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DANH MUC CHU VIET TAT

Acid-fast bacilli
Vi khuan khang con, khang a xit

Aspergillus nodules
Bénh ndm Aspergillus phodi thé ndt

Bronchoalveolar lavage fluid
Dich rira phé quan phé nang

Chronic cavitary pulmonary aspergillosis
Bénh nim Aspergillus ph6i man tinh thé hang

Chan doéan hinh anh

Chronic fibrosing pulmonary aspergillosis
Bénh nam Aspergillus man tinh thé xo hoa

Cit 1op vi tinh
Clinical and laboratory standard Institute

Chronic obstructive pulmonary disease
Bénh phoi tac nghén man tinh

Protein C phan ing

Chronic pulmonary aspergillosis
Bénh Aspergillus nAm phdi man tinh

Computed tomography angiography
Chup cit 16p vi tinh mach mau

Chuong trinh Chéng lao Quéc Gia

Digital Subtraction Angiography
Chup mach s6 hoa x04 nén

Dong mach phé quan
Galactomannan
Ho ra mau

Intensive care unit
Pon vi cham sdc tich cuc

Invasive pulmonary Aspergillosis
N4m phdi xam 1an do Aspergillus

Noi soi phé quan



NTM

RLTK

PCR

SA

SAIA hoac CNPA
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Non-Tuberculous Mycobacteria
Vi khuan lao khong dién hinh

R6i loan thong khi

Polymerase Chain Reaction
Phan g chudi polymerase

Simple/Single aspergilloma
Bénh nim Aspergillus phoi thé u

Subacute invasive aspergillosis hoac chronic necrotising
pulmonary aspergillosis

Bénh nam Aspergillus phdi xam 1an ban cap hodc nim Aspergillus
phéi hoai tir man tinh
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LOI MO PAU

Bénh ndm Aspergillus ph6i man tinh (Chronic Pulmonary Aspergillosis CPA) xuit hién nhiéu
& qudc gia c6 ganh ning bénh lao cao. Bénh lao phdi 1a mot trong nhitng yéu t nguy co hang dau
dan dén CPA. Boi vi céc tridu ching 14m sang va ton thuong trén phim X quang nguc kha giéng
v6i lao phdi nén CPA thudng bi chan doan nham véi lao phoi khong c6 bang chimg vi khudn hoc.

Theo Quy hanh dong toan cau vé nhiém nim (Global Action For Fungal Infections - Gaffi),
ctr 10 ca chan doan lao phéi, ¢6 1 ca CPA chin doan nham 1 lao. Nam 2020, udc tinh s6 ca CPA
& nhom ngudi ¢6 tién st méc lao trén thé gidi 1a 2 tridu ngudi. Ty 1é mac moi CPA & ngudi bénh
lao két thuc diéu tri trong vong 1 ndm va tir 2 dén 5 nam lan luot & mic 10% dén 20%.

Tai Viét Nam, uéc tinh nam 2020 tong sb ca mic CPA trong 5 niam 1 115.000 ca, twong
duong v6i ty 1& hién mac 5 nam 1a 120/100.000 dan. Ty 1& nay ting gip d6i so voi ude tinh ban
dau vao nam 2012 13 61/100.000 dan. Hién nay, s6 ca CPA dugc chan doan va diéu tri trong ca
nudce con dang & muc thép va chua dugc ghi nhan mét cach déy du va hé théng. bac biét, trong
khudn kho hoat dong ctia Chuong trinh Chéng lao Quéc gia v6i khoang 18.000 ca lao phdi khong
co béng ching vi khuén hoc duge ghi nhan hang nam thi sang loc loai trr CPA 1a can thiét dé han
ché chan doan nham va diéu tri lao khong can thiét cling nhu kip thoi chan doan, diéu tri sém ca
bénh dong mac CPA va lao. Tir d6 gop phan giam ty 1& tir vong do lao - mot trong nhitng chi s6
danh gia quan trong trong chién lugc chdm dit bénh lao (End TB) ctia T6 chirc Y té thé gidi vao
nam 2035.

Tai li¢u k¥ thuat “Hudng din chan do4n va diéu tri bénh ndm Aspergillus phéi man tinh” duoc
xdy dung nham chuin héa va nang cao ning luc chin doan va diéu tri can bénh nay.
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CHUONG 1: TONG QUAN BENH NAM ASPERGILLUS TAI PHOI

1.1. Dich t& hoc bénh nim Aspergillus phdi man tinh trén thé gi¢i va tai Viét Nam
1.1.1 Trén thé giéi

Bénh nam Aspergillus phdi man tinh (Chronic Pulmonary Aspergillosis - CPA) 1a mot bénh
phoi do ndm Aspergillus xAm nhép, phat trién man tinh, pha hity cdu trac phdi dan dan dan dén
hang, xo va day mang phdi. Bénh thudng chin doan nham véi cac bénh ho hap thong thuong khac,
chin doan mudn, nhiéu bién chung, diéu tri kéo dai va ty 1¢ tir vong cao.

Trén thé gi6i c6 khoang 3 triéu ngudi mic CPA. Néu khong duogc diéu tri khoang 50-80%
ngudi bénh s& tir vong trong vong 5 nam. Lao phoi 1a mot trong nhitng yéu td nguy co hang dau
dan dén CPA, chiém 1,2 triu ca trong téng s6 3 triéu ca mic CPA trén toan cau. CPA thudng xut
hién sau lao phéi c6 dé lai hang, nhung ciing c¢6 thé gip ddng méic véi lao phdi hoat dong.

Ti 1& méac CPA khac nhau giita cac ving, qudc gia. Ty 16 hién mic cao nhat & Chau A, Chau
Phi 13 noi ¢6 nhiéu nudc dang phat trién, c6 ganh ning bénh lao cao, thap nhét ¢ khu vuc Chau Au
va Chau My. Céc nghién ctru cho thdy hon 85% céc truong hgp CPA ¢ Nam va Pong Nam A ¢6
tién st méc lao. Viét Nam c6 s6 luong ca bénh dting hang tht nam trén thé gidi, voi sd ude tinh
khoang 55.509 ca bénh, chi sau An Do (209.147), Nigeria (120.753), Philippines (77.172) va
Pakistan (72.438).

B
| RIRE

1010 14
6t0 10

2t06
<2

No data

Hinh 1. Bin do dich té ti 1é luvu hanh CPA trén thé gidi (nguon Gaffi)

1.1.2. Tai Viét Nam

Theo Justin Beardsley va cong su vé ganh ndng bénh tat do nam tai Viét Nam nam 2012,
wde tinh ti 1¢ hién mic CPA 14 61 ca/100.000 dan/5 nim twong g 55.509 ca bénh. Nghién ciru
clia cling tac gia vao nam 2020, s ca CPA luu hanh wéc tinh ting 1én 115.675 ca.

Mot nghién ctru trién khai tai Bénh vién Phoi Trung wong cho théy, c6 to1 54,3% ngudi bénh
c6 tién st lao phéi dén kham va diéu tri tai bénh vién duge chan doan CPA.



1.2. Pic diém sinh hoc ciia nim Aspergillus

Céac loai nAm Aspergillus thudc loai nam soi hoai sinh, c6 mat trong dat va phat trién duoc
trén chét hiru co théi rira, dong vai tro quan trong trong chu trinh tai tao carbon va ni to. Nam
Aspergillus c6 kha ning gy bénh co hoi cho nguoi. Mic du co6 hon 250 loai nim Aspergillus
nhung chi c6 mot s6 loai gdy nhiém triung cho ngudi nhu A. fumigatus, A. flavus, A. niger, A.
terreus va A. nidulans,... Trong d6 A. fumigatus 13 1oai gay bénh thuong gip nhat, chiém 90% céc
loai nim Aspergillus giy bénh dugc ghi nhan.

