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ABSTRACT

Introduction: Anti-tuberculosis drug-associated cutaneous adverse reactions are common in
the treatment of tuberculosis. Cutaneous adverse reactions commonly encountered include:
Morbilliform rash, exfoliative dermatitis, urticaria, psoriasiform drug eruption, lichenoid eruption,
toxic epidermal necrolysis, Stevens-Johnson syndrome... However, cutaneous leukocytoclastic
vasculitis (LCV) due to anti-tuberculosis medications is a rare adverse reaction.

Objective: This article aims to report a case of cutaneous LCV due to anti-tuberculosis medications.
The primary goals include contributing to scientific data, as well as sharing insights into the
diagnostic and treatment processes.

Case report: We describe a 70-year-old male diagnosed with pulmonary tuberculosis, treated
with a regimen including rifampicin, isoniazid, pyrazinamide, and ethambutol. After 1 months
of treatment, the patient developed multiple purpuric papules in the extremities. Histopathological
results from skin biopsy were consistent with leukocytoclastic vasculitis. The skin lesions
gradually resolved after discontinuation of tuberculosis medications and treatment
with corticosteroids and antihistamines. Each tuberculosis medication was reintroduced every
4 days. Purpuric papules recurred when the patient rechallenged pyrazinamide at a dose of 500
mg and after that, rifampicin at a dose of 450 mg.

Discussion: The discussion focuses on the epidemiology, the etiology and the treatment of
LCV. In this case, we report about how we can diagnose LCV in this case by pathology and
provocation test.

Conclusion: This is a rare case of cutaneous leukocytoclastic vasculitis due to rifampicin and
pyrazinamide.

Keywords: Cutaneous leukocytoclastic vasculitis; rifampicin; pyrazinamid; pulmonary
tuberculosis.
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TOM TAT

Pit van dé: Tac dung phu trén da do thudc lao la mot tac dung phu thuong gdp trong dleu tri
bénh lao. Cac phan ing trén da hay gdp nhu: Hong ban dang soi, hong ban da dang, mé day,
viém da bong vay, lichenoid, hoai tir thuong bi nhiém doc, hoi ching Steven Johnson... Tuy
nhién, viém mach hay bach cau trén da (cutaneous leukocytoclastic vasculitis) do thudc 1ao la
mot phan tmg hiém gap.

Muc tiéu: Chung t0i bdo cdo ca benh LCV trén da hiém gap do thudc chéng lao voi hi vong
gop tiéng néi ciia minh trong thong ké y hoc, ciing nhu chia sé kinh nghiém trong chan doan va
diéu tri bénh 1y hiém gip nay.

Béo cdo ca bénh: Chung t6i bdo cdo mét truong hgp bénh nhan nam 70 tudi, dugc chan doan
mac lao ph01 phac d6 diéu tri bao gom: Rifampicin, isoniazid, pyrazmamld va ethambutol. Sau
2 thang diéu tri, bénh nhan xuat hién nhiéu ban xuat huyét & cang chan va ban tay hai bén. Két
qua md bénh hoc khi sinh thlret da phu hop v6i viém mao mach huy bach cau. Ton thuong trén
da mat déan sau khi dung thudc lao va di€u tri bang corticoid cung thudc khang histamin. Tung
loai thude lao duge dung lai sau moi 4 ngay. Ban xuat huyét lan luot xuat hién tr¢ lai khi bénh
nhan dung pyrazinamid liéu 500mg, va sau d6 dung rifampicin liéu 450 mg.

Ban luin: Ban luan v¢é dich t&, can nguyén, diéu tri LCV. Chung t6i phan tich cach chan doan
ca bénh nay dya trén mé bénh hoc va test kich thich.

Két luan: Pay 1a truong hop viém mach hay bach cau trén da hiém gip do rifampicin va
pyrazinamid.

Tir khéa: Viém mach hity bach ciu, rifampicin, pyrazinamid, lao phoi.

