (%) 28 68,3 NA NA
Tang men gan, n (%) 10 244 NA NA

IQR, interquartile range (khoang tlr phan vi);
FDE, Fixed drug eruption (hdng ban cé dinh
nhiém s&c). NA, not applicable (khéng ap dung).

C6 41 bénh nhan (24 nam, 17 ni¥), trung vi
tudi 12 49 (khoang tlr phan vi: 28 - 61 tubi) va 41
nguwoi khée manh tham gia nghién ctru. Trung
vi dién tich thwong tén da la 3% dién tich co thé

(khoang ttr phén vi: 3 - 5%). Nhém khée manh co
trung vi tudi 1a 35, nam chiém 56,1%, ni chiém
43,9%. Thubc gay FDE hay gap nhét 1a Biseptol
(41,5%), sau do6 la amoxicillin (24,4%). Ty lé
ngwdi bénh cé thwong tén niém mac 1a 68,3%.
Cac dac diém lam sang, can lam sang khac cla
ngudi bénh FDE dwoc thé hién & Bang 1.

Kiém dinh Mann-Whiteny U: p-value=0,900

1200.0

800.0

600.0

400.0

200.0

Néng dd Granulysin huyét thanh (pg/ml)
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Bé&nh nhén FDE

Nhém chirng khde manh
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FDE: Fixed drug eruption

Biéu dd 1. So sanh néng dé granulysin huyét thanh ctia hai nhém
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Néng dd granulysin huyét thanh & nhém khoang t& phan vi: 157,9 - 470,7 pg/ml) (Biéu
FDE cé trung vi la 334,1 pg/ml (khoang t&» phan dd 1). Khéng cé méi twong quan gitra néng do
vi: 208,6 - 530,2 pg/ml), khéng cao hon so granulysin huyét thanh véi dién tich thwong tén
véi nhém khde manh (trung vi la 331,9 pg/ml, (Biéu dd 2), v&i sb lvong thwong tén (Biéu dd 3).
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Biéu dbé 2. Méi twong quan giira dién tich thwong tén v&i ndng do
granulysin huyét thanh nhém FDE
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Thi ty x8p hang s6 lwgng thurong tén

Biéu dé 3. Méi twong quan giira s6 lwong thwong tén véi néng do
granulysin huyét thanh nhém FDE
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IV. BAN LUAN

Hoéng ban c¢b dinh nhiém sac c6 thé gap &
bat ky Ira tudi nao. K&t qua nghién ctru cla
chuing t6i cho thay FDE phd bién & Itra tudi 1a 28
- 61 tudi, twong tw nghién ctru cta Vi Thi Dung
vé dac diém lam sang, cac yéu tb lién quan va
can nguyén ctia FDE, cho thay do tudi chiém ti
I& cao nhéat 1a 20 - 40 tudi (48,89%), sau do la
40 - 60 tudi (22,22%).° Nhin chung, cac nghién
ctvu cho thay tan suét dj ing thubc thuwong gap
& do tudi 20 - 59 tudi. Didu nay co thé lién quan
t&i nhu ciu siv dung céac thudc diéu tri cao hon
trong d6 tudi nay, phan (rng mién dich da hinh
thanh hoan chinh va dap rng manh.

Cé6 hon 100 loai thubc 1a c&n nguyén gay
ra FDE.'® Tan suat ma tirng loai thubc gay ra
FDE thay déi theo thoi gian va gira cac quéc
gia, tuy thudéc vao sy sdn co cla thudc va
ty 1€ tiéu thu. Nghién clru cda chung téi ghi
nhan thubc gay FDE hay gap nhét la Biseptol
(41,5%), sau do la amoxicillin (24,4%). Tac
gid Vi Thi Dung ghi nhan can nguyén chu
yéu gay FDE la nhém khang sinh (65,38%),
trong d4 nhém sulfamid chiém ti 1& cao nhét
v&i 41,18%, sau do la nhom beta-lactam
(29,41%).° Cac nghién ctu khac cho thay
nhirtng can nguyén phd bién nhat gay FDE
bao gédm trimethoprim-sulfamethoxazol, nhém
nitroimidazol (nhw metronidazol va tinidazol),
nhom fluoroquinolon (nhw levofloxacin va
ciprofloxacin), va cac thubc chdng viém khéng
steroid.'®"" Nhirng trdng hop FDE do Biseptol
hodc cac thubc twong tu (trimethoprim-
sulfamethoxazol) thwéng cé thwong tdn niém
mac miéng, sinh duc. Nghién ctru cia Ozkaya-
Bayazit trén 67 ngudi bénh FDE Thd Nhi Ky
cho thay tan suét khang nguyén HLA-A30 va
haplotype HLA-A30 B13 Cw6 & 42 ngw&i bénh
FDE do trimethoprim-sulfamethoxazol, cao
hon & nhém chirng (p < 0,001).%2