Soi ndm

Vach ngan

Chia nhanh goc 45°

Hinh 2. Hinh dnh sgi ndm Aspergillus nhuém Calcofluor white (S Schelenz, 2015)

Nam Aspergillus cau trac dang soi nho, dudong kinh 2 - 4 pm, c¢6 vach ngin va phan nhanh
tao goc 45° v6i soi nam chinh (Hinh 1). Bao tir ¢6 dang tai nhu hinh bong cuc, ¢6 cau tric dic
trung gdm bao dai, dudng kinh 16n hon sgi nam, moc vudng goc véi soi nim, dau bao dai phong
to thanh nang trén d6 c6 cac tiéu bao dai va bao tir dinh c6 kich thudc nhé 2 — 5 pm (Hinh 2, Hinh
3).

Sginam
Tiéu bao dai Baoty
Bdu bao dai i
Tieu bao dai
Bao dai
Pau bao dai

AL

Hinh 3. Cau triic bao tir nam Aspergillus — prinp 4, Bao tii A. fumlgatus nhugm lactophenol
blue (Nguon: Bénh vién Bach Mai)

Do khong can 4anh sang mat troi dé quang hop nén nam Aspergillus c6 thé sbng & moi noi,
moi chd. Trong ty nhién, ndm c6 mit & khap noi. Trong co thé vat chi nam Aspergillus c6 thé xam
nhap vao tit ca cac mo. Khoang nhiét do nam Aspergillus co thé phat trién t6t tir 25 — 37°C nhung
c6 thé phat trién dugc trong dai nhiét do rong tir 12 — 65°C. Nhu cau dinh dudng ctia ndm thap nén
ngay ca moi truong rat nghéo va tham chi khong c6 chat dinh dudng, nim vén phat trién dugc.
Trén mdi truong nudi cay, nim Aspergillus moc nhanh, thudong sau 2 — 3 ngay tao khuén lac c¢6
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sdc to khac nhau tuy theo timg loai (bé mat khuan lac A. fumigatus min nhu nhung hodc c6 dang
bot, mau sic thay doi tir xanh 14 cay c6 vién tring hep lic méi moc sang xam nhat khi gia) (Hinh
4). Pay 1a mot trong nhitng dic diém hinh thai hoc dugc dung dé chan doan va phan loai cac loai
nam Aspergillus.

Aspergilfus spp.

‘W’fﬂv X i "':Ea'c dai thuc h‘éo
% tw tom bét céc bao tir
I G el ok & \ z

g : 0 ) ; 49
'/oJ'fo or’o\'-"t .fJO‘oH’o

Hinh 5. Khudn lac A. fumigatus trén moi Hinh 6. Qua trinh xdm nhap clia bao tir ndm
truwong Sabouraud sau 3 ngay nudi cdy Aspergillus vao phot (A) Bao tu’ ném Asperglllus trong
(Nguén: Bénh vién Bach Mai) khong khi dwoc hit vao phoz moi ngay; (B) o nguwoi co

mién djch khoe manh, hau hét bao v bi bit giit ¢ lop

mang nhay trén té bao biéu mé khi, phé qudn va bi h¢

thong té bao long chuyén - mang nhay logai bo; (C) Do

kich thuwdc nhé, bao tir cé thé dén tin phé nang nhung
bi cdc dai thwe bao phé nang tém bit.

Céc loai ndm Aspergillus phét tan ra mot sb lugng 16n cac bao tr nho (2 — 5 pm) vao moi
truong, khoang 1 — 100 bao tir/m® nhung c¢6 thé 1én dén 10% bao tir/m? trong mot s6 moi trudng.
Hang ngay, mdi ngudi ¢ thé hit phai 100 — 1000 bao tir ndm. Cac bao tir nay c6 thé dén tan phé
nang phoi do ¢6 kich thirdc nho. Tuy nhién, & ngudi ¢o hé mién dich binh thudng, cc bao tir nay
nhanh chéng duoc loai bo nhd hé thong 1ong chuyén ciia té bao ho hap hodc nhd qua trinh thyc
bao ctia cac dai thyc bao. Khi c6 diéu kién thuan lgi nhu nguoi bénh c6 sin hang trong phéi, bao
tir ndm Aspergillus nay mam tao thanh mang ludi cic soi nAm & bé mit trong hang, pha hily nhu
md xung quanh gay nén CPA (Hinh 5).

1.3. Phin loai bénh phoi do nAm Aspergillus

Khi nim Aspergillus xam nhap vao duong hd hap dudi, ty theo tinh trang dap tmg mién
dich cta co thé s& din dén cac loai bénh phdi do ndm Aspergillus khac nhau, nhin chung s& c6 3
loai bénh tuong (mg v&i 3 tinh trang dap img mién dich ciia co thé va bién ddi cau tric tai phoi:

Bénh ndm phdi Aspergillus xAm lan: gip ¢ nguoi bénh suy giam mién dich, dién bién cp
tinh trong vong 1 thang, do nAm Aspergillus phat trién xam 1an nhu mé phoi.

Bénh ndm Aspergillus phdi man tinh (CPA): gip & nguoi bénh co thay doi cu trac phoi
(hang, gian phé quan...), tién trién man tinh, do ndm Aspergillus phét trién trong long céc cau tric
phdi bat thuong, c6 nhidu thé bénh.
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Bénh nam Aspergillus phé quan phdi di ung: gip ¢ ngudi bénh hen phé quan va xo nang
phéi, do phan tmg qua man cua co thé v6i khang nguyén Aspergillus.

Bénh nim Aspergillus
phéi xam lan

Bénh nim Aspergillus
phé quan phéi di Gmg

Bénh nam Aspergillus
phoi man tinh

Tén suat cia bénh phoi do nAm Aspergillus
snj[iSredsy weu op 1oyd yudq end jens ug],

Suy giam Thay dbi Dap mg mién
mién dich cau tric phoi dich qua murc

Hinh 7. Tuong tic giita ndm Aspergillus va vt chii dén dén cdc loai bénh phéi do niam
Aspergillus (Kosmidis C, 2015)

1.4. Pinh nghia va phan loai cic thé bénh nim Aspergillus phdi man tinh
1.4.1. Dinh nghia

CPA 12 mot bénh do nim Aspergillus ton tai, phat trién va pha huy phéi man tinh, cha yéu
gdp & cac ngudi bénh cd bat thuong ciu tric phdi — da phan 14 cac bat thudng dang hang.

1.4.2. Phan loai

CPA duoc phan ra thanh cac thé khac nhau, dya trén thoi gian tién trién, dién bién lam sang,
dic diém chan doan hinh anh (loai ton thuong, sb lugng ton thuong, sb thiy phdi bi anh hudng)
va bang chimg vi sinh, mo bénh hoc. Cac thé bao gdm:

- Bénh ndm Aspergillus phoi thé u hay con goi bénh u ndm Aspergillus phdi don gian
(Simple/Single aspergilloma).

- Bénh nim Aspergillus phdi thé nét (4dspergillus nodules).

- Bénh ndm Aspergillus phdi man tinh thé hang (Chronic cavitary pulmonary aspergillosis —
CCPA).

- Bénh nim Aspergillus phdi man tinh thé xo hoa (Chronic fibrosing pulmonary aspergillosis
— CFPA).
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- Bénh nim Aspergillus phdi xdm 14n ban cip hay con goi ndm phdi Aspergillus hoai tir man
tinh (Subacute invasive aspergillosis hodc chronic necrotising pulmonary aspergillosis — SAIA
hoac CNPA).

Trong céc thé bénh trén, thé CCPA hay gip nhét trong khi thé bénh nim Aspergillus phdi thé
ndt twong di hiém gap.

Tir thé CPA nay c6 thé tién trién thanh thé CPA khéc (hinh 7) do qué trinh dién bién cua bénh,
dic biét néu khong duoc diéu trj (vi du: thé CCPA néu khong diéu tri, ton thuong do nam sé tién
trién tang dan dén pha huy dan nhu mé phdi xung quanh, gy xo hoéa phdi va tién trién thanh thé
CFPA).