1. PAT VAN PE

Viém mach huy bach cau (leukocytoclastic vasculitis
- LCV) Ia tinh trang viém cac mach méu nhd, hay gép
trén da va rudt; day la thuat ngt mé bénh hgc, bao gom
cac ddc diém sau: (1) su c6 mit cua bach cau ndm bén
trong va xung quanh thanh mach, véi dau hiéu huy bach
cau (bach cau vo thanh cac manh vun nho); (2) hoai tir
dang soi fibrinoid (1ang dong fibrin bén trong va quanh
thanh mach; (3) dau hi€u pha huy thanh mach va mé6
xung quanh (hong cau thoat mach, té bao biéu mo bi

pha huy) [1].
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Vé dich &, ti 1¢ mic méi hang nim LCV dao dong 15-
38 truong hop trén mot tri€u dén, trong khi ti 1€ hién
mic khoang 2,7 dén 2,97 trén maot tridu dan [2]. Tai
My, mot ngh1en ctru trén dién rong udce tinh ti 1€ méc
moi LCV ¢6 bang chimg sinh thiét 1a 4,5 trén 100.000
nguoi-nam (95% CI 3,5-5,4) [3].

Nhiém trung va st dung thudc 14 2 can nguyén hay
gdp hang dau [4]. LCV tha phat sau nhiém tring hay
gip nhat nhiém trung dudng ho hép trén do lién cau,
ngodi ra mot sé can nguyén nhiém trung khac
nhu mycobacterium, staphylococcus aureus, chlamyd-
ia, seisseria va HIV. Viém gan B, viém gan C, giang
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mai cling c6 thé dan den LCV. LCV ¢6 the la blen
chiing sau dung mot so thudc, thuong tir 1 dén 3 tuin
sau dung thudc, bao gom Beta-lactam, erythromycin,
clindamycin, vancomycin, sulfonamides, furosemide,
allopurinol, NSAID, amiodarone, thiazide, phenytoin,
chen beta, irc ché TNF-alpha, trc ché chon loc serotonin,
metformin, warfarin, valproic acid.. Thuoc diéu tri
bénh lao hiém khi gdy ra LCV [3]. Mot s6 bénh 4c tinh
nhu u lympho, leucemia, ung thu phéi, ung thu duong
tiéu hoa; mot sb bénh toan than nhu bénh & mo lién két
(Lupus ban d6 hé thong, hoi chung Sjogren), bénh ly
Behcet, viém khop dang thip, ban Henoch-Schonlein..
ciing co thé gay LCV [5].

Corticoid duogc su dung rong rai trong diéu tri LCV
voi lieu khot dau tuong duong prednisolone 0,5-1 mg/
kg/ngdy, sau d6 giam li€u dan. Mot s6 lya chon khac
c6 thé ap dung trong truong hop nghi ngai tdc dung
phu do dung corticoid nhu colchicine, dapsone, hodc
hydroxychloroquine.

Muc tiéu: Ching ti bao cdo mot truong hop bénh nhén
LCV hiém gap sau khi dung thuoc lao mot thang vai
biéu hién cic ndt xuat huyét xuét hién tai cang chéan,
ban chan va ban tay hai bén, voi hi vong gop tiéng noi
cta minh trong thong ké y hoc, cling nhu chia s¢
kinh nghlem trong chan doan va diéu tri bénh 1y hiém

gap nay.

2. CALAM SANG

Bénh nhan nam 70 tudi nhap vién vi xuit hién ndt xut
huyét & cang chén, ban chan, ban tay hai bén. Bénh
nhén co6 tién st st xudt huyét cach 1 nim, khong co
tién su di ung. Bénh nhén da dugc chan doan lao phoi
c6 bang chimg vi khuan hoc 1 thang trudc d6 (AFB dom
am tinh, Xpert MTB/Rif duong tinh mirc d6 rat thip va

khong khang véi rifampicin), phac d6 diéu tri thude lao
bao gom: Rifampicin 450 mg, isoniazid 300 mg, pyr-
azinamid 1200 mg va ethambutol 800 mg. Sau 1 thang
dleu tri, bénh nhan c6 bleu hién ngira rai rac, dong thoi
n6t xuat huyét lan lugt xuat hién ¢ cang chén, ban chan,
ban tay hai bén. Mot s6 ndt xuat huyét xuat hién don 1¢,
mot s0 tao thanh mang dam (Hinh 1) Bénh nhan khong
c6 biéu hién sét, khong dau nhirc cac khop.

