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Hwéng dan thwe hanh

NHIEM NAM ASPERGILLUS TRONG BENH PHOI TAC NGHEN
MAN TINH

Ta B4 Thang!
1B mon - Trung tdm N6i hé hap, Bénh vién Quan y 103

TOM TAT:

Aspergillus tén tai réng rai trong tw nhién, cé thé lay nhim nhiéu bd phan trong co thé théng qua dwéng hd hap. Théng
thwerng, nhiém Aspergillus thwéng xay ra & nhixng bénh nhan bj suy gidm mién dich nng. Bénh nhan COPD c¢6 nhiéu
nguy co nhiém nam trong d6 c6 Aspergillus. Cac thé nhiém Aspergillus chi yéu & bénh nhan COPD bao gébm nhiém
aspergilus xam lan, nhiém aspergilus man tinh va tdng nhay cdm véi aspergilus. Chan doan va diéu tri nhiém nam
Aspergillus & bé&nh nhan COPD c6 nhiéu khé khdn. Chan doan va diéu tri nhiém Aspergillus sém & bénh nhan COPD
sé g6p phan nang cao hiéu qua kiém soat bénh, giam bién chirng va giam ty lé t& vong.

Tir khoa: Nhiém ndm Aspergillus; B&nh phéi tdc nghén man tinh.
Abstract: Aspergillus infection in chronic obstructive pulmonary diseases

Aspergillus exists widely in nature and can infect many parts of the body through the respiratory tract. Usually,
Aspergillus infection often occurs in patients with severe immunodeficiency. COPD patients are at high risk of fungal
infections, including Aspergillus. The main forms of Aspergillus infection in COPD patients include invasive pulmonary
aspergillosis, chronic pulmonary aspergillosis, and Aspergillus hypersensitivity. Diagnosis and treatment of Aspergillus
infection in COPD patients are difficult. Early diagnosis and treatment of Aspergillus infection in COPD patients will
contribute to improving the effectiveness of disease control, reducing complications, and reducing mortality.

Keywords: Aspergillus infection; Chronic obstructive pulmonary disease.

1. DAT VAN PE

Aspergillus 1a mét loai nAm tén tai réng réi trong tw nhién, co thé lay nhiém nhiéu bd phan trong co
thé théng qua dwdng hd hap. Thong thwdng, nhiém Aspergillus thwong xay ra & nhixng bénh nhan
bi suy gidm mién dich nang nhw mac cac bénh nang, gidm bach cau trung tinh, bénh bach cau,
dung corticosteroid toan than liéu cao kéo dai, ghép té bao gbc tao mau va ghép tang dac [3, 4].

O bénh nhan bénh phdi tdc ngh&n man tinh (chronic ostrucstive pulmonary disease - COPD) dé bj
nhiém Aspergillus do st dung rdng rai khang sinh, corticosteroid, cling véi ddc diém bénh ly lam
suy gidm mién dich tai ché va toan than. Cac thé bénh nhiém Aspergillus & bénh nhan COPD, bao
gdm tang nhay cam Aspergillus (Aspergillus hypersensitivity), bénh Aspergillus phdi man tinh
(Chronic pulmonary aspergillosis - CPA) va bénh Aspergillus phdi xam 14n (Invasive pulmonary
aspergillosis - IPA) [1, 6].
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Do céc biéu hién 1am sang khéng d&c hiéu va thiéu sw thdng nhét tiéu chuin chan doan, nén chan
doan sém nhiém Aspergillus & bénh nhan COPD réat kho khan [1, 3, 4].

2. DICH TE

Tang nhay cdm Aspergillus: wéc tinh trén toan cau, tdng sé bénh nhan COPD tang nhay cdm voi
Aspergillus khodng hon 75 triéu. Ty 1& nhay cdm cao nhat & Chau Au (dwa trén cac nghién ciru &
Bi va Vwong qudc Anh): & Bi, ty 1& lwu hanh cao nhat (18,3%). Ngworc lai, & Colombia ty 1& lwu hanh
thap nhat (7,9%) [2].