Hong ban cb dinh nhiém séc c6 thé xuat

hién & bét ky vi tri da ndo trén co thé nhung
thwdng gap & nhirng viing da méng, chang han
nhw niém mac miéng, méi, ban niém mac, bd
phan sinh duc va cac vi tri quanh hau mén.™
Chung t6i ghi nhan ty 1é nguwoi bénh cé thwong
tbn niém mac cao (68,3%), phan Ién & niém
mac méi va bé phan sinh duc.

Granulysin la mét phan t& dwoc tim thay
trong cac hat cla cac té bao gay ddc (cung
v&i granzym B va perforin) nhuw TCD8+, té bao
diét tw nhién (natural killer-NK) va té bao NKT
(natural killer T cell), né déng vai trd nhw chét
diét khdi u va diét vi khuan. Khi cé sy twong tac
gitra thubc véi HLA dac hiéu va thu thé té bao (T
cell receptor-TCR) ctia TCD8+, granulysin dwoc
giadi phong tlr cac hat ciia TCD8+, gay chét theo
chwong trinh cac té bao keratin. Granulysin cé
kh& nang ct qua mang té bao dich, gy mét
can bang ion, 1am cho ty thé bj tén thwong, giai
phdéng cac chat oxy héa va dong thac caspase,
lam t& bao chét theo chuwong trinh.

Két qua nghién nghién ciru cla ching toi
cho thdy néng d6 granulysin huyét thanh &
nhom FDE khéng cao hon so v&i nhom khoe
manh. Khéng cé médi twong quan gitra ndng
do granulysin huyét thanh véi dién tich thuwong
tdn va sé lwong thwong tdn. Chung téi chwa
giai thich dwoc hét cac két qua nghién ctiu. Co
thé do nghién ctru nay c6 moét sé6 han ché nhw
c® mau nghién clru chwa da Ion, khéng dinh
lwong ndng dd cla granulysin trong dich bong
nwéc thwong tdn da. Cac bénh nhan FDE trong
nghién ctu clia chang t6i khéng cé nhiéu bong
nwéc lan téa, chi yéu |a dat dd sam, dat tham
tang séc t6 sau viém, thoi gian ti khi bi bénh t&i
khi 1am xét nghiém granulysin huyét thanh kha
dai, trén 7 ngay.

Thuc té, ndng dd granulysin huyét thanh cé
thé bi anh hwdng bdi mot sb yéu td nhw nhiém
tring, ung thw, tudi va tinh trang mién dich.'
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Didu nay goép phan giai thich vi sao néng dd
granulysin huyét thanh & cac céa thé khac nhau
c6 mirc dao dong Ién. Ogawa st dung phuong
phap ELISA sandwich dé khao sat nong do
granulysin trong huyét thanh ngudi khde manh
(tudi trung binh 12 38,8; dao dong tir 0 - 99 tudi).
Néng do trung binh do dwoc 14 3,7 + 3,2 ng/ml.
Noéng do granulysin huyét thanh ting dan theo
do tudi, trong khi d6, & tré dudi 2 tudi co ndng
dd twong dwong véi ngudi lon. O hai gi¢i nam
va nlr khéng co6 sw khac biét."®

Trong nghién ctu clia Cho, cac mau huyét
thanh trong giai doan cap cla bénh (trong vong
3 ngay sau khi nhap vién) dwoc thu thap tr 12
bénh nhan hdng ban cb dinh nhiém séc thé lan
téa cod bong nudc (generalized bullous fixed
drug eruption, GBFDE) va 21 bénh nhan overlap
SJS/TEN ho&c TEN.2 Nong d6 granulysin &
nhém GBFDE (10,35 ng/ml) thdp hon so Vvoi
nhém overlap SJS/TEN (24,98 ng/ml) va nhém
TEN (64,21 ng/ml), sw khac biét c6 y nghia théng
ké. Trong GBFDE, granulysin chii yéu do céac té
bao NK san xuét. Sy biéu 16 cia granulysin &
ca thwong tén da va huyét thanh 1a dac diém
gitp phan biét SUS/TEN véi GBFDE.® Néng do
granulysin huyét thanh khéng chi tang trong
SJS/TEN ma con tang trong cac bénh ly da khac
nhw nhiém virus, manh ghép chdéng vat cha, hoi
chirng tang nhay cdm do thudc, phan tng thubc
c6 tang bach cau &i toan va ¢ triéu chirng hé
théng (DRESS)."® Nhwng trong FDE, gia tri cla
granulysin huyét thanh khong ré rét, FDE la thé
di tng thubc nhe hon so véi SJS/TEN.

IV. KET LUAN

Nguwdi bénh FDE c6 do tudi thwong gdp
la 28 - 61 tudi. Cac thubc gay FDE phd bién
nhat 1a Biseptol va amoxicillin. Ty & nguoi
bénh cé thwong tdn niém mac la 68,3%. Néng
dod granulysin huyét thanh nhém nguwdi bénh
FDE khoéng cao hon so v&i nhdm nguwdi khde
manh. Khéng cé mdi twong quan gitra ndng

dod granulysin huyét thanh véi dién tich va sb
lwong thwong tén. Xét nghiém granulysin huyét
thanh khéng cé y nghia trong chan doan va tién
lwong mire d6 thwong tén ctia FDE.

LOI CAM ON

Chung t6i xin chan thanh cam on cac quy
ddng nghiép & Khoa kham bénh, Khoa Diéu tri
bénh da phu ni¥ va tré em, Khoa Diéu tri bénh
da nam gidi, Khoa Xét nghiém Huyét hoc - Sinh
hoa, Bénh vién Da liéu Trung wong; B& mon
Mién dich, Hoc vién Quan y da giup d& ching
téi 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

DETECTION OF SERUM GRANULYSIN CONCENTRATION IN
PATIENTS WITH FIXED DRUG ERUPTION

Fixed drug eruption (FDE) is a type of drug reaction that manifests in the skin and mucous
membranes, especially recurring in the same location (fixed) or in a new location upon re-exposure to
suspected medicine. The pathogenesis of FDE may involve TCD8+ cells and their toxic proteins, such
as granulysin. This cross-sectional descriptive study aimed to determine granulysin serum levels by
ELISA and analyze its correlation with associated clinical characteristics. The Mann-Whitney U test
was used to compare mean and or median values between groups. The Spearman rank correlation
test was used to assess correlation. The statistical significance was considered as p-value < 0.05.
Results showed that a total of 41 patients (24 males, 17 females) with a median age of 49 years old
(interquartile range: 28 - 61) and 41 healthy controls were enrolled in this study. The median value
of the lesional area was 3% body surface area (interquartile range: 3 - 5%). The median value of
the number of lesions was 4 (interquartile range: 3 - 6). The median value of serum concentration of
granulysin was 334.1 pg/ml (interquartile range: 208.6 - 530.2 pg/ml) in FDE patients, not statistically
higher than that in the healthy control group (median value: 331.9 pg/ml; interquartile range: 157.9
- 470.7 pg/ml). There was no correlation between the serum granulysin concentration and lesional
area or the number of lesions.

Keywords: Drug eruption, fixed drug eruption, granulysin, generalized bullous fixed drug
eruption.
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