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BAO CAO TRUONG HOP
NHIEM NAM HISTOPLASMA LAN TOA VA
NHIEM CMV TUY XUWONG O BENH NHAN KHONG NHIEM HIV
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2Bénh vién Bach Mai

Trong bai béo nay, chiing toi bdo cdo vé mét truong hop déng thoi nhiém nédm Histoplasma lan tod
va nhiém Cytomegalo virus (CMV) tiy xwong & bénh nhan khéng nhiém HIV dwoc chén doan, diéu tri tai
Trung tdm Bénh nhiét déi Bénh vién Bach Mai. Day la ca bénh dau tién dwoc bao cdo tai Viét Nam. Bénh
nhan nam 52 tudi tién siv khoé manh vao vi sét kéo dai hon 1 théng, gdy sut can. Bénh nhan duoc lam
huyét tuy dé va sinh thiét tuy xwong cé hinh dnh nhiém ném trong tuy xuong va hinh dnh maét cu. Két
qud PCR CMV trong méu va dich tuy xwong duong tinh, cdy dich tuy xwong sau 33 ngay dinh danh ra
Histoplasma capsulatum. Bénh nhan da diéu tri thanh céng véi Amtrophotret, Ganciclovir néi trii trong 14
ngay va tiép tuc diéu tri ngoai tru ltraconazole, valganciclovir. Sw xuét hién nhiém ném Histoplasma lan téa
tai Vit Nam da hiém nhung lai déng nhiém cd CMV & nguoi cé tién st bénh tat khée manh thi 14n déu
tién dwoc béo céo tai Viét Nam. Can cé nghién ctwu, tim hiéu sdu hon vé truong hop ca bénh déc biét nay.

T khoa: Histoplasma, Cytomegalovirus (CMV), khéng nhiém HIV.

I. DAT VAN DE

Histoplasmosis 1a bénh nam dich t& phé bién
trén thé gidi va hay gap nhat & vung lwu hanh cla
bénh nhw & thung liing sdng Ohio va Mississppi
tuy nhién lai hiém gap & Viét Nam."® Mién dich
t& bao dwoc coi la co ché bao vé chinh cua vat
chti chéng lai H.capsulatum. Té bao T-CD4 kich
hoat dai thwc bao tiéu diét ndm, chinh dai thuc
bao hé tro lan truyén ndm qua dwong bach
huyét t&i hach ké can va tir d6 lay theo dudng
mau t&i hé lién vong néi mé. Khong kich hoat
duoc kha nang diét nAm cua dai thwe bao lam
tang nguy co méc H.capsulatum lan toa vi thé
bénh hay gap & ngudi trc ché mién dich (HIV/
AIDS, ghép tuy xwong, ghép tang dac hoac st
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dung corticoid kéo dai...) hodc tudi cao.* NAm
méc H. capsulatum thudng lién quan dén déat
4m, d&c biét noi giau phan chim va phan doi,
dang nay khéng gay bénh va cé thé dwoc nubi
céy & trong phong thi nghiém & nhiét do phong,
thworng tir 20 - 25°C. Nhiém tring phat trién khi
vi bao t&r nAm dwoc hit vao phdi, tai day ching
bién déi thanh dang ndm men gay bénh. Pac
biét bénh canh Idm sang khéng dac hiéu, khdng
c6 nhiéu xét nghiém chan doan kém theo nudi
céy kho khan, ti & t&r vong cao néu khong duoc
diéu tri do d6 viéc phdi hop chat ché gitra bac
sT 1am sang va can 1am sang la rat quan trong
dé& quyét dinh diéu tri sém, cai thién tién lvong
cho bénh nhan.

Nhiém trung CMV rat da dang va hau nhw
phu thuéc vao dap ¢ng mién dich clia vat chd.
Nhiém CMV & bénh nhan suy gidam mién dich
gay bénh n&ng va tlr vong dang ké, dac biét cac
trwdng hop ghép tang, ngudi nhiém HIV/AIDS.
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Nhiém trung CMV & vat chi ¢ mién dich binh
thwong thi thwdng khdng co triéu chirng hoac
biéu hién triéu chirng clia héi chirng tang bach
cau don nhan.