Bang 1. Tan suét tdng nhay cdm Aspergillus & bénh nhan COPD [2]

Nhay cam Aspergillus S6\benh nhan

Dija diém, tac gia, nam

(%)
Trung qudc, Jin va céng sw, 2014 15 273
Bi, Everaerts va céng s, 2017 18,3 300
An Do, Agarwal va cong sw, 2010 8,5 200
Anh, Bafadhel va céng sw, 2014 13 128
Colombia, Le Pape va céng sw, 2018 7,9 127

NAm xam nhap: cac nghién ctu cho thay cé khoang 1,3% bénh nhan nhiém Aspergillus xam lan
c6 mac COPD. Nghién ctru vé IPA & bénh nhan ICU, thdy 34% bénh nhan IPA kém COPD. Trong
mot nghién ctru & bénh nhan dwoc kham nghiém tir két qua cho thay IPA gdp & 2,8% bénh nhan,
trong d6 44% bénh nhan kém COPD. Guinea va céng s cho thay sy gia tang IPA & bénh nhan
COPD trong khoang thdi gian tr ndm 2000 - 2007 (ty & mac tlr 0,7% - 1,3%). Ty 1& mac phan bd
khac nhau & cac vung trén thé gidi: mic thap (14,8/100.000) & Chau Pai Dwong, mic cao
(34,9/100.000) & Chau M¥. Ty I& t& vong do IPA khéng dwoc diéu tri néi chung la khoang 100% [6,
8].

CPA: khoéng c6 di¥ liéu nao dwoc cong bd ty 16 méc CPA & bénh nhan COPD, tuy nhién wéc tinh
c6 khodng 33% bénh nhan CPA mé&c COPD. Mét nghién ctru tai Vwong quéc Anh trong khodng
thdi gian 8 nam cho thay ty I& bénh nhan COPD gap & mot phan ba bénh nhan nhiém Aspergillus
man tinh (33,3%). Trong mét nghién ctu hdi civu trén 70 bénh nhan CPA & Han Qubc, thay 35
(50%) bénh nhén c6 COPD [5, 8].

3. CAC THE BENH NHIEM ASPERGILLUS & BENH NHAN COPD
3.1. NAm xam nhap trong dot cap COPD

3.1.1. Yéu té nguy co:
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Nhiém Aspergillus dang gia tdng va la mét trong nhivng nguy&n nhan quan trong gay dot cap bénh
COPD. Nguy co cao IPA & ngwdi COPD bao gdm [8]:

- Sir dung prednisone hé théng trén 20 mg mdi ngay hoac dung liéu tich Idy liéu trén 700 mg; hit
liéu cao glucocorticoid.

- Nhap vién thwdng xuyén va diéu tri thwéng xuyén bang khang sinh phd réng

- Viém man tinh dwéng thé va nhu mé phdi dan dén thay ddi ciu trac phdi lam suy gidm mién dich
tai chd

- CA&c bénh di kém nhw dai thao dwéng, rdi loan chuyén hoa, suy dinh dwéng
- Nhiém virus ctim va cytomegalovirus.
3.1.2. b&c diém |am sang

Bénh nhan COPD méc IPA c6 cac triéu chirng khéng dién hinh va cha yéu biéu hién tinh trang viém
phdi khang khang sinh, kém theo kho thé tram trong hon. Biéu hién 1am sang chung bao gom sét,
khé thé, tang dom, thé kho khe, ho ra mau va dau ngyec.

Biéu hién Iam sang c6 thé cap tinh, ban cép tinh. Aspergillus xam nhap cp tinh xay ra nhanh chéng
v&i biéu hién 1am sang ti vai ngay dén 3 - 4 tuan. Aspergillosis xam nhap ban cép tinh (Sub-acute
invasive aspergillus-SAIA) thwéng xay ra & nhirng bénh nhan khéng bi suy giam mién dich nang
nhwng cé thé bi suy nhwoc ndng va thwéng tién trién cham trong 4 - 12 tuan [1, 3].