Két qua c{at lc'yp vi tinh nguc cho thay thuy :crén hai phéi
c6 mot s6 not dac kem day vach lién ti€u thuy. Két
qua mot s6 xét nghlem dugc chi dinh: s6 lwong bach
cau mau ngoai vi 8,32 G/L, ndéng do hemoglobin 8.7
g/dL, ’so luong tiéu cau 143 G/L, CRP 22,6 mg/L. Cac
chi s0 dong mau co ban (PT, INR, aPTT), chirc ning
gan, than trong gidi han binh thuong. Nong do IgA,
IgE, IgG, IgM binh thudng (twong tng 114 mg/dL, 363
[U/ml, 1381 mg/dL, 142 mg/dL). Tong phan tich nudc
tiéu khong phat hién bat thuong. Xet nghlem HbsAg,
anti-HCV, anti-HIV am tinh. Két qua nuéi cdy vi khuan
lao 4m tinh sau 1 thang diéu trj.

Chung t6i tién hanh mot s6 xét nghiém khac dé chan
doan phan bi€t v6i nhirng nguyén nhan gay ra ban Xuét
huyét, voi két qua: Xét nghiém test Dengue NS1Ag am
tinh, Dengue IgG duong tinh, Dengue IgM am tinh;
khéng thé khang nhan (ANA) am tinh, khéng thé khang
DNA (anti-dsDNA) am tinh.

Sinh thiét da tai vi tri ban xuat huyét, mé bénh hoc duoc
thue hién tai khoa Giai phau bénh, bénh vién Da heu
Trung wong. Két qua cho thay thuong bi khong co6 t6n
thuong, trung bi c6 hinh anh xdm nhap bach cau don
nhén va bach cdu 4i toan quanh mach, thoat hong cau,
mot s6 mao mach c6 thanh day, té bao ndéi mé sung
phdng (Hinh 3).

Hinh 1. N6t xuét huyét xuit hién & cing chan, ban chén, ban tay hai bén sau ding thudc lao
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Hinh 2. Cit 16p vi tinh ngwe ciia bénh nhén

Tai thoi dlem vao vién, bénh nhan duge ding cac thudc
chong lao, diéu tri bang methylpredmsolone tinh mach
liéu 2 rng/kg/ngay trong 7 ngay dau, két hop véi di-
phenhydramme duong tinh mach, cic ban Xuét huyet
cai thién, sau do chuyen sang methylprednisolone lidu 1
rng/kg/ngay trong 7 ngay ti€p theo. Bénh nhén hét ngua,
céc ton thuong n6t va ban xuét huyét giam va mo dén,
khong dé lai seo.

Sau khi cac ton thuong trén da thuyén giam, ching toi
bét dau cho bénh nhan test kich thich 1an luot timg lai
thudc chdng lao isoniazid, ethambutol, pyrazinamid, va
rifampicin, mdi loai thuc duge ting dan liéu trong mdi

4 ngay Bénh nhén dung nap t6t voi isoniazid lidu 300
mg va ethambutol liéu 800 mg ma khong xuét hién tac
dung phy nao. Tuy nhién, khi dung den pyrazinamid
SOOmg bénh nhan tai xuét hién cac ndt ban xuat huyét
trén cang chan hai bén sau khoang 3 tiéng thuc hién
test kich thich. Ching t6i dung pyrazinamid, cho bénh
nhén dung thém methylpredisolon lidu 1 mg/kg/ngay
két hop voi diphenhydramine duong tinh mach trong 7
ngay. Sau khi ndt xuat huyét mo dan, chung t6i tiép tuc
cho bénh nhén dung rlfarnplcln mgc du vy, benh nhén
tai xuat hién ndt xuat huyét & cang chan hai bén ¢ liéu
450mg (Bang 1).