Nhuw vay, ca nhiém trung Histoplasmosis lan
tda va nhiém CMV tang déu hay g&p va nang
& ddi twong suy gidm mién dich. Trén thé gioi,
mot sb ca bénh hodc nghién clivu da dé cap van
d& déng nhiém nay nhwng thwdng trén bénh
nhan nhiém HIV/AIDS hodc bénh nhan bij bénh
mau, ung thw cé dung thubc trc ché mién dich.
Hiém ghi nhan & nhirng ngudi cé tién st khde
manh.

1. BAO CAO CA BENH

Bénh nhan nam 52 tudi, tién s khoé manh,
sbng tai Ha No6i lam nghé van chuyén hang
hoda, c6 hang xém nubi nhiéu chim. Trwdc vao
vién 1 thang, bénh nhan sbét 38°C, rét run, dau
bung man swon trai, di kham bénh vién E diéu
tri khdng ré thudc sau vai ngay thi hét dau bung
nhwng con sbt that thwerng 39°C, ¢6 rét run, sbt
lién tuc trong 15 ngay, cat sét dwoc 5 ngay sau
sbt lai, gay sut 8 kg/thang, kham cé lach to do
1, gan map mé bd swon, xét nghiém cong thirc
mau tiéu ciu gidm, chup cét I&p vi tinh & bung
(CLVT) hinh &nh lach to, hach 6 bung. Do chua
tim dwoc nguyén nhan gay sbt nén bénh nhan
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dwoc chuyén dén bénh vién Bach Mai ngay
23/7/2021 trong tinh trang tinh, con sét néng
39 - 40°C lién tuc, khéng ho, khong khé thé,
c6 ndm miéng, dau hiéu nhiém trung khong rd
rang, gan to duwéi bd swdn 4cm, dai tiéu tien
binh thwéng.

Tai Trung tdm bénh nhiét d&i, bénh nhéan
duwoc diéu tri kinh nghiém theo huwéng nhiém
khuan huyét Imipenem 2 g/ngay, ltraconazole
200 mg/ngay, ddng thai tiép tuc danh gia cac
can nguyén gay sét kéo dai. Cac xét nghiém
bd thé C3, C4 trong gidi han binh thuéng.
Khang thé khang nhan va khang thé dsDNA,
khang thé khang phospholipid IgG/IgM, khang
thé khang cardiolipin IgG/IgM, khang thé khang
beta2 glycoprotein IgG/IgM déu am tinh, cac
xét nghiém danh gia ki sinh trung ki sinh trung
sbt rét, soi phan tim trirng giun sén, huyét thanh
chan doan S. stercoralis, Toxocara, HIV Ab déu
am tinh.

Cét 16p vi tinh 16ng nguc cé vai tdn thwong
nbt déng dac nhé & dinh phdi trai. Bénh nhan
duwoc tién hanh 4y xét nghiém tdm soat lao
AFB d&m 3 l1an am tinh, Gen Xpert, vi khuan, vi
ndm nudi cay dich phé quan am tinh. Cac mau
mau dwoc lay nhidu thdi diém khi bénh nhan
sbt nudi cay vi khuén, vi nAm déu khéng moc
khuan lac.

Hinh 1. CLVT 1dng ngwc hinh anh tén thwong nét dong dic phoéi nhé & dinh phoi trai
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Cét I6p vi tinh & bung hinh &nh gan lach to,
hach canh tdm vj va doc dong mach chi bung.

Khong thdy cé ap xe cac tang trong 6 bung,
ndi soi dwdng tiéu hoa khong thay bat thudng,

khéng co ton thwong sui, van tim - tim. Cac
xét nghiém co ban c¢6 tinh trang giam tiéu cau,
thiéu mau nhe va tang Ferritin. Dién bién nhw
bang duw&i day:

Bang 1. Xét nghiém c6ng thirc mau va hoa sinh mau

Chi 6 xét nghieT Ngay 10/7/2021 23/7/2021 28/7/2021
Héng cau (T/1) 45 3,57 3,74
Hemoglobin (g/l) 117 96 102
Tiéu cau (G/I) 102 21 48
Bach cau (G/l) 11,9 3,7 2,84
Mau l&ng 1h/2h 6/14 9/25
CD4 (té bao/mm?) 211
CRPhs 14,4