Aspergillus xam nhap c6 thé xam nhap mach méau va khéng xam nhap mach mau, trong dé xam
nhap mach mau dac biét phd bién & nhitng bénh nhan gidm bach cau trung tinh c6 aspergillosis
phdi xam nhap. Xam nhap mach thuwéng xam nhap cac ddng mach phdi Ién dan dén huyét khbi va
nhdi mau phdi hodc xam nhap vao mach & trung tam cla cac ndt duwoc bao quanh béi cac soi ndm.
IPA khdéng xam nhap mach gap phé bién & nhirng bénh nhan dwoc diéu tri bang corticosteroid, bao
gdm ca bénh nhan COPD [8, 9].

3.1.3. Cén lam sang

Xquang: Hinh anh cta IPA & bénh nhan COPD khéng d&c trwung chi yéu gap hinh anh déng déc
va nét khéng dac hiéu.

Chup cét I&p vi tinh (CT) nguc: tdn thwong bao gdm tham nhiém, nét, ddong déc, dau hiéu Halo va
d4u hiéu liém khi (it gap & thé khdng xam nhap mach mau). D4Au hiéu liém khi thuwéng gap & bénh
nhan giai doan mudn, tuy nhién it gap & bé&nh nhan c6 COPD két hop [8].

Xét nghiém nam [1, 8, 9]
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- Soi trye tiép hoac cdy ndm tir cac bénh phdm dwdng hd hap dwéi: co gia tri dinh hwéng chan
doan.

- Xét nghi@m md bénh méau bénh pham sinh thiét phéi: c6 gia tri xac dinh chan doan nhwng khéng
kha thi trén bénh nhan lién quan dén chi dinh cac k§ thuat xam 1an 14y bénh pham.

- Xét nghiém khang nguyén trong huyét thanh va dich phé quan: c6 dd nhay thap

- PCR mau, dich phé quén: xac dinh nhanh ndm so vé&i nuéi cay, dé nhay thap (do thanh té bao
cta Aspergillus day) va khdng phan biét dwoc gitra nhiém nam véi ndm quan cuw.

3.1.4. Chén doén
Tiéu chuén chan doan nhiém Aspergillus xam nhap & bénh nhan COPD bao gém [8]:

- Yéu t6 co dia bénh nhan: COPD & GOLD 3 hodac 4, co tién st st dung glucocorticoid dang hit,
udng hay tiém tinh mach.

- Lam sang va chan doan hinh anh: kho thé khéng gidm khi diéu tri bang khang sinh va cac bét
thwéng hinh anh maéi xuéat hién trong vong 3 thang qua.

- Vi sinh: soi truece tiép thiy Aspergillus hodc nudi cy Aspergillus dwong tinh hodc dwong tinh véi
cac khang nguyén hoac hai xét nghiém khang nguyén trong mau dwong tinh lién tiép.

Nhirng kho khan trong chan doan nhiém nam xam nhap & bénh nhan COPD bao gdm [8, 9]:

- Biéu hién 1am sang khéng dién hinh, chd yéu biéu hién nhw viém phdi khang khang sinh va khé
thé tram trong hon

- Bénh nhan dot cAp COPD it dwoc ndi soi phé quan hoéc sinh thiét phdi qua da dé& 1y mau mé
hoc, do d6 rat kho dé xac dinh IPA.

- X quang bénh nhan COPD thwéng biéu hién tdn thwong gibng tham nhiém, déng dac hoac nét,
thiéu hinh anh dién hinh cta IPA (dau hiéu quang sang hoac liém khi) thworng thy & bénh nhan
IPA.

- Xét nghi@m ndm & b&nh nhan COPD méc IPA con han ché: kho 1dy dwoc mau bénh phdm dwdng
hé hdp dwdi & bénh nhan COPD lIl-IV. B nhay cta Aspergillus trong cac mau hé hap dwéi thap.
R4t kho dé phan biét gitba ndm quan cw va nhiém tring ngay ca khi Aspergillus dwoc phat hién
trong dworng hd hép dudi.

- Xét nghiém galactomannan (GM) dich rira phé quan la xét nghiém tét nhat cho chan doan trong
thwe hanh 1am sang, nhung khé xét nghiém hai mau dich rira phé quan lién tiép dé chan doan IPA
& bénh nhan COPD. Ngoai ra, khi bénh nhan dwoc diéu tri khang sinh, ddc biét 1a piperacillin-
tazobactam va amoxicillin-axit clavulanic, két qua GM sé c6 dwong tinh gia.
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- Do st dung glucocorticoid va tinh trang mién dich & bénh nhan COPD, viéc phat hién khang thé
thwdng khédng phu hop véi IPA & bénh nhan COPD.

Vi vay, dbi v&i bénh nhan COPD cé nguy co cao méac IPA, can két hop nhiéu xét nghiém dé dwa
ra chan doan phu hop.

Bang 2. C4c mirc dd chan doan IPA [8]

Mdrc do . A
. CAc tiéu chuan

chén doan

Xét nghiém md bénh hoc hoac té bao hoc ctia mau sinh thiét hodc choc
hat bang kim nhé thu dwoc tr bat ky tdn thwong phdi da ton tai <3 thang
cho thay soi ndm Aspergillus va kém theo bat ky dau hiéu nao sau day:

1) Nubi cay Aspergillus spp. dwong tinh véi bat ky mau bénh pham duong
Xac dinh hdé hap dudi

2) Xét nghiém khang thé/khang nguyén trong huyét thanh dwong tinh véi
A. fumigatus (bao gdm ca két tia).

3) Xac nhan sgi nAm Aspergillus bang phwong phap sinh hoc phan t&r ho&c
mién dich va’hodc nudi cay

Xét nghiém md bénh hoc hoac té bao hoc ctia mau sinh thiét hoac choc
hat bang kim nhé thu dwoc tir bat ky tén thwong phdi da tén tai <3 thang
cho thay sgi ndm Aspergillus HOAC bénh nhan COPD thwéng xuyén diéu
tri steroid va bénh mic d6 nang (GOLD Il hoac IV) v&i tinh trang khé thé
ndng gan day, hinh anh nguc goi y (chup X quang hodc chup CT; <3 thang)
va mot trong nhirng tiéu chuan sau:

Nhiéu kha nang L o . . s . .
1) Cay va/ hoac soi triee tiep bénh pham dwdng hd hap dwéi dwong tinh
Aspergillus

2) Xét nghiém khang thé trong huyét thanh dwong tinh A. fumigatus (bao
gdm ca chét két tha).

3) Hai lan huyét thanh dwong tinh lién tiép véi galactomannan

Bénh nhan COPD thwé&ng xuyén diéu tri steroid va bénh mdc d6 nang
(GOLD Il hoac IV) véi tinh trang kho thé ndng gan day, hinh anh nguc goi
it kha nang y (chup X quang hoac chup CT; <3 thang) nhuwng céy hoac soi truc tiép
bénh phdm dwdng hd hdp dwdi am tinh Aspergillus hoac xét nghiém huyét
thanh am tinh
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Bénh nhan COPD c6 két qua nudi ciy Aspergillus duwong tinh tlr bénh
N4m quan cw phdm dwdng hd hap duéi nhung khéng cé khé thé cp, co that phé quan
ho&c tham nhiém méi & phdi

3.1.5. biéu trj:

Liéu phap diéu tri dw phong Aspergillus khéng dwoc khuyén cao & bénh nhan méc bénh phdi téc
nghé&n man tinh.