Bénh ndm Aspergillus
phoi thé u

Bénh niAm
Aspergillus
phoi thé not

Bénh nim Aspergillus
phdi xdm 1an ban cép

Bénh nim Aspergillus phoi
man tinh thé hang

Bénh nim Aspergillus
ph6i man tinh theé xo
hoa

Hinh 8. So' do cdc thé CPA va sw chéng lin thuong gip (David Denning, 2016)
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CHUONG 2: CHAN POAN BENH NAM ASPERGILLUS PHOI MAN TiNH

2.1. Lam sang
2.1.1. Céc yéu td nguy co

- Nhimng nguoi da va dang mic cic bénh phdi gdy bién ddi cau trac, hang man tinh, cac bong/kén
khi ¢6 nguy co miac CPA, trong d6 cic nguy co hay gip:

+ Bénh lao phdi: lao phdi giy bién dbi cdu trac phdi véi cac ton thuong tao hang, cac ton
thuong tao hang nay 13 méi trudng tot cho sy xAm nhdp cac bao tir ndm trude khi tién trién thanh
CPA. Tién str lao phdi 1a yéu t6 nguy co hay gip nhat. Theo mot nghién ctiru nghién ciru ndm 2020,
di ching lao 1a nguyén nhan cua 85% céc truong hop CPA & Nam va DPong Nam A.

+ Bénh phdi do vi khudn lao khong dién hinh (Non Tuberculous Mycobacteria-NTM): bénh
nhan miac NTM phdi d& mic CPA do c6 cac ton thuong hang, gidn phé quan 1a nhitng yéu t6 nguy
co mic CPA.

+ Gian phé quan: ndm Aspergillus thudng phat trién trong cac tii gian phé quan, day la diéu
kién dé cac bao tir nAm cu trii va phat trién. Mat khac, & nguoi bénh gian phé quan chtrc nang lam
sach duong tho thong qua co ché tiét nhdy, dich chuyén 1ong mao, kha ning thuc bao cua cac té
bao mién dich tai chd bi réi loan, do vay tang kha nang méc bénh do ndm Aspergillus.

+ Bénh phoi tac nghén man tinh (COPD): COPD c6 gidn phé nang 1a yéu td nguy co véi CPA.
Ngudi bénh COPD dung thude corticosteroid dang hit hodc dudng toan than s& thuc day nhanh
nguy co méc nam phdi do nim Aspergillus.

+ Ung thu phoi da dugc diéu tri: 1a mot trong nhiing yéu t6 nguy co ddi voi CPA. CPA ¢6 lién
quan voi bién chung phéi sau phau thuat va liéu phap hoa tri, xa tri dé lai di ching khoang tdn du.

+ Céc tinh trang bénh phdi khac nhu tran khi mang phdi kéo dai, viém phdi nang, bénh bui
phoi,... cling c6 nguy co mic CPA

- Nhitng ngudi bénh bi suy giam mién dich muc d6 nhe - trung binh nhu dai thao dudng, nghién
rugu, tudi cao, suy dinh dudng, ding corticosteroid kéo dai hodc cac chat gay suy giam mién dich
khéc ... 1am ting nguy co phat trién CPA & ngudi bénh c6 ton thuong hang trén phoi.

2.1.2. Dic diém 1am sang

CPA thuodng tién trién kéo dai nhiéu thang dén nhiéu nam. Giai doan sém ctia CPA thuong
khong c6 triéu chimg. Thoi ky khong co triéu ching c6 thé kéo dai 2—-10 nam. Triéu chimg 1am
sang thuong xuét hién & giai doan mudn cua bénh. Bénh nhan mic CPA biéu hién nhiéu triéu
ching 1am sang, nhung khong c6 triéu chimg nao dic trung cho bénh nay. Phan 16n ngudi bénh
dén kham & giai doan muon cua bénh.
2.1.2.1. Pic diém chung:

O giai doan dau cta bénh thudng khong co triéu chimg hodc biéu hién 14am sang khong rd
rang. Céc triéu chimg thudng xuét hién rd rang hon & giai doan sau ctia bénh. Céc triéu chimg 1am
sang cua CPA khong dic hiéu va c6 thé chong 1ap véi triéu ching ctia bénh phdi nén.

Tuy theo thé bénh, nguoi bénh co thé c6 hoac khong ¢6 triéu chirng va muc dd nang cua tri¢u
chting khac nhau: SA thuong khong ¢ hodc rat it triéu chimg, thé CCPA va CFPA c6 nhiéu triéu
ching lam sang.
2.1.2.2. Tri¢u chirng 1am sang:

Ho khac dom man tinh 1a triéu chtng thudng gip nhat.
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Ho ra mau: tir mtrc d6 nhe dén mirc do nghiém trong anh huéng tinh mang. Ho ra mau gip ~
12%—-43% & nguoi bénh CPA.

Pau nguc nhe nhung dai déng, kho chiu hodc tirc nguc, c6 thé gap 6 37% ngudi bénh.

Kho thé: thudng gip ¢ nguoi bénh ton thuong phdi rong, phé hity cau trac phdi.

Sut can gap o hau hét cac nguoi bénh méc CPA. Mét moi, sut can do tinh trang nhiém khuén
man tinh kéo dai. Gy sat can tién trién tir tir trong nhiéu thang, nhiéu ndm din dén thé trang suy
kiét.

Sbt khong phd bién & nguoi bénh CPA, néu co, c6 thé do nhiém khuan dong thoi hodc do nAm
Aspergillus phdi xAm 14n ban cép.

2.2. Can lam sang
2.2.1. Chén do4n hinh dnh
2.2.1.1. Céc ki thuat chian do4n hinh anh:

- X quang ngyc thang nghiéng

- CLVT nguc

- CLVT mach méu nguc

- Siéu 4m nguec, sinh thiét phdi dudi hudng dan ctia CLVT, sinh thiét phoi duéi hudéng dan cua
siéu 4m (3 ki thuat nay duoc st dung trong chan doan phéan biét).
2.2.1.2. Hinh inh bénh nim Aspergillus phdi man tinh:
a. X quang nguc

Mic dia CLVT nguc cung cap cac thong tin chi tiét hon vé hinh anh ton thuong va khuyén céo
str dung dé chan doan, X quang nguc van 1a phuong phép duoc st dung nhiéu nhét trén toan cau.
Nhiing thay d6i trén chudi X quang nguc 1a bang chimg quan trong dé goi ¥ chan doan CPA. Cac
ton thuong thuong gip trén X quang nguc bao gdom:

- U nam: khdi mo hinh tron hodc bau duc, nam trong hang, tao voi thanh hang hinh anh
“liém khi”. Khéi u nam c6 thé di dong (thay doi vi tri trong hang khi chup & céc tu thé khac
nhau).

- Hang: mot hodc nhiéu hang, thudng c6 thanh khong déu hodc day, hang c6 xu huéng trd
nén 16n hon theo thoi gian, thuong nhan dinh duoc rd theo nam. Ton thuong hang thuong
gip & thiy trén cta phdi, c6 thé chira hodc khong chira u ndm bén trong. O nhitng bénh
nhan tién trién niang co thé thdy hinh hang 16n chiém toan bd mot bén 1dng nguyc.

- Day mang phoi lién ké hang do ton thuong ndm phét trién vé phia mang phdi, gip toi
31,3% sb truong hop.

- Tbn thuong do bénh nén c6 san tai phdi nhu gidn phé quan, xodn vin cac cdu trac phdi do
X0 S€O.



Hinh 9. Hinh anh hang trén X quang nguc. Nhiéu Hinh 10. Hinh anh hang kém u nim trén X
hang trong vung xep cua thuy trén phoi phdi, hang  quang nguc. Hang cé u ndm trong hang trong

I6n (mii tén), mang phdi lién ké hang day (ngdi  nhu mo % trén phéi phdi (mii tén), day mang

sao). Hang va day mang phoi la nhitng diu hiéu Phéi dinh phdi (ngoi sao). (Nguon: Bénh Vién
g0i ¥ CPA. (Nguén: Bénh Vién Phoi Trung Uong) Phoi Trung Uong)

b. CLVT nguc

Hinh anh bénh bao gdm hinh anh bénh nén cta phdi va cac tén thuong phdi do ndm gay ra.

