TAP CHI NGHIEN ClPU Y HOC
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Qué mén do thuéc lao la mét trong nhiing phén (g bét loi do thube, khéng nhitng dnh hudng dén tinh mang
ma con kéo dai thoi gian diéu tri va gia ting nguy co khang thubc. Nghién ctru mé té cat ngang trén 69 ngudi bénh
duwoc chén doan lao c6 chidinh diéu trj véi cac thube khéng lao hang mét cé biéu hién dj (g trén Idm sang tai Bénh
vién E. Ngoai ban dat sén la thé 1dm sang thuong gép nhét chiém 78,26%. Test lay da duwong tinh & 2/134 luot test
trong dé chi cé rifampicin (chiém 7,14% sé ca thurc hién). Test &p bi duroc thuc hién & 6 truong hop véi ty 1é duong
tinh cao nhét la isoniazid (33,33%), thép nhét la pyrazinamid (14,29%), rifampicin va ethambutol cung la 25%. Test
kich thich dworc thure hién & 167 lwot trong do ty 1é dwong tinh chung la 24,7%, rifampicin (35,29%), ethambutol
(29,55%), pyrazinamid (29,27%) va thap nhét la isoniazid (8,51%). Két qué cho thay dj trng thubc chéng lao hang

mét biéu hién trén lam sang thuong la qué man mudn va test kich thich van la tiéu chuén vang trong chén doén.

T khéa: Thudc chéng lao, ngoai ban dat sén, test lay da, test ap bi, test kich thich.

l. DAT VAN BE

Bénh lao la mét trong nhirng bénh truyén
nhiém hang dau trén toan cu, dac biét nghiém
trong tai cac nwdc cé thu nhap thap va trung
binh, trong d6 cé Viét Nam. Theo WHO nam
2022, toan cau ghinhan khoang 10,6 triéu ca lao
mé&i va khoang 1,3 triéu ca t& vong do lao. Tai
Viét Nam, ganh ndng bénh lao van & murc cao,
dirng the 11 trong 30 québc gia c6 sb ca bénh
lao cao nhét toan ciu va cé khoang 172.000 ca
mé&c lao md&i, khodng 11.000 ca t& vong.' Cac
thudc khang lao hang mét van 1a cac thudc ndm
trong phac db tiéu chuén trong diéu tri bao gébm
bbn thuébc (isoniazid, rifampicin, ethambutol va
pyrazinamide), v&i hiéu qua diéu tri dat khoang
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85%.2

Tuy hiéu qua cao, phac dd nay lai di kém
nguy co' cao vé cac phan trng bét loi, trong d6
phan (rng qua man chiém khoang 3 — 4% cac
trwong hop diéu tri.34 Céc triéu chirng 1am sang
thworng gép clia qua méan véi thube chdng lao
thwdng da dang, biéu hién trén da hoac tén
thwong nhiéu co quan, t¥ nhe dén ning, cac
triéu chirng co thé 1a sbt, phat ban dang san,
ndi mé day, cac triéu chirng ndng hon cé thé
la hdi chirng Steven - Johnson (SJS), phat ban
do thuéc kém theo tang bach cau i toan va
cac triéu ching toan than (DRESS), hoai tt
thwong bi nhiém ddc (TEN) va phan vé...5¢ Do
do, tinh trang nay dan dén gian doan thoi gian
st dung thudc cling nhw 1am gia téng tinh trang
lao khang thuéc.”#

Tai Viét Nam, dac biét la & cac bénh vién
tuyén trung wong nhw Bénh vién E, di liéu
nghién ctru vé ty 1&, ddc diém lam sang va yéu
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t6 lien quan dén phan &ng qua man véi thudc
khang lao hang mét van con han ché. Viéc b
sung bang chng thyc tién to cac nghién ciru
mo ta& |a rat can thiét dé giup cac bac si lam
sang nhan dién s&m, danh gia mirc dé nang
va lya chon chién lwoc xt tri thich hop cho
ttrng ca bénh. Trén co s& do, nghién clru nay
duoc thwe hién nham mo ta ty 1, d&c diém lam
sang va mot s6 yéu té lién quan dén phan (rng
quéa man véi cac thudc khang lao hang mot &
nguoi bénh diéu tri tai Bénh vién E. Két qua
nghién ctru ky vong sé déng gop thém co s&
khoa hoc cho viéc xay dwng hwdng dan quan
ly, theo ddi va x& tri phdn ng qua man voi
thuéc khang lao trong thwe hanh 1am sang tai
Viét Nam dé lam tang kha nang diéu tri bénh
lao, cling nhw lam gidm nguy co khang thubc
trong nhém bénh nay.