Liéu phap khang ndm dwoc khuyén c&o cho bénh nhan da dwoc xac dinh chan doan va nhiéu kha
nang chan doan.

Diéu tri khang ndm theo kinh nghiém cé thé dwoc xem xét & nhirng bénh nhan c6 yéu té nguy co
cao, khé thé trAm trong gan day, khéng dap &ng véi liéu phap khang sinh va/hoac that bai voi
glucocorticoid va gan day cé nhiéu nét mé phan bb doc theo dwéng thé trén Xquang. Voriconazole
dwoc khuyén céo la lwa chon diéu tri dau tién, sau do 1a amphotericin B liposome. Céac azole khac
(posaconazole, esaconazole) it dwgc str dung hon [8, 9].

3.2. Nhiém Aspergillus man tinh & bénh nhan COPD
3.2.1. Béc diém |am sang

CPA thudng gap do Aspergillus fumigatus gay ra. Cac triéu chirng 1am sang bao gém ho man tinh,
khé th&, dau ngwc va ho ra mau c6 thé de doa tinh mang. CAc triéu chirng toan than nhw dé mé
héi dém, chan &n, giam can va kho chju thuweng ndi bat [1].

Céac thé bénh [5, 6]:

- U ndm Aspergillus (Aspergilloma) don déc: triéu chirng ndi bat nhat 1a ho ra mau tirng dot tai dién
nhiéu lan. Hau hét bénh nhan u ndm Aspergillus ho ra mau nhe, tuy nhién u nAm Aspergillus trong
hang di sét cé thé gay ho ra mau ndng hoéc rat néng.

- Bénh ndm Aspergillus phdi man tinh thé xo héa (Chronic fibrosing pulmonary aspergillosis -
CFPA): Xo phéi lan réng it nhat hai thdy, gidam chirc nang phdi nhiéu, biéu hién chinh la kho thé,
dac biét khi hoat dong thé Iwc.

- Thé nét: hdu hét cac bénh nhan khoéng c6 triéu chirng va thwdng dwoc phat hién bang chup
Xquang nguc.

- Bénh ndm Aspergillus phdi xam lan ban cip hay con goi ndm phdi Aspergillus hoai t& man tinh
(Subacute invasive aspergillosis hoac chronic necrotising pulmonary aspergillosis - SAIA hoac
CNPA): thwérng c6 ho man tinh, khac dom, sét va cac triéu chirng toan than. Chi co khoang 15%
bénh nhan cé ho ra mau.
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3.2.2. Chan doan hinh anh:

Hinh anh tén thwong trén Xquang va CT ngwc bao gébm biéu hién ctia CPA va biéu hién cGa bénh
phéi tdc nghén man tinh [5].

3.2.3. Chén doan

Chan doan CPA can dap tng cac tiéu chuan sau [1, 5, 7]:

- C6 céac hinh anh tén thwong dién hinh trén chan doan hinh anh nguwec.

- CO6 bang chirng trwe tiép nhiém Aspergillus hodc phan (rng mién dich dwong tinh véi Aspergillus
- Dién bién cta bénh it nhat 3 thang va mot sé bénh khac (lao, nhiém NTM...) dwoc loai trir.

O bénh nhan COPD, Xquang hodc CT ngwc nén dwoc thwe hién khi cé biéu hién 1am sang goi y
CPA. Néu trén hinh anh ngwc goi y nhiém Aspergillus man tinh can dwoc lam cac xét nghiém vi
sinh dé xac dinh chan doan.

3.2.4. biéu trj:

Diéu tri d&c hiéu: lwa chon phac dd diéu tri khang sinh chéng ndm phu thudc vao triéu chirng 1am
sang va thé bénh, tinh trang dién bién ctia bénh nhan. Uu tién s dung thuéc udng nhém azol. Cac
thuéc khang ndm dwérng tiém chi si dung trong trwéng hop: bénh nang, that bai lam sang, khdng
dung nap, c6 bang chirng vi sinh khang azol hoac bénh nhan khéng s dung duwoc thube qua duéng
udng. Can theo doi, phat hién va x@ tri tdc dung khdng mong muén cla thuéc khang ndm, ciing
nhw tranh cac twong tac thudc gitra thuéc khang ndm véi cac thudc khac (Corticosteroid...) dang
str dung cho ngu&i bénh [5, 7].

3.3. Tang nhay cam Aspergillus (Aspergillus sensitisation) & bénh nhan COPD

Tang nhay cadm vé&i Aspergillus & bénh nhan COPD chiém 35% - 55%. Thwong do Aspergillus
fumigatus. Ty Ié cta nhay cam véi Aspergillus (Aspergillus sensitisation - AS) va bénh Aspergillus
phdi-phé quan di ng (Allergic bronchopulmonary aspergillosis - ABPA) & bénh nhan COPD lan
lwot la 8,5% va 1,0% [2].

Bénh nhan COPD cé tang nhay cdm Aspergillus thwdng co gidn phé quan kém theo va FEV1 thap.
Co ché ABPA lién quan dén COPD con chwa ré.

Tang nhay cam véi Aspergillus thuéng két hop véi cac triéu chirng nang hon, cac dot cip thuwong
xuyén hon va chirc ndng phdi kém hon [2, 3].

Hinh &nh X quang va CT: Cha yéu binh thuwéng, c6 thé c6 hinh anh déc trwng la déng dac phoi
hoac c6 cac hinh anh khac nhw duwdng ray xe dién, ngoén tay di gang (finger-in-glove opacities),
gidn phé quan trung tdm. Giai doan tién trién nang co hinh anh xo va xep phdi [1, 2].
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Chéan doan ABPA: Tiéu chuan chan doan clia ISHAM (International Society for Human and Animal
Mycology-Allergic Bronchopulmonary Aspergillosis) (2013) bao gém [1, 2]:

- Yéu tb co dia dj tng
- Tiéu chuan bat budc:

e Test da v&i khang nguyén Aspergillus dwong tinh hoac Aspergillus fumigatus-Ige >0.35
KUA/I
e IgE toan phan >1000 IU/ml

- Tiéu chuén khéac (c6 2 trong 3):

e Eosinophil mau >500 cells/pl
e Tham nhiém phéi thoang qua trén X quang
e |IgG khang A. fumigatus (+)

biéu tri:

- Nguyén tac: chdng viem dé chan phan (rng tdng man cam (Corticosteroids); khang sinh chéng
nam dé giam tai lwong ndm trong dwéong thé

- Corticosteroid chi yéu st dung dworng ubng, tac dung lam giam IgE toan phan trong huyét thanh
va tang bach cau &i toan ngoai vi, cai thién cac triéu chirng, gidm hiéu gia Aspergillus va cai thién
cac bat thwong trén X quang va chirc ndng phdi. ltraconazole ho&c voriconazole da dwoc khuyén
cdo, thoi gian diéu trj 3 - 5 thang [2, 4, 6].

4. KET LUAN

COPD gay anh huéng dang ké dén sirc khde toan cau va cé nhiéu nguy co nhiém nam trong dé
c6 Aspergillus. Cac thé nhiém Aspergillus chi yéu & bénh nhan COPD bao gébm nhiém Aspergillus
xam lan, nhiém Aspergillus man tinh va tdng nhay cdm vé&i Aspergillus. Chan doan va diéu tri nhiém
nam Aspergillus & b&énh nhan COPD c6 nhiéu khé khan. Phat hién, chan doan sé&m va diéu tri nhiém
Aspergillus kip th&i & bénh nhan COPD sé& gop phan nang cao hiéu qua kiém soat bénh, gidm bién
chirng va giam ty 1é t&r vong.
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