— U nam bén trong hang 14 ton thuong co gia tri chan doan, trén phim khéi u ndm trong hang
tao thanh dau hiéu hinh anh “liém khi”. Trén phim CLVT nguc c6 sir dung can quang, u nim
khong ngim thudc can quang. Mot sb hinh anh khac hiém gip hon nhu hinh “bot bién”, hinh
“mang nhén”, cic duong md bam vio thanh hang hay mic dich bén trong hang thuong chi thay
dugc trén CLVT nguec, ciing duge coi 1a u nam, chiing phan anh su phat trién ctia nAm Aspergillus
trong hang.

—  Hang la ton thuong co ban, thuong gip. Trén phim hang 1a mot hc chira khi, hang ciing
¢6 thé 1a mot ving dich héa c6 ranh gidi rd trén CLVT. C6 thé thay mot hay nhiéu hang, thanh
hang mong hoic day khong déu, kich thudc hang da dang. Can chan doan phén biét voi cac cin
nguyén chinh tao hang tai phoi bao gom lao, bénh phoi do NTM, ung thu phé quan.

—  Tham nhiém quanh hang 14 cac hinh mo phé nang xung quanh hang, ching phan anh tinh
trang viém xung quanh hang nam. Tham nhiém quanh hang hiém gip trong lao va NTM.

—  Mang phéi day lién ké véi hang hay ving phoi dong dic. Lao ciing gy day mang phoi
nhung thuong dong hanh véi tran dich. Trong ung thu, mang phdi day lan toa, néu day khu tri hay
di kém voi pha hiy xwong thanh ngye. Cac ndm khac khong phai ndm Aspergillus hiém khi co
day mang phdi. Mang phdi day 14 ddu hiéu hay gip va c6 gi tri chan doan.

—  Pong dic nhu mé phdi, ving dong dic thudong chiém ca thiy phdi, theo thoi gian dong dic
s& hoai tir tao hang, viing hoai tir trén CLVT sau tiém thudc can quang 1a mot ving ty trong thap.
Co kéo giam thé tich vung hoai tu s€ xuét hién & giai doan mudn hon.

Céc ton thuong ké trén s& tién trién theo thoi gian. Néu khong duge diéu trj cac ton thuong
s& tang kich thudc hay xuat hién thém céc ton thuong méi. Ton thuong co thé gip & bat ky vi tri
nao ctia phoi, trong truong hop dién hinh tén thuong xuat hién tai thiy trén.

CPA c6 thé xuat hién dudi dang ndt (khéi), c6 thé co mot nét hay nhiéu nét. Hinh anh nay
hiém gap, chan doan bénh c6 duoc sau sinh thiét hay sau phau thuat.
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CLVT nguc c6 nhiéu wu diém nhu: cung cip chinh xac sb lugng ton thuong (hang, u nAm
trong hang), xac dinh c6 hay khong nhitng ton thuong nay tai cac ving kho quan sat trén X quang
nguc (dinh phdi, sau tim, quanh rén phi), hinh anh bénh phoi nén va tinh trang mach phoi. Tuy
nhién tai nhitng noi khong ¢c6 CLVT thi X quang nguc thang va nghiéng 1a cong cu hinh anh dé
chén doén va theo ddi bénh.

Hinh 11. Hinh dnh hang kém u nd',m trén CLVT. Khé'i’ u ndm trong hang tgi nhu mo thuy trén
Pphéi phai (mii tén). Hinh dnh khéi u ndm thwong thdy ré trén civa s6 nhu mé phoi. (Nguon:
Bénh Vién Phoi Trung Uong)

Hinh 12. Phim chup X quang nguc ciia cing nguwoi bé¢nh tgi hinh 10. Khoi u ném trong hang khd
kin ddo (miii tén). (Nguon Bénh Vién Phoi Trung Uong)



——
Hinh 13. Hinh énh t6 chikc ndm bdm trong thanh hang 6 bénh nhan lao phdi cii (Nguon Bénh
vién Phoi Trung Uong)

g L

: D
Hinh 14. Hinh dnh u ném trong hang (mii tén lién hinh a) va day mang phoi lién ké hang (miii
tén nét dvrt hinh b) (Nguon Bénh vi¢n Phoi Trung Uong)

2.2.1.3. Sir dung hinh dnh trong theo di dap ting diéu tri:
X quang nguc hay CLVT nguc licu thap 1a hai ky thuat chu yéu dé theo ddi dénh gia dap
g diéu tri.
Néu khong c6 dién bién bat thuong trén 1am sang, cic danh gia vé hinh anh dugc nhic lai
dinh ky 3-6 thang.
Cic diu higu chirng t6é bénh tot Ién (ddap teng véi diéu tri):
- U nam trong hang giam kich thudc
- D9 day thanh hang gidm hay thanh hang tr& nén nhan hon
- Pong dac quanh hang giam
- D6 day mang phdi giam
- Khéi hay ndt ndm giam kich thudc
Cic diu higu chirng t6 bénh xiu di:
- Hang tang kich thudc va/hodc xuat hién hang méi
- Céc hang két dinh thanh dam
- Xuét hién u ndm trong hang
- Phan dong dic quanh hang nhiéu 1én
2.2.1.4. Chi dinh chup CLVT nguec:
- Tim kiém cac t6n thwong nghi ndm khi trén X quang nguc khong rd
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- Ho ra mau

- Panh gia trude diéu tri, khi két thuc diéu tri hodc nguoi bénh ¢ dién bién bat thuong trong
qua trinh diéu trj

- Chan doan phan biét

- Can thiép sinh thiét

Chup CLVT nguc can chup c6 can quang. Khi chup dé danh gia dap ung diéu trj c6 thé khong
st dung can quang.

2.2.2. Xét nghiém vi sinh chin doan bénh nAm Aspergillus phéi man tinh
2.2.2.1. Xét nghiém Aspergillus IgG trong huyét thanh

Phat hién dugc su ¢6 mit ctia khang thé IgG khang Aspergillus trong huyét thanh 13 xét nghiém
¢6 y nghia nhat dé chan doan CPA. Trong bénh canh c6 nghi ngd CPA trén 1am sang va chan doan
hinh anh, chi can Aspergillus 1gG duong tinh ciing di dé khang dinh chan doan CPA. Khi di co
xét nghiém Aspergillus 1gG duong tinh, xét nghiém nhudém soi va nudi cdy khong can thiét voi
muc dich khfmg dinh chan doan nhung can thuc hién dé lam khéng nam do.

Hiéu gia khang thé it lién quan dén muc do nang cua bénh va giam cham khi diéu tri thanh
cong (thuong giam tir tir sau 2 thang diéu tri thudc khang nAm) nhung hiém khi & mirc khong phat
hién duoc trir khi liéu phap diéu tri van duy tri trong nhiéu nam. Hiéu gia khang thé giam sau khi
phau thuat cit bo u nAm. Khi hiéu gia khang thé tang nhanh thuong la dAu hiéu cua sy thit bai diéu
tr1 hodc tai phat nhung can xét nghiém lai trude khi thay ddi phac dd dé khéng dinh lai su chinh
xac cua két qua xét nghiém. Do vay, hiéu gia khang thé Aspergillus 1gG dac hi¢u cling dugc su
dung dé theo ddi dap ung diéu tri CPA.

C6 nhiéu k¥ thuat dé xét nghiém tim khang thé. Hién nay, k¥ thuat ELISA dugc st dung kha
phd bién va co rat nhiéu kit thwong mai c6 thé sir dung cho chan doan & cac phong xét nghiém vi
sinh lam sang. BJ nhay, d dac hi¢u cta cac kit ELISA thuong mai khéac nhau tuy ting kit nhung
nén st dung cac kit cd do nhay > 90% va do dac hi¢u >85%. Xét nghi¢m ELISA dinh lugng khang
thé Aspergillus 1gG c6 gia tri chan doan va theo doi dép ting diéu tri. Tuy nhién, dé c6 thé tiép can
duoc k¥ thuat nay doi hoi phai cé trang thiét bi cho phong xét nghiém. Do d6, xét nghiém test
nhanh dya trén nguyén ly sdc ky mién dich (Lateral flow device — LFD) c6 do nhay va dg dac hi¢u
tuong tu nhu ELISA ngay cang dugc su dung rong rai tai cac phong xét nghiém vi sinh lam sang
co nguén luc han ché vi thuc hién don gian va nhanh. Tuy nhién, test nhanh chi cho két qué dinh
tinh.