Ferritin 32.565 14.972
CMV PCR (copies/ml) 3320

Tuy nhién, xét nghiém mau ngoai vi cla
bénh nhan gidm ca ba dong, ferritin tdng cao
cung hinh anh gan lach to, hach & bung, bénh
nhan van sét lién tuc sau 5 ngay diéu tri khang
sinh, ching téi tiép tuc tim kiém can nguyén sét
kéo dai hwdng nhiéu dén bénh ly ac tinh huyét
hoc. Huyét tuy dd ngay 28/7/2021 cho thay
hinh &nh tang dai thwc bao nghi ngd nhiém
nam trong tuy xwong. Chang t6i da hoi chan lai

tiéu ban va&i gidi phdu bénh, vi sinh va ngay lap
tre tién hanh diéu tri ngay bang Amphotret liéu
0,7 mg/kg/ngay, diéu chinh réi loan dién giai.
Sinh thiét tuy xwong ngay 3/8/2021 hinh anh
tuy tdng dai thwc bao, c6 mét sb dai thwe bao
chtva tiéu thé nghi t&i nAm va mot sb té bao mét
cu (theo ddi CMV) va két qua PCR CMV dich
tuy xwong dwong tinh. Bénh nhan diéu tri thém
Ganciclovir 5 mg/kg IV g12h.

Hinh 2. Hinh anh nAm men trén tiéu ban tuy do
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Hinh 3. Két qua nuéi cdy moc H.capsulatum: (a) khuan lac, (b) hinh anh nhuém soi
cho két qua hinh anh ndm dang soi, mau trang

Bénh nhan dwoc theo doi chat ché trén Iam
sang va cac xét nghiém co ban danh gia dap
&ng diéu tri va cac tac dung phu cta thubc.
Trong qua trinh diéu tri bénh nhan gidm sét,
sbt 1 - 2 con trong ngay, cao nhéat 39,4°C, chu
yéu khi truyén amphotret va cat hoan toan sét
sau 21 ngay, cong thirc mau cai thién ba dong,
chirc ndng gan than, dwdng mau trong gidi han
binh thwdng, ferritin gidm con 1746 ng/ml, tai
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lwong CMV trong mau sau 2 tuan diéu tri < 150
copies/ml. Sau 13 ngay dung Amphotret bénh
nhan dwoc chuyén sang ltraconazole 600 mg/
ngay trong 3 ngay, tiép tuc diéu tri ciing cb bang
ltraconaole 400 mg/ngay va Valganciclovir 900
mg/12h. Bénh nhan dwgc ra vién vao ngay
25/8/2021. Chung téi van tiép tuc theo d&i ngoai
tra trwdng hop nay & thoi gian sau do.
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Biéu do 1. Sw cai thién xét nghiém trong qua trinh diéu tri
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Ill. BAN LUAN

Tiép xuc v&i H. capsulatum 1a phd bién véi
nguwdi & vung lwu hanh bénh nhuwng nhiém
trung cé triéu chirng can can thiép cia y té
biéu hién & rat it bénh nhan. Phan I&n khéng
c6 hodc triéu chirng rat nhe. Cac biéu hién
lam sang nhw nhiém Histoplasmosis phdi cap
tinh, Histoplasmosis phéi thé hang man tinh,
viém trung that cé u hat, xo hoa trung thét,
Histoplasmosis lan tod, viém néi tam mac,
nhidm tring mau, nhiém tring hé than kinh
trung wong chi xay ra < 1% sb nguwoi nhiém
tring H. capsulatum.® Histoplasmosis lan toa
dé& nhan biét hon cac thé khac nhuwng it khi xay
ra. Triéu chirng thuwdng gap cla bénh 1 sét rét
run, mét méi, gay sut can, cac triéu chirng ho
h&p nhw ho khan hodc c6 dom, dau nguc kiéu
mang phdi, khé thé... Khi kham thuwéng phat
hién gan to, lach to ho&c ndi hach ngoai vi, xét
nghiém cé phat hién ¢ ché tuy xwong gidm
bach cau, thiéu mau, tdng men gan. Néng do
phosphatase kiém tang, gidm tiéu ciu, LDH
tang, Ferritin tang khéng dac hiéu nhwng goi y
dén chan doan & bénh nhan cé bénh canh thich
hop.5¢ Histoplasmosis lan tod lién quan dén
nhiéu vi tri co quan phd bién nhét 1a dwdng tiéu
hod, d&c biét hay gap & dai trang, sau dé dén
rudt non, hiém khi xay ra & dwdng sinh duc tiét
niéu. Dac biét bénh Histplasmosis thwong gay
pha huy réng rai hai bén tuyén thwong than hon
nhirng bé&nh ndm lan tod khac.” Bénh nhan nay
ngay khi tiép nhan ching t6i da nhan thay mac
du bénh nhan bi bénh kéo dai nhwng thé trang
kha tét, cac dau hiéu nhiém tring nhiém déc
trén 1am sang khong rd rang du sét kha cao.
Gan lach to, thiéu méau, gidm tiéu cau va tang
ferritin 13 nhirng triéu chirng xuét hién & bénh
nhan nay kha phu hop véi tinh trang nhiém vi
sinh vat ndi bao. D6 ciling la ly do chung téi
quyét dinh phai choc lai tiy va sinh thiét tay lai
dé 14y bénh phdm lam xét nghiém khang dinh