Bing 1. Thoi diém xudt hién triéu chirng va liéu lwgng test kich thich ciia tirng thudc chdng lao

Thude Ngay niam vi¢n Liéu Triéu chirng
Ethambutol 15 100mg Khong
Ethambutol 16 200mg Khong
Ethambutol 17 400mg Khong
Ethambutol 18 800mg Khong

Isoniazid 19 50mg Khoéng
Isoniazid 20 100mg Khong
Isoniazid 21 150mg Khoéng
Isoniazid 22 300mg Khoéng
Pyrazinamid 23 250mg Khong
Pyrazinamid 21 500mg Not xuat huyét
Rifampicin 28 50mg Khong
Rifampicin 29 100mg Khong
Rifampicin 30 300mg Khong
Rifampicin 31 450mg N6t xudt huyét

70
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V6i tinh trang xudt hién tac dung phu do pyrazinamid
va rifampicin, chung t6i quyét dinh phac do diéu tri
thay thé bao gém streptomycin 750 mg/ngay, isoniazid
300 mg/ngay, ethambutol 800 mg/ngay va levofloxacin

NS AL

H1nh 3. Mo bénh hoc manh smh thiét da tai vi tri not xuat huyet (ig cang chan phu hgp véi LCV

3. BAN LUAN

Tac dung phu trén da do thudc chong lao duoc ghi nhan
0 khoang 5% bénh nhén lao. Cac bleu hién trén da hay
gip bao gdbm ngira, may day, dat san, not, ban do. LCV
trén da 1a mot phan Gng hiém gip [6]. Cac t6n thuong
trén da thuong s€ cai thién khi dung thude. Moi lién
quan gitta viém mach va thude lao lan dau tién duoc
mo ta vao nam 1967 [7]. Co hai loai viém mach c6 lién
quan to1 bénh lao phoi: (1) viém mach la biéu hién cua
bénh lao phoi va (2) viém mach do thuoc chong lao gay
ra (thuong do rifampicin) [8].

Lao phoi c6 bleu hién cua viém mach do vi khuan ling
dong tryc tiép trén thanh mach. Tuy nhién, néu khong
cO sy cO mat tryc tlep cua vi khuan trén thanh mach,
phuc hop mién dich c6 nguon gbc tir khang thé khang
proteln cuavi khuan lao s& gay ra tinh trang viém mach,
gia thuyét nay gip & 56% sd bénh nhan méc lao ph01
hoat dong [9] Ban trén da do lao c6 the do phan tmg qua
man voi vi khuan lao sau khi vi khuén lan theo duong
mau va hinh thanh nén phén tng viém & bat ki noi nao
trén co thé. Vé mo bénh hoc, ban do lao 1a phan ng
viém hat, ¢6 hoai tir va gy ra viém mach. Ton thuong
ban trén da thuong hét dan sau khi diéu tri bénh lao.

Trén ca bénh cua chung t6i, cac ndt xuat huyét xuét
hién thanh dam, méang trong qua trinh diéu tri lao 1a
mot phan ¢ ng hiém gip, doi hoi phai chan doan loai trir
cdc can nguyén thudng gap trude khi nghi téi tac dung
phu do thude. Kha ndng viém mach do sy c¢6 mat truc
t1ep cua vi_ khuan trén thanh mach, hodc ban do phan
mg qua mén c6 thé loai trir, do cac n6t xudt huyét xuat
hién sau khi bénh nhén dung thude lao duoc 1 thang
Hon nita, ¢ thoi diém viém mach xuét hién, nuéi cay
vi khuén lao da 4m tinh. Bénh nhan cua chung t6i nhap
vién & thoi diém dich bénh sot xuat huyet dang bung
phat manh. Bénh nhén da mac sot xuat huyet cach do 1
nam, gan day khong c6 biéu hién sbt va cac xét nghiém
lién quan khong cho thay tinh trang sot Xudt huyet dang
hoat dong. Chinh vi vy, s6t xudt huyét co thé duoc loai
trir O tinh huong nay. Ngoai ra, xét nghiém cong thurc
mau, dong mau co ban khong hudng tdi can nguyén

750 mg/ngay. Khong c6 tic dung phu nao xuat hién sau
d6. PBén thoi diém hién tai, sau 3 thang diéu tri, bénh
nhén dung nap v6i phac do, vi tri da ton thuong khong
dé lai sco.

xuit huyét do giam tiéu cau hodc cac bénh ly 1i loan
dong mau; cac xét nghiém bénh ly tu mién am tinh ciing
khong hudng toi can nguyén do nhom bénh 1y nay.

Mot s6 nghién ciru dd nhic dén rnoi lién quan gitra
rifampicin va viém mach [10]. Ton thuong trén da
thu'ong mat di sau khi dung thudc. Joo-Hee Kim va
cong su da bao cao mdt ca bénh LCV do rifampicin va
pyrazmamld tai Han Quoc vao nam 2010, v6i nhan dinh
rang khang thé khang thudc lao 14 can nguyén bénh sinh
cua tinh trang viém mach [11]. Kumutnart C va cOng su
béo céo ca bénh LCV hinh khuyét do thudc lao tai Thai
Lan nam 2013 [12]. Pyrazinamid dugc cho 1a it gay ra
tinh trang viém mach hon so v6i rifampicin, tuy nhién
¢ Han Qudc va mot s6 quoc gia phuong Tay, tac dung
phy trén da do pyrazinamid lai cao hon mot s6 thudce
chong lao khac. Bénh nhén cua chang t6i xuat hi¢n cac
not xuat huyet khi dung thude, giam di khi tam dung va
tai xuat hién khi st dung lai. Cac nguyén nhan gy viém
mach trén bénh nhan nay hau hét da duoc loai trir, cac
triéu chung 1am sang, két qua sinh thi€t da va thoi diém
xuat hién triéu chung déu hudng téi LCV do rifampicin
va pyrazinamid.

Mot s6 yéu th nguy co gdy tac dung phu trén da ¢ muc
dd nang nhu tudi cao, nir gidi, dai thio duong, tién str
diéu tri lao trudc do, tién sir viém gan. Tudi cao trén
60 va nguoi chau A c6 lién quan dén tinh trang kém
dung nap rifampicin va pyrazinamid [13]. Bénh nhan
cua chiing t6i ¢6 2 yéu t0 nguy co: Ngudi chiu A va
tudi trén 60.

Duya trén céc chan doan loai tru, chung t6i quyét dinh
tién hanh sinh thiét da véi két qua mo bénh hoc hudng
t6i LCV, diéu tri ban du dap g tot voi corticoid toan
than. Chung t61 bdo cdo ca bénh LCV trén da
do nfamplcm va pyrazmamld duoc xac dinh bang sinh
thiét da va test kich thich, v6i myc dich chia se¢ kinh
nghiém tiép can chan doan va diéu tri not xuat huyét
xudt hién trén da trén bénh nhan dang diéu tri bénh lao.
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4. KET LUAN

LCV la tac dyng phu hlem gap ¢ bénh nhan diédu tri
bénh lao véi biéu hién ndt xuat huyét xut hién trén da.
Céc bac si can nhan biét loai ton thuong da khong dién
hinh nay va chi dinh sinh thiét da sém dé chan doan xéac
dinh bénh. Diéu tri corticoid toan than c6 thé 1am giam
mirc do ton thuong cho bénh nhan LCV. Mic du hiém
gap, rlfamplcm va pyrazinamid c6 thé duoc coi 13 cin
nguyén gay ra LCV.
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