Mic du xét nghiém Aspergillus 1gG c6 dd nhay va do dac hiéu cao, nhung van cé nhitng
truong hop 4m tinh gia hodc duong tinh gia. Hién nay, hau hét cac kit chan doan chi phat hién
khang thé IgG khang A. fumigatus 13 tic nhan gdy CPA thuong gip nhung cac loai nam Aspergillus
khac nhu 4. niger, A. flavus ciing c6 thé 1a can nguyén gay bénh nén xét nghiém IgG c6 thé cho
két qua am tinh gia khi CPA do cac loai Aspergillus non-fumigatus. O mot s6 nguoi bénh CPA
thuc sy nhung c6 gammaglobulin mau thp hodc ¢6 suy giam mién dich c6 thé khong tao dugc
khang thé IgG khang Aspergillus hoic hiéu gia khang thé tao ra thap khong du dé phat hién duoc.
Aspergillus 1gG ting c6 thé gap ¢ ngudi bénh c6 bénh 1y viém xoang miii do ndm Aspergillus,
aspergillosis phé quan phoi di ing, aspergillosis xam l4n giai doan hoi phuc. Do d6, khang thé IgG
khang Aspergillus ¢6 thé duong tinh gia trong cac bénh do ndm Aspergillus khac nén chan doan
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CPA can két hop xét nghiém Aspergillus 1gG véi diu hiéu 1am sang va cac hinh anh bat thuong
trén phim chup.

Khi xét nghiém khang thé Aspergillus IgG 4m tinh, can thuc hién cac xét nghiém tim kiém
bang chtng nhiém ndm Aspergillus khac nhu xét nghiém nudi ciy, nhudém soi, tim khang nguyén
va PCR dé hd trg cho chan doan CPA. Xét nghiém PCR trong BALF va xét nghiém khang nguyén
trong BALF nén thuc hién khi xét nghiém nhudém soi va nuoi céy am tinh.
2.2.2.2 Xét nghiém nhum soi

Bénh phém la dom hoac dich ndi soi phé quan, don gian nhét 1a soi truc tiép c6 dung dich
KOH. Néu thay hinh anh soi nim c6 dic diém dic trung ciia ndm Aspergillus 13 bang ching co
gi4 tri cho chan doan CPA hodc viém phé quan phdi do nim Aspergillus (hiém gip trén 1am sang).

Xét nghiém nhudm soi ddm hodc bénh pham ndi soi phé quan c6 do nhay thap < 10% trong
chan dodn CPA. Tuy nhién, nhudm soi 1 xét nghiém don gian ma cac phong xét nghiém vi sinh
déu lam duoc nén khi nhuém soi duong tinh két hop véi cac bang ching nhiém nam khac nhu
nudi ciy duong tinh, gitip khang dinh tinh trang nhidm nim Aspergillus tot hon.

Hinh 15. Hinh dnh soi twoi sgi néam Aspergillus trong dom (phén nhdanh géc 45 dp)
2.2.2.3. Xét nghiém nuoi cay

Nuoéi cay dom, dich phé quan ngudi bénh CPA c¢6 ty 1¢ dwong tinh nAm Aspergillus tir khoang
56 — 81%. Bénh pham nubi cdy trén méi truong chon loc cho ndm s& cho ty 1¢ duong tinh cao hon
s0 voi nuoi cdy trén cac moi truong cho vi khuan. Nudi cay nhidu mau sé ting ty 1¢ duong tinh.
Nubi cdy truc tiép dom thé tich 16n (1 ml dom) (undiluted high volumn specimen) ciing s& cho ty
1¢ dwong tinh cao hon 1 nudi ciy mau dom da qua xir Iy hoa 1ong, dong nhat mau. Néu co thé lay
dugc manh sinh thiét thi ngoai xét nghiém mo bénh hoc ciing nén xét nghiém nuéi cay manh sinh
thiét dé c6 thém bang ching vé nhiém ndm Aspergillus.

Néu nhu khong thé 1am duoc xét nghiém tim khang thé Aspergillus IgG thi xét nghiém nuodi
cdy 2 mau bénh pham ho hap duong tinh hodc nudi cdy 1 mau duong va nhuém soi dwong tinh
ciing c¢6 gia tri cung cp bang chimg vi sinh cho chan doan CPA.

Xét nghiém nudi cdy rat c6 gia tri trong viéc dinh danh dugc dén cip do loai Aspergillus phan
1ap duoc va co thé thir nghiém dugc khang nam d6 dé biét mare dd nhay cam véi cac thude khéng
nam clia cac chung Aspergillus. Trong qua trinh diéu tri thude khang nim, néu mau ciy van duong
tinh thi nhiéu kha nang ching ndm dé dé khang véi azol.
2.2.2.4. Xét nghiém tim galactomannan (GM)

Galactomannan (GM) 1a khang nguyén carbohydrate ciia vach té bao nam, c6 thé phat hién
duoc trong qué trinh nam phat trién. Phat hién GM trong huyét thanh va BALF c6 gia tri chan
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doan nhiém ndm xam lan. Trong CPA vi khong c6 su xam lan cta Aspergillus vao md nén GM
thuong khong phat hién dugc trong huyét thanh ma thuong d& phat hién duoc trong BALF. Cho
dén nay, gia tri ngudng nhan dinh két qua GM cho chan doan CPA ciing chua rd rang. Do nhay,
d6 dac hiéu cia GM trong BALF 1a 77,2% va 77,0% néu lay ngudng phién giai két qua 13 0,4 con
néu 1ay ngudng >0,5 thi 46 nhay va d¢ ddc hiéu 1a 85,7% va 76,3%. Cac nghién ciru gan day dua
ra nguong GM trong BALF 1a 0,67 c6 do nhay dat 68% (95% CI: 51-82%) va do dac hi¢u la 84%
(95% CI: 70-92%). Gia tri ngudng tot nhat s& khac nhau tity thudc vao quan thé nguoi bénh c6 cac
yéu t6 nguy co khac nhau. Do nhay va d6 dic hiéu cua xét nghiém GM trong BALF cao hon xét
nghiém GM trong huyét thanh nén chi c6 xét nghiém GM trong bénh phdm BALF duogc khuyén
c4o str dung dé chan doan CPA.
2.2.2.5. Xét nghiém PCR

Phuong phap sinh hoc phén tir nhu PCR ¢6 d nhay cao hon nudi ciy nén duge khuyén cdo
thuc hién bd sung thém cho xét nghiém huyét thanh hoc dé tang do nhay. Khi tin hi¢u ctia phan
g khuéch dai cang manh c6 nghia I kha ning nhiém tring ndm cang Ién va tai luong nam ciing
16n. PCR con c6 thé phat hién cac gene dé khang thudc khang nam. Gia tri du bao duong tinh ctia
PCR trong BALF tur 57,8 — 74,1%, gia tri du bdo &m tinh > 90% nén PCR c0 gia tri chan doan loai
trr CPA. B¢ nhay va d¢ dac hi¢u cua cac kit PCR khéac nhau, dédnh gié trén cac quén thé nguoi
bénh khac nhau c6 két qua dao dong 16n va khac nhau. Tuy nhién, st dung xét nghiém PCR phéi
hop vai xét nghiém GM tir bénh phém BALF s& co6 gia tri du bado duong tinh cao hon cho chan
doan CPA.
2.2.2.6. Xét nghiém khang nim do