V@i vi khuén, ndm, lao, CMV.

Histoplasmosis c6 th& chan doan béng
nudi cay, nhudém soi, test khang thé va khang
nguyén. Nudi cdy la tiéu chuan vang chan doan
bénh nhwng do thdi gian moc kéo dai 2 - 4 tuan,
ddi khi kéo dai dén 6 tuan nén khong cé y nghia
thwe hanh trong trudng hop bénh nang diéu tri
cham tré tang nguy co t& vong.58 Nudi cay dich
tuy xwong cho ti I& moc ndm cao nhét, 75% céac
trwdng hop nhiém nam lan tod. Nhuém soi ndm
dd nhay thap hon nudi cay, dac biét néu bac si
vi sinh khéng cé kinh nghiém c6 thé nham véi
Candida glabrata, Pneumocystis carinii.® Test
phat hién khang nguyén dé nhay cao tuy nhién
hién chwa co tai Viéet Nam. Trwong hop nay,
kh&i dau trén tiéu ban huyét tdy dd va sinh thiét
tly xwong chung tdi da nghi nhiém nam, luc
dé nghi nhiéu dén vai trd ctia nAm T. marneffei
chir khéng nghi t&i vai tro Histoplasma. Phai
dén khi rat 1au sau 33 ngay nudi ciy bénh pham
dich tly xwong méi moc ra ndm H.capsulatum.
Trong khi d6 rat nhiéu lan cdy mau & céc co s&
khac nhau déu cho két qué am tinh. Khién cac
nha 1am sang bi danh lac huwéng va dé dan dén
bd sét chan doan.

Diéu tri Histoplasmosis phu thudc vao mirc
doé trAm trong ctia bénh ciing nhw tinh trang
mién dich cGa vat chid. M&c dd nhe chi can
diéu tri triéu chirng nhwng véi trwong hop lan
tod hodc bénh man tinh, nhiém trung phdi cap
tinh kéo dai ho&c trdm trong can phai liéu phap
khang ndm. Déi v&i Histoplasmosis lan toa tién
trién, Hoi truyén nhiém Hoa Ki khuyén nghi ddi
v&i mirc do tir viva dén nghiém trong, Liposomal
amphotericin B (3 mg/kg/ngay) dung trong 1 -
2 tuan, theo sau la itraconazole (200mg 3 lan
mot ngay trong 3 ngay, va 200mg 2 lan mot
ngay cho thdi gian it nhat 12 thang). Ché pham
deoxycholat amphotericin B c6 thé s dung
thay thé & bénh nhan it c6 nguy co doc tinh
than. Diéu tri duy tri ltraconazole 200mg hang
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ngay co thé kéo dai sudt ddi néu tinh trang trc
ché mién dich khong thé cai thién hodc bénh
nhan tai phat bénh ké& ca diéu tri thich hop.® Sw
cai thién c6 thé mong doi trong mét tuan & hau
hét bénh nhan, tuy nhién tai phat co thé xay
& nhirtng bénh nhan bi trc ché mién dich lién
tuc. Noéng d6 khang nguyén Histoplasma trong
nwéc tiéu va huyét thanh gidm khi diéu tri hiéu
qud, khi tdng cao sé dw bao tang kha nang tai
phat.®

Nhiém CMV la tinh trang nhiém trung phd
bién, biéu hién Iam sang thay ddi tuy theo tuéi,
duwdng lay truyén va tinh trang mién dich. Thoi
ki so' nhiém né c6 thé gay giam bach cau, tiéu
cau thoang qua sau do la thoi ki tiém an khong
triéu chirng. Sy tai hoat CMV thudng xuyén
hon & bénh nhan (rc ché mién dich. Nhiém
CMV trong tuy xwong hiém gap va day ciing cé
thé la nguyén nhan gay sét va giam tiéu cau.”
Téac dong 1dm sang ctia CMV Ién treong hop
nay la khong rd rang do nhiéu triéu chirng tring
l&p nhung cé thé gép phan lam bénh canh Iam
sang xau di.

Qua ca bénh trén cho thdy, ching toi tiép
can tr mot trwdng hop sbt kéo dai, gay sut can
nhung c6 xét nghiém HIV am tinh. Rét nhiéu
chan doan dwoc dwa ra tr bénh mau, bénh
hé théng, nhiém trung vi khuan néi bao, tinh
trang tai hoat héa hay lao cung dwoc duwa ra.
Bénh nhan nay c6 moét sb goi y nhu sét kéo dai,
gan, lach to, ferritin ting. Tuy nhién, nhiéu lan
cdy mau va da duoc lam huyét tiy dd co sé&
khac da la kho khan va tré ngai khién cho cac
bac si lam sang it d& y t¢i c&n nguyén vi sinh
vat. Chung téi may man vi c6 sy phdi hop gita
chuyén khoa huyét hoc, vi sinh dé& cung lam
chan doan cho bénh nhan nay. Phai dén tan khi
két qua cly dich tiy xwong ra loai nAm nay thi
chan doan ctia nguwdi bénh méi ré rang. Viéc
chan doan xac dinh vé Histoplasmosis thuong
tri hoan do thiéu cac d&c diém lam sang déc
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hiéu va chan doan phan biét rong rai. Sy cham
tré trong chan doan khién bénh nhan diéu tri
khong thich hop véi nhiéu loai khang sinh, tang
nguy co khang thudc, ganh naéng cho nén vy té.
bay thwc sy la bai hoc kinh nghiém quy bau
cho nha lam sang x& ly ttr ca bénh nay.

IV. KET LUAN

Biéu hién |am sang cla histoplasmosis,
nhiém CMV khéng dac hiéu, dé nham |an véi
cac bénh li viéem phdi, bénh lao, bénh sarcoid,
bénh Crohn hodc bénh li ac tinh... Trong khi
hau hét bénh biéu hién can Iam sang hoéc tw
gi&¢i han khéng can diéu tri thi & bénh nhan suy
giam mién dich va nhiém Histoplasma lan toa ti
I& t&r vong cao néu khong dwoc chdn doan didu
tri sém. Do d6 can hiéu biét vé dich t&, biéu
hién 1am sang, xét nghiém chan doan tét nhat
vé bénh histoplasma la cuc ki quan trong ddi
v&i bac sTlam sang dac biét trong diéu kién y té
Viét Nam con nhiéu khé khan trong xét nghiém.
Day 14 trwong hop hiém hoi khi khéng cé tién
st bénh nén gi ma nhiém déng thoi ca hai tac
nhan c6 thé gap trén co dia suy giam mién dich.
Théng qua ca bénh giup nha I1am sang cé cach
nhin da chiéu hon vé nhitng trwong hop sbt
kéo dai cling nhw can nguyén it ngd toi trong
trwdng hop nay.
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Summary
CASE REPORT OF DISSEMINATED HISTOPLASMA AND BONE
MARROW CMV INFECTION IN HIV-NON-CONFIRMED PATIENTS

We report on a case of concurrent disseminated histoplasmosis and cytomegalovirus (CMV) infection
of bone marrow in a non-HIV-infected patient diagnosed and treated at the National Centre of Tropical
Diseases, Bach Mai Hospital. This is the first case reported in Vietnam. A 52-year-old male patient
with a history of good health was in hospital because of fever lasting more than 1 month including
weight loss. Myelogram and a bone marrow biopsy showed a fungal infection in the bone marrow and
an owl's eye image. CMV PCR results in blood and bone marrow fluid were positive, bone marrow
culture after 33 days identified Histoplasma capsulatum. The patient was successfully treated with
Amtrophotret, Ganciclovir inpatient for 14 days and continued outpatient Itraconazole, valganciclovir.
The occurrence of disseminated histoplasmosis in Vietnam is rare, but co-infection with CMV in healthy
individuals is reported for the first time in Vietnam. Further research is needed on this particular case.

Keywords: Histoplasma, CytomegaloVirus (CMV), HIV-non-confirmed patients.
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