Il. DOI TWVONG VA PHUONG PHAP
1. Déi twong

Nghién ctu dwoc tién hanh trén 69 ngudi
bénh dwoc chan doan méac bénh lao dang dwoc
diéu tri bang thudc chéng lao c6 déu hiéu phan
(ng qua man.

Tiéu chuan chon bénh nhan

Ngwdi bénh dwoc chan doan xac dinh méac
bénh lao va dwoc ké don thudc chdng lao hang
mot. Nguwdi bénh cé cac biéu hién l1am sang
ctia phan ng qua man sau khi st dung thuéc
chdng lao nhw ban may day, pht mach, dat sén,
tén thwong da dang bong nwéc, bong vay hodc
mun mu, kém theo c6 hodc khéng loét cac héc
tw nhién, sbt, swng hach, twong trng vé&i cac thé
[dm sang may day, phu mach, hdi chirng Lyell,
héi chirng AGEP, héi chirng DRESS, ban dat
san theo khuyén cao cta Hiép hoi Di ('ng Mién
dich 1am sang Chau Au (EAACI) nam 2018.°

Tiéu chuén loai trore

Nguwoi bénh cé bénh ly da trwdce khi diéu tri
lao nhw viém da co dia, vay nén, san ngta,
bénh da do ky sinh tring nhw ndm hodc ghé.

2. Phwong phap

Thiét ké nghién ctru

Nghién clru mé ta cat ngang, c& mau khong
X4c suét.

Thoi gian nghién ciru

Nghién cwu dugc thwc hién tr thang
07/2024 dén thang 03/2025.

Thu thap d liéu 1am sang

D liéu dwoc thu thép theo bénh an nghién
clu véi cac tinh trang chung vé bénh lao, thoi
gian xuat hién triéu chirng sau khi s dung
thudc lao va cac biéu hién 1am sang, can lam
sang, cling nhw cac test trong chan doan di trng
nhuw test da, test kich thich.

Xét nghiém mau mau

M&u mau dwoc lay ngay tai thoi diém ngudi
bénh dén kham hodc nhap vién va dwoc thuc
hién tai Khoa Huyét hoc, Khoa Sinh hoa Bénh
vién E.

Test chan doén dj trng

Nguoi bénh dwoc thwc hién cac test chan
doan khi tinh trang qua man duwoc diéu tri khdi
ho&c &n dinh. Cac test lay da, ndi bi chi dwoc
thyc hién & nhirng ngudi bénh khéng con tdn
thwong da trwédc do hoac khéng dang dung cac
thudc diéu tri nhw corticoid toan than hoac boi,
khang histamin dwéng ubng. Khi test da am
tinh, dang st dung cac thuéc anh hwéng dén
test da hoac tdn thwong da khong sach hoan
toan trong cac bénh canh nhw DRESS, nguwoi
bénh dwoc thwe hién ngay test kich thich v&i
cac thuéc khang lao hang mét khi tén thuwong
da cai thién trén 80% dién tich co thé. Lwa chon
thudc dé thwe hién cac test phu thudc vao chi
dinh cla bac sT lam sang, thé bénh, giai doan
bénh va tinh trang dj (rng clia ngwoi bénh. Theo
déi va doc két qua, duwoc tién hanh theo quy
trinh clla Khoa Mién dich di trng va Da liéu tai
Bénh vién E.

Phén tich va xtr ly sé liéu

Céc sb liéu thu thap va xt ly sb bang phan
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mém SPSS phién ban 20.0. Cac sbé liéu dinh
lwong dwoc biéu hién dwéi dang trung binh +
do léch chuan. Céc sé liéu dinh tinh dwoc biéu
hién dwéi dang %. Ngwdng y nghia théng ké
dwoc dinh nghta khi chi sb p <0,05.

3. Pao dirc nghién ciru

Pé cwong nghién ctru dwoc thong qua
Hoi déng khoa hoc va Héi ddng dao dirc cla
Bénh vién (Quyét dinh sb 3474/QD-BVE ngay
20/08/2025, ma sb dé tai 2025-NCKH-001)
trwde khi trién khai. Déi twong dwoc théng bao
rdé muc dich nghién ctru, tham gia trén tinh than
tw nguyén. Cac théng tin ca nhan dwgc méa hoa
khi nhéap vao may tinh va dwoc gilr bi mat.

Ill. KET QUA

1. Dac diém chung cta nhém déi twong
nghién ctru

Nghién ctru dwoc thwc hién trén 69 nguoi
bénh duwgc chan doan lao c6 céc triéu chirng
trén 1am sang nghi ng® di ng vé&i cac thube
khang lao hang mét véi dé tudi trung binh 56,25
+ 2,09, gap chd yéu & nam gidi, véi thé 1am
sang thwdng gap la lao phdi. Cac phan (rng di
&ng thudc thwong xdy ra tir sau 1 ngay dung
thudc, tuy nhién van cé 10,14% trwéng hop
xay ra ngay trong ngay dung thubc va 17,39%
trwdng hop chi xuat hién sau khi da dung thuéc
chéng lao hang mét trén 1 thang (Bang 1).

Bang 1. Dac diém chung cta déi twong nghién ciru

DPic diém Trung binh/ty 1&

Tudi (tudi) 56,25 + 2,09
Nam gigi 75,36%
Thé 1&m sang lao

Lao phdi 73,91%

Lao ngoai phoi 26,19%
Bénh ly déng méc

HIV 0%

Bénh ly gan 8,7%

Bénh Iy huyét hoc 1,45%

Bénh ly di rng co dia 1,45%
Thoi gian xuét hién triéu chiing

Duéi 1 ngay 10,14%

1-7 ngay 34,78%

8 - 14 ngay 17,39%

15 - 30 ngay 20,29%

Trén 30 ngay 17,39%
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2. Thé lam sang cua cac phan ng di (rng
thuéc chdng lao

Phan 16n di (ng thubc lao cé thé 1am sang
la qué man muodn chiém 93,7% céac truwdng
hop, trong dé ngoai ban dat san gap chi yéu

& 78,3% dbi twong, DRESS chiém 10,1% va
SJS/TEN it gap nhéat chiém 4,3%. Bén canh do
qué man nhanh v&i biéu hién may day cling
gép & 6,3% céac trwong hop (Biéu dd 1).

10,1%

[] Ngoai ban dat san
SJS/TEN

May day

5] DRESS

Biéu do6 1. Thé Iam sang cua cac phan tng di trng thudc chéng lao.
Hoi chirng Steven-Johnson (SJS), hoai tir thwong bi nhiém doc (TEN), di teng thubc toan
than c6 ting bach cau ai toan (DRESS)

3. Test tham do chan doan nguyén nhan di
rng thuéc chéng lao hang mot

Test Iy da chi yéu cho két qua am tinh véi
ty 1& 97,76%, test da dwong tinh gap & 7,14%
sb trwdng hop dwoc test véi rifampicin, trong
khi do ty 1& nay la 2,5% v&i ethambutol. Test
ap bi chi dwoc thwe hién & sé it ngudi bénh
va ty l1&é duwong tinh dao déng tir 14,3% dén

33,33% v&i the tw dwong tinh gidm dan tw
isoniazid, rifampicin, ethambutol va thap nhat
la pyrazinamide. Test kich thich dwgc thuc
hién & trén 50% sb trwdng hop, trong dé ty
I& dwong tinh cao nhat & rifampicin (35,3%),
sau dé dén ethambutol (29,5%), pyrazinamide
(29,3%) va thap nhat 1a 8,5% véi isoniazid
(Bang 2).

Bang 2. Test tham do chan doan nguyén nhan dj trng thuéc chéng lao hang moét

Rifampicin Isoniazid Pyrazinamide Ethambutol

n 28 34 32 40
Test 1y da Duwong S0 luot 2 0 0 1

tinh Ty le 7.14% 0% 0% 2,50%

n 8 9 7 8
Test ap bi Duwong SO luot 2 3 1 2

tinh Ty le 25,0% 33,3% 14,3% 25,0%

n 34 47 41 44
Test kich thich  Dwong S6 luot 12 4 12 13

tinh Ty lé 35,3% 8,5% 29,3% 29,5%
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Ngoai ra, trong s6 28 bénh nhan co két qua
test kich thich dwong tinh, da sé chi dwong tinh
véi mot loai thube (19/28), trong khi 5 trwéng

30

25 1

20 1

15

10 -

5

Sé lwot ngwei bénh

hop dwong tinh véi hai thubc va 4 trudng hop

dwong tinh véi ba thubc (Biéu db 2).

0 T

Téng 1 thube

2 thuéc 3 thudc

Biéu do 2. Sé lwong thudc dwong tinh khi thwe hién test kich thich theo ngwoi bénh

4. Phan nhém nguyén nhan di trng theo thé
lam sang khi test kich thich

Trong nhém ngoai ban dat san, ethambutol
la thudc chd yéu véi tdbng sb lwot la 11/32
trwong hop dwong tinh, pyrazinamide va
rifampicin 1an lwot gdp & 9 va 8 trwdng hop,

isoniazid it g&p hon & 4/32 trwdng hop. Tat
cé céac thubc déu coé thé la nguyén nhan trong
thé 1am sang DRESS va may day, ngoai trr
isoniazid. Dbi v&i SIS/TEN, rifampicin la tac
nhan duy nhat gay nén bénh canh lam sang
(Biéu db 3).

D Ethambutol

Ngoai ban dat s&n

Pyrazinamide

DRESS [

May day

SJS?TEN

Isoniazid
@ Rifampicin

0 2 4

8 10 12 (lwot)

Biéu dd 3. Phan nhém nguyén nhan di trng theo thé 1am sang khi thwe hién test kich thich.
Héi chirng Steven-Johnson (SJS), hoai tir thwong bi nhiém déc (TEN), di trng thubc toan
than cé tiang bach cau ai toan (DRESS)

IV. BAN LUAN

Trong nghién cru md ta cat ngang tai Bénh
vién E trén 69 ngudi bénh di ng thudc khang
lao hang mét, chung t6i thay biéu hién 1am sang
cht yéu 1a qua man mudn véi thé ngoai ban dat

san thuong gap nhat. Test 1ay da do nhay thap,
dwong tinh chi gap & rifampicin (chiém 7,14%
sb ca thuc hién). Test ap bi dwoc thuc hién &
6 trwdng hop véi ty 1& dwong tinh cao nhét la
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isoniazid (33,33%), thAp nhét 1a pyrazinamid
(14,29%), rifampicin va ethambutol cung la
25%. Test kich thich dwong tinh chung &
24,7% dbi twong; ty 1& dwong tinh gidm dan
tir rifampicin (35,29%), ethambutol (29,55%),
pyrazinamid (29,27%) va thap nhét la isoniazid
(8,51%).

Thi gian khéi phat triéu chirng dau tién sau
khi bat dau phac dd diéu tri lao cung cép théng
tin quan trong vé co ché phan (rng qua man.
Trong nghién ctru ctia chung téi, phan 16n cac
triéu ching xuét hién sau 1 ngay dung thubc
chéng lao, dac biét c6 gan 20% trwong hop
chi xuét hién triéu chieng trén 30 ngay sau khi
dung thubc va rét it gdp cac phan &ng xay ra
trong vong 24 gidr dau. Két qua nghién cru cla
chuing t6i cling phu hop véi mot sé nghién ciru
khac. Nghién ctu clia Tho va coéng sw cho thay
réng phan I&n cac phan &ng di tng xuét hién
trong hai tudn dau diéu tri (75% xay ra trong
< 2 tuan).”® Nghién ctu cGa Chung va cong
sw cling ghi nhan rang da sb cac phan &ng cé
hai ctia thubc (ADR), dac biét 1a cac phan (rng
di ’ng nghiém trong nhw may day, phu mach
ho&c nglra, cht yéu xay ra trong vong 1 thang
ké tir khi bat dau diéu tri. Tuy nhién, cac tac gia
ciing lwu y rdng mot sé phan ng khac, chang
han nhuw rdi loan chirc ndng gan hoac thay dbi
huyét hoc, c6 thé xuét hién mudn hon, sau 1 -2
thang diéu tri."" V&i cac thé Iam sang, ching toi
thdy ngoai ban dat san Ia thé 1am sang thuwéong
gdp nhat. K&t qua nay ciing phu hop véi cac
biéu Iam sang cGia qua man mudn do cac thubc
khac.? Tuy nhién, nghién cru clda ching toi
khac voi cac bao céo khac tai Viét Nam vai thé
lam sang chu yéu san nglra hodc may day. Ly
do c6 thé do nhan dinh thé Iam sang hodc cé
thé do ddi twong ngudi bénh dwoc dwa vao
nghién clru.

Test da la tham do don gidan nhwng cling
c6 vai trd quan trong trong viéc xac dinh thudc

gay phan (rng qua man. Trong nghién ctru
cla chung t6i, cac test 13y da va test 4p bi da
dwoc thuc hién dbi voi cac thube didu tri lao
hang dau. Ty lé dwong tinh cta test Iy da nhin
chung théap, diéu nay phu hop véi dw doan, do
test nay chu yéu phat hién cac phan &ng qua
trung gian IgE, trong khi phan I&n cac phan trng
qua man do thuéc chéng lao lai 14 phan (ng
qua man mudn, qua trung gian t& bao T. Trong
khi d6, test ap bi cho thay ty 1& dwong tinh cao
hon dbi v&i cac thubc rifampicin, isoniazid,
pyrazinamide va ethambutol. Tuy nhién, chung
t6i khong thé thwe hién dwoc trén tat ca cac ddi
twong nghién ciru lién quan dén tinh trang da
va tinh trang thubc chdng di ’ng ngwdi bénh
dang st dung.

Trong chan doan di rng, test kich thich dwoc
coi 14 tiéu chuan vang dé xac dinh nguyén nhan
thudc gay di ng. Rifampicin 1a thuéc chéng
lao hang mét la thubc thwdng gap nhat gay di
ng. Két qua nay cla ching tdi hoan toan phu
hop v&i mot sb6 nghién ciru trén thé gidi va Viét
Nam. Tuy nhién, két qud c6 sw khac nhau vé
ty 1& gay di ng cla isoniazid, ethambutol va
pyrazinamide.'®" Sy khac biét vé ty 1é dwong
tinh gitra cac thudc trong cac nghién ctwu cé thé
do nhiéu yéu t6, bao gdm su khac nhau vé dic
diém dbi twong nghién ctwu, thé 1am sang duoc
Iwa chon test kich thich, cling nhw quy trinh
thwe hién test thir thach (liéu khéi dau, tbc do
tang lidu, téng liéu tich Iy), hodc tiéu chi danh
gia. Bén canh do, nghién clru cta chung toi
ciing cho thdy hau hét cac trwong hop duwong
tinh v&i chi 1 loai thubc khi thyc hién test kich
thich. Nhitng két qua nay cho thay test kich
thich khéng chi hd trgr hiéu qué trong viéc xac
dinh chinh xac thubc gay phan (rng di (’ng, ma
con gilp bac si lam sang duy tri viéc sir dung
cac thuéc chéng lao hang mét con lai trong
phéac dd diéu tri. Viéc nay cé y nghia quan trong
trong viéc han ché phai chuyén sang s dung
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cac thubc thay thé, tr d6 gop phan gidm
nguy co xuat hién tinh trang khang thubc dbi
véi cac thube chéng lao thé hé maoi.

V. KET LUAN

Phan trng dj (rng v&i thube chdng lao hang
mot biéu hién trén 1am sang chi yéu la qua man
muon trong d6 thé ngoai ban dat san thuong
gap nhét. Test kich thich van la tiéu chuan vang
trong chan doan nguyén nhan dc biét Ia trong
cac phan (rng di rng thubc chéng lao hang mét.
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Summary

HYPERSENSITIVITY REACTIONS TO FIRST-LINE ANTI-
TUBERCULOSIS DRUGS: A CROSS-SECTIONAL STUDY
AT E HOSPITAL

Drug hypersensitivity is one of the adverse drug reactions (ADRs) associated with anti-
tuberculosis (TB) treatment, which not only poses a risk to patient safety but also prolongs treatment
duration and increases the likelihood of drug resistance. This cross-sectional descriptive study was
conducted on 69 patients diagnosed with tuberculosis who exhibited clinical signs of hypersensitivity
to first-line anti-TB drugs at E Hospital. The most common clinical manifestation was maculopapular
exanthema, representing 78.26% . Skin prick testing yielded positive results in 2 out of 134 test
instances, with positivity only observed in rifampicin (7.14% of those tested for this drug). Patch
testing was performed in six cases, with the highest positivity rate for Isoniazid (33.33%), followed by
rifampicin and ethambutol (25% each), and the lowest for pyrazinamide (14.29%). Drug provocation
testing was carried out in 167 instances, with an overall positivity rate of 24.7%. Among individual
drugs, the highest positivity rate was seen with rifampicin (35.29%), followed by ethambutol
(29.55%), pyrazinamide (29.27%), and the lowest with isoniazid (8.51%). Clinical manifestations
of hypersensitivity to first-line anti-TB drugs are most commonly associated with delayed-type
hypersensitivity reactions. Among diagnostic methods, the drug provocation test remains the gold
standard.

Keywords: Anti-tuberculosis drugs, maculopapular rash, skin prick test, patch test, drug
challenge test.
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