Vi ¢6 su gia ting dé khang azol & cic chung Aspergillus nén khang ndm dd nén duoc thuc
hién thuong quy dé hd tro cho viéc lua chon cac thude khéang nam diéu tri hiéu qua. Ty 1€ dé khéang
v6i azol cua Aspergillus rat khac nhau & cac khu vue khac nhau (2 — 54%). Hon nira, hién tugng
d¢ khang chéo giita cac azol va dé khang azol cam tng khi tiép xtc véi thuée khang ndm trong
thoi gian dai diéu tri cling 12 nhitng van dé ddng quan ngai, can giam sat. Hién nay, thuc hanh
khang nam d6 cho ndm sgi van con nhiéu van dé kho khan vé ki thuét cling nhu vé phién giai két
qua. Ky thuat khang ndm d6 pha lodng trong canh thang 1a phuong phép tiéu chuan nhung khé
thyc hién tai cac phong xét nghiém vi sinh 1dm sang. Luu ¥ khi thuc hién k¥ thuat khang ndm do
theo huéng din EUCAST (European committee on antimicrobial susceptibility testing) ctia chau
Au hay CLSI (Clinical and laboratory standard Institute) ciia My thi can sir dung tai liéu hudng
dan phién giai két qua tuong tng. Véi A. fumigatus, huéng dan cia EUCAST c6 diém giy 1am
sang dé phién giai két qua khang ndm d theo phan loai nhay (S), dé khang trung gian (I), dé khang
(R) cho céac thudc azol va amphotericin B, con hudng dan CLSI chi ¢6 diém giy 1am sang cho
voriconazole con cac thude azol khac va amphotericin B chi méi c6 diém day dich t& phéan loai
ching Aspergillus 1 chung hoang dai (wild type) hay 1a bién chung (non-wild type).

2.2.3. Céc xét nghiém khac
2.2.3.1. D4u 4n viém:

Céc d4u hiéu viém tiang nhu bach cau da nhan trung tinh, protein C phan tng (CRP) va/ hodc
mau lang rat hay gip & nguoi bénh CPA nhung khong dic hiéu. Thong thudong, CRP va méau ling
tang lén & cac nhom CCPA, CFPA va SAIA cung véi cac triu chimg toan than, trong khi & nguoi
bénh SA va AN khong co.
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2.2.3.2. Chitc ning hé hép

Xét nghiém chirc ning ho hip nham danh gia mic d6 suy giam chirc ning phoi do bénh giy nén,
diéu nay gian tiép phan 4nh mirc d6 tén thuong cua phdi. O nhitng bénh nhan c6 ton thuong phdi
nhiéu, thong khi phdi bi suy giam trdm trong. Ngoai ra, xét nghiém dinh ky chirc nang phéi gitp theo
dai tién trién ctia bénh trong qua trinh diéu tri.

Réi loan thong khi han ché 14 ton thuong thudong gap nhat & bénh nhan CPA. Mirc d6 RLTK
han ché twong quan thuén véi muc d6 ton thuong phoi. Chirc nang théng khi phdi suy giam nghiém
trong & nguoi bénh mic CFPA. Ngudi bénh CFPA giam déng ké dung tich song va kha ning
khuéch tan khi.

Mot s6 bénh nhan c¢6 phdi hgp RLTK han ché va RLTK tic nghén. Nhitng bénh nhan nay 1am
sang biéu hién nhu COPD véi céc triéu ching kho khe, kho thd, ho khac dom kéo dai.

Cac k¥ thuat cy thé: chtic nang thong khi phoi, dung tich toan phoi, kha nang khuéch tan khi
qua mang phé nang mao mach.

Tan suat danh gia: ngudi bénh CCPA, CFPA can lam chirc nang thong khi phéi 3 thang 1 lan
dé theo dai.
2.2.3.3. Xét nghiém mé bénh hoc nam phdi Aspergillus

Cic hinh thai dai thé:

Aspergilloma: Aspergilloma 1 biéu hién mudn ctia bénh, phat trién trong cac khoang ¢6 san
& phoi (cac khoang nay c6 thé duge hinh thanh do lao hay khi phé thiing) va nam phat trién trén
bé mit bén trong cua khoang d6. Khdi u ndm thudng c6 mau niu nhat, hinh tron hodc bau duc, ¢o
gidi han rd. Khoi u ndm c6 thé di chuyén trong khoang, nhung thuong khong xam 1an nhu mé phoi
hodc mach mau xung quanh hang.

Nam Aspergillus phdi man tinh thé hang: CCPA, trudc day goi 1a aspergilloma phuc tap,
thudong biéu hién nhiéu hang, ¢ thé chtra hodc khong chira aspergilloma, lién quan dén cac triéu
chting & phdi va toan than va ting cac dau hiéu viém, trong it nhat 3 thang theo ddi. Qua nhiéu
nam, khong duoc diéu tri, nhitng hang nay to ra va lién két lai, phat trién thdm nhiém quanh hang
hodc thing vao mang phoi va aspergilloma c¢6 thé xuat hién hodc bién mat. Do dé, bang ching
huyét thanh hoc hodc vi sinh hoc lién quan dén Aspergillus spp. 1a can thiét dé chan doan.

Nam Aspergillus phoi xo hoa man tinh: CFPA thuong 13 két qua cudi cing ctia CCPA khong
duogc diéu tri. Xo hoa lan rong dan dén mat chirc niang phoi nghiém trong. Thong thudng, xo hoa
¢6 bé ngoai rin chic nhung ¢ thé nhin thiy cac hang 16n hodc nho voi xo héa xung quanh, co thé
¢6 mot hodc nhiéu u nam.

V& vi thé:

Céc dang soi ndm c6 duong vién song song, chiéu rong 3—6 p, ¢6 vach ngan, kiéu phan nhanh
(goc nhon 45 d0), c6 thé phat hién bang nhuém ngdm bac Gomori methenamine (GMS) hay nhuém
PAS. Cac ton thuong do ndm Aspergillus c6 thé thé hién duéi 3 dang sau:

- M6t dang gidng nhu viém phoi u hat hoai tir tp trung quanh ving trung tAm cta hoai tir nhu
mo giéng nhu nhdi mau do Aspergillus xam 1an mach.

- Dang thir hai 1a hang phé quan dang hat v6i bong nim & trung tdm va céac ludi hoai tir va
xam nhap viém mad rong va xuyén qua vach xo cua hang.

- Dang tht ba c6 biéu hién gidng bénh u hat trung tim phé quan véi viém phé quan u hat hoai
t/viém tiéu phé quan lién quan dén cdc manh vun hoai tir & long phé quan va su thay thé niém
mac béng cac té bao dj san.
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vach nedn kéo dai thing hing hudng tim voi sy 10U ich trong viec xac dinh cac chi tigt cy the.
phan nhanh goe nhon.

Soi nam Aspergillus nhudm ngam bac cé méau den. Soi nim Aspergillus nhuém HE x 400,

Hinh 16. Mt s6 hinh dnh ndm Aspergillus (Nguén: Bénh vign Phéi Trung wong)
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2.3. Chan doan nim Aspergillus phoi man tinh
2.3.1. Chén do4n xéc dinh

Chén doan CPA dua trén 1am sang, tén thuong trén X quang/CLVT nguc, bang ching vi sinh
hoac mo bénh hoc. Khong ¢6 mét ti€u chi don ddc nao co gia tri khéng dinh méc CPA.

- Lam sang: thoi gian biéu hién bénh trén 3 thang, véi cac triéu chimg ctia co quan hd hip va
hoic toan than, c6 thé kém triéu chimg cua bénh dong méc. Bénh thudng phat trién ¢ nhitng ngudi
bénh c6 tién sir lao hang phdi, NTM phdi, gidn phé quan, COPD...

- Hinh anh: c6 it nhdt mot trong hai ton thuong sau: hang hodc u ndm trong hang.

- Vi sinh c6 bing chimg gian tiép (khang thé dic hiéu khang Aspergillus) hodc bing chimg
truc tiép ctia ndm Aspergillus 1a nhudm soi, cay, khang nguyén hodc chat liéu di truyén.

- MB® bénh hoc: ¢6 hinh anh sgi nAm, c6 véch, phan chia goc 45° & mo phéi ton thuong véi
su ¢6 mit cua céac té bao viém.

- Trudc khi khéng dinh chan doan CPA can loai trir nhitng bénh phéi man tinh khéc cling co
t6n thuong hang nhu bénh lao phdi, NTM.

C6 thé gap cac truong hgp dong méc lao phdi va CPA, tuy nhién khong nhiéu. Thuong gip &
nhitng bénh nhén lao hang. O nhiitng trudng hop nay, ngoai biéu hién 1am sang, tén thuong trén X
quang hoac CLVT nguc, bénh nhan khéng dinh méc lao bfmg nuoi céy moc vi khuin lao hodc
GenXpert duong tinh trong cac dich tiét duong ho hap dudi ¢ nhing truong hop chua diéu tri lao
trude thoi diém chan doan 1an nay va dong thoi duge phat hién khang thé khang Aspergillus dic
hiéu trong mau, trén X quang/CLVT nguc c6 cac ton thuong u ndm trong hang, tham nhiém quanh
hang, day mang phoi lién ké hang.

Nhirg truong hop nghi ngd CPA nhung chwa du tiéu chuan chan doan can theo ddi dinh ky 3-
6 thang.

Bing 1. Tiéu chudn chin dodn CPA dp dung cho thé SA, CCPA, CFPA

Tiéu chuan: tat Cu the
ca 3 tiéu chuan

Triéu chimg kéo | it nhat 1 trong 3 triéu chung:

dai trén 3 thang* |- Ho ra mau

- Ho dai dang

- Sut can

Co thé gap céc triéu chung khac nhu: mét, dau nguc, khoé tho, khac dom

Hinh anh ft nhat mot trong s céc ton thuong sau:

- T6n thwong hang tién trién trén X quang/CLVT nguc**

- U nam trong hang

- Hang kém theo mot trong cac hinh anh sau: day mang phodi lién ké, xo quanh
hang, thAm nhiém quanh hang

Bang chtng vi | Vi sinh c6 it nhat mot trong ba bang ching sau:

sinh  hodc md | - Khang thé Aspergillus IgG dwong tinh

bénh hoc - Soi dom thay hinh anh ndm soi Aspergillus ***

- Nubi cay Aspergillus duong tinh tir it nhat 2 mau dom hodc dich tiét duong ho
hap dudi.***
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* Nhirng ngudi bénh mac bénh phdi man tinh c6 triéu ching tai phdi thi su thay doi ning 1én vé
triéu chtng 14m sang duoc coi 1a diém khéi phat cta thoi gian biéu hién bénh.
** Hang tién trién trién khi c6 it nhat mot trong bén tiéu chi sau:
- Hang tang kich thudc va hodc xuét hién hang méi
- Céc hang két dinh thanh dam
- Xuét hién méi hodc thém cac t6 chirc bat thudng trong hang, (cac to chirc ndy duogc coi la
u ndm) (xem muc chan doan thé bénh 2.3.2)
- Tham nhiém hodc xo héa quanh hang nhiéu 1én
*** Puoc thyc hién tai phong xét nghiém vi sinh du tiéu chuin
2.3.2. Chén do4n thé bénh
CPA dugc phan thanh 5 thé bénh, chu yéu dua vao tién trién cua bénh theo thoi gian va tdn
thuong trén chan doan hinh anh
2.3.2.1. Bénh nim Aspergillus phdi thé u (u nim Aspergillus phdi don gian — Simple
Aspergilloma)
- Lam sang: khong c6 hodc c6 it triéu ching. Nguoi bénh thudng khong co suy giam mién dich
hodc khong sir dung cac thude gy suy giam mién dich.
- Hinh anh: hang c¢6 chtra u ndm va khong c6 hinh anh tién trién trong it nhat 3 thang. {t ton thuong
tham nhiém, déng dic, day mang phdi, xo héa quanh hang.
- Vi sinh: ¢6 bang ching nhiém nam Aspergillus truc tiép hodc gian tiép.

Hinh 17. Ca lim sang ndm Aspergillus phoz man tinh thé u. Nguwoi bénh nam 67 tuoi, tién siv
giin phé qudn, vio vién vi ho ra ddy mdu lén dom, khong cé biéu hién lim sang khac. CLVT
ngwc cé hinh dnh u ndm trong long hang thanh méng, khéng cé tham nhiém xung quanh
hang, ton thuwong khong thay doi nhiéu sau 8 thang (hinh a va b) (Nguon Bénh vién Phoi
Trung wong)

2.3.2.2. Bénh nam Aspergillus phdi thé not (Aspergillus nodules)

- Lam sang: thuong khong co triéu ching, hau hét dugce chan doan nham 1a u phdi cho téi khi c6
két qua md hoc.

- CPHA: mot hodc nhiéu ndt kich thuéc thudng < 3cm, hiém gip kich thude trén 3cm, ndt c6
thé tao hang hoic khong.

- Chan doéan dua vao mo bénh.



Hinh 18. Ca lim sang ném Aspergillus phéi thé not trén mgt nguoi benh gidn phé qudn, cdc lat
cdt tai cdc vi tri khdc nhau cho thdy ton thwong nét do nim Aspergillus (hinh a), hang kém u nam
(hinh b) va gidn phé qudn kém xep thity giita (hinh c). (Nguon: David W. Denning va céng su)

2.3.2.3. Bénh nim Aspergillus phdi man tinh thé hang

- Lam sang: nhiéu triéu ching co ndng va toan than. Nguoi bénh ho khac nhiéu dom, ho ra mau,
kho thd va gy sut can thuong gap.

- Hinh anh: M6t hodc nhiéu hang, trong hang c6 thé ¢ u nam hoac khong, thanh hang thuong day
khong déu hodc co to chirc bat thudng trong hang* ching t6 nAm Aspergillus dang phat trién. Cac
ton thuong trén tién trién sau it nhat 3 thang: hang ting kich thudc, xuat hién hang moi, ting t6
chtre tham nhiém quanh hang, tang t6 chirc xo quanh hang.

- Vi sinh: ¢6 bang chiing truc tiép hodc gian tiép cua nim Aspergillus.

* T6 chirc bat thuong trong hang bao gdm: cac dudng mo bam vao thanh hang, dam bot bién trong
hang, cac cAu trac nay co thé di dong, cac hinh anh nay duoc coilau nam, chung phéan anh sy phat
trién ctia ndm Aspergillus trong hang.

Hinh 19. Ca lim sang CCPA. Ngwoi bénh nam 69 tudi, tién sir lao phoi cii, ho ra mdu nhiéu nam,
dd can thigp niit mach phé audn hai lin. CLVT nguc c6 hinh anh hang thanh day c6 u ndm trong
hang (miii tén lién, hink ¢ kém thém nhiém quanh hang, day mang phéi canh hang (hinh b) va
hinh @nh ting sinh mach mdu (hinh c). (Nguon Bénh vién Phéi Trung wong)
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2.3.2.4. Bénh nam Aspergillus ph6i man tinh thé xo héa

- La bién chimg cua thé CCPA khong duogc diéu tri, cac ton thuong do nim Aspergillus tién
trién, lan rong, xo hoa, pha hiy nhiéu thuy phdi. Bénh dién bién nhiéu nim.

- Lam sang: Nhiéu triéu chirng ho hép: ho, khac dom, kho thd, c6 hodac khong kém ho ra mau,
co thé suy kiét do bénh tién trién kéo dai nhiéu nam. Suy giam chirc ning phdi nghiém trong.

- Hinh anh: t6n thuong hang, xo lan rong tir hai thuy phdi tré 1én do ndm.

- Vi sinh: ¢6 bang chimg truc tiép hodc gian tiép cua ndm Aspergillus.

Hinh 20. Ca lim sang CFPA ¢ nguoi bénh khéong dwoc diéu tri, X quang nguc theo déi trong 5
nam (3 phim chup theo thir ti vao cdc nam 1992, 1994, 1997) cho thdy ton thwong phd hiiy phoz
trdi ting dan (hinh dnh u ndm ré nhit trén X quang ngwe niam 1994, vi tri miii tén). (Nguon:
David W.Denning va cong su)

2.3.2.5. Nam phoi Aspergillus xAm 1in ban cip
Bénh dién bién trong vong 1-3 thang, thuong gip ¢ ngudi bénh c6 suy giam mién dich nhe -

trung binh nhu: xo gan, suy dinh dudng, dai thao duong...

- Lam sang:

+ S6t, ho khac dom, ho ra mau, khé thd va gay sit can

- Hinh anh: hang, ndt, dong dac, tién trién nhiéu 1én hodc tao hang.

- Bang ching nam Aspergillus xam lan

+ Mo bénh hoc: soi nam xam lan nhu mo phéi

+ Galactomannan duong tinh trong mau hoac BALF
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Hinh 21. Ca lim sang SAIA ¢ nguwoi bénh ung thw gan dang diéu tri sorafenib (c6 tic dung vrc
ché té bao lympho T). Triéu chiing lam sang dién bién trong 6 tuan. CLVT nguc cho théy ton
thwong hang thanh hoi day, c6 t6 chirc bit thuong trong long hang (hinh b). (Nguon: David

W.Denning va cong su)

2.3.3. Chan do4n phan biét
2.3.3.1. Lao phoi
Chan doan xac dinh lao phdi khi ¢6 ton thwong trén X quang phdi nghi lao va ¢ bang chimg vi
khuén lao.
a hi chan doan lao phdi khong cé b 1g chimg vi khudn hoc can loai trir CPA.
2.3.3.2. Bénh phéi NTM
C6 triéu ching 1dm sang co quan ho hap va ton thuong trén X quang va mot trong nhiing bang
chung vi sinh sau: (1) it nhat hai mau cay duong tinh tir dom, (2) mot mau ciy duong tinh trong
dich rira phé quan phé nang, hodc (3) bénh pham sinh thiét xuyén thanh phé quan hoic xuyén thanh
nguc nudi cay duong tinh véi NTM hodc mé bénh hoc tir to chic phoi 1a ton thuong u hat hodc
nhudém thdy tryc khuan khéng con khéng toan va c6 mot mau cay dom hoidc dich rira phé quan
duong tinh voi NTM.
2.3.3.3. Gian phé quan
Lam sang: ho va khac dom vao hau hét cac ngdy trong tuan va tién sir cac dot cap.
CLVT nguc ¢ cac dau hiéu c6 thé gip:
- Puong kinh trong ctia phé quan 16n hon dong mach di kém.
- Cac phé quan khong thuén nho dan (dugc dinh nghia 1a khi 1 phé quan trén mot doan dai
2cm c6 duong kinh tuwong ti phé quan da phén chia ra phé quan do6).
- Thay phé quan ¢ cach mang phoi thanh nguc dudi lem.
- Thay phé quan di sat vao mang phdi trung that.
- Thanh phé quan day.
Bing chimg vi sinh: nudi cdy ndm 4m tinh, Aspergillus IgG 4m tinh
Pay 1a nhom c6 nguy co phat trién CPA, nén can theo ddi theo thoi gian, thoi gian theo dbi
trén X quang nguc 1a mdi 6 thang - 12 thang/1an
2.3.3.4. Ung thu phoi
— Lam sang c6 thé c6 hodc khong ho ra mau.
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— Toén thuong hang thanh day, thuong 1a mot hang, c6 thé thdy hach trung that hodc to chirc
khéi u xam l4n co quan 1an can.

— Chan doén xac dinh béng mé bénh hoc: su ¢6 mit cia té bao ung thu & mo sinh thiét.

2.3.3.5. Cac bénh nim khac
Tuy thude vao vung dia ly, cd 3 bénh canh nhiém ndm c¢6 biéu hién tuong ty nhau. Do 1a

nhiém Histoplasma phoi thé hang man tinh, Talaromyces marneffei, Paracoccidioidomycosis va
Coccidioidomycosis.

—  C6 tridu ching ho hap toan than

— X quang/CLVT nguc: ton thuong hang, dong dic

—  Bing chimg vi sinh dic hiéu cho cac thé nim khac: khang nguyén/khang thé va nudi cay.
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CAN CHAN POAN NAM ASPERGILLUS PHOI MAN TiNH
(Ap dung cho thé SA, CCPA, CFPA)

Ho va/hoic ho ra mau
va hodc sut can >3 thang

X quang nguc

v

v

Hang kém day mang phéi, u nim

X quang khong hang va/hoic xo héa quanh hang !
Chup CLVT Loai tl:u’ Lao .l:ang‘ GelzeXpeAlzt \;a/}loac
newe soi truc tiép va/hoac nuoi cay-

—

Khong c6 hang

Co hang Xét nghiém huyét thanh tim khang
thé Aspergillus 1gG*

\ 4

Tim nguyén nhan
khac (lao,...)

Am tinh hoic khong
thue hién dwoc

Dwong tinh

Soi dom tim s¢i nam va/hodc
nuodi cay nam > 2 mau

v v

Am tinh Duong tinh

1. Xem xét cac chan doan khac,

gui bac si chuyén khoa lao Chan doan xac dinh CPA
2. Tiép tuc theo ddi vé CPA*

(1) CT c¢6 vai tro danh gia day du nhat ton thuong, c6 d6 nhay cao trong phat hién u nAm
va/hodc cac to chic bat thuong bén trong hang, phan anh ndm phat trién trong CPA

(2) C6 thé c6 ddng miéc lao phoi va CPA, tuy nhién nén diéu tri lao va danh gia lai CPA sau
khi két thuc diéu trj lao

(3) Lya chon xét nghiém dat ¢ nhay > 90% va d6 dac hiéu >85%

(4) Panh gia 1am sang, X quang nguc mdi 3 thang, can nhic chup CLVT hodc lam lai khang

thé Aspergillus 1gG
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CHUONG 3: PIEU TRI BENH NAM ASPERGILLUS PHOI MAN TINH

3.1. Muc tiéu va nguyén tic diéu trj

3.1.1. Muc tiéu trong diéu tri

Loai trir t6i da ton thuong ndm bang phuong phap ndi khoa va/hoic ngoai khoa
Ngin chin su pha huy dan dan ciia nhu mé phdi va tién trién xo phdi

Ngan ngtra ho ra mau

Cai thién cac triéu chung - nang cao chét luong cudc sdng cta nguoi bénh
Giam ty 1€ tir vong

Du phong phat sinh dot bién dé khang thudc khang ndm trong qua trinh diéu tri.

3.1.2. Nguyén tic diéu tri

Lua chon phac dd diéu trj phu thudc vao tri€u ching 1am sang, thé bénh, tinh trang dién
bién va bénh dong mac cua ngudi bénh

U tién st dung thuéc nhom azol dudng udng do sinh kha dung cta da s cac thude déu
cao.

Céc thude khéang nam duong tinh mach dugc chi dinh trong truong hop: ndng, thét bai l|am
sang, khong dung nap, c6 bang chtng vi sinh khang thudc hodc nguoi bénh khong st dung
duoc thude qua dudng udng. Xem xét chuyén doi tir dudng tinh mach sang dudng udng dé
diéu tri duy tri khi tinh trang 1am sang cta ngudi bénh di dugc cai thién.

Diéu tri dung liéu, du thoi gian. Hau hét cac thuée nhém azol can do nong do thudc trong
huyét thanh dé diéu chinh liéu.

Phoi hop cac phuong phap diéu tri: noi khoa, ngoai khoa, can thiép.

Lua chon thudc diéu tri theo thir tur wu tién vé hidu qua diéu tri va chi phi.

Cén theo ddi, phat hién va xir tri tic dung khong mong mubn ciia thude khang nam, ciing
nhu tranh cac twong tac thude véi cac thude khac dang sir dung cho ngudi bénh.

Truong hop déng mic lao va CPA can hdi chan chuyén khoa dé Iwa chon phéc dd diéu tri
phu hop.

3.2. Piéu tri ndi khoa
3.2.1. Cac phac d6 diéu tri ndi khoa
3.2.1.1. Phac d6 wu tién:

+
+

Itraconazol: 200 mg x 2 lan/ngdy. V&i ngudi bénh cao tudi, thé trang yéu hodc ¢ can
nang thip, nén giam lidu, tong licu 300 mg/ngay

Puong ding: duong udng

Thoi gian diéu tri toi thiéu 6 thang

Chi dinh:

CPA c6 chi dinh diéu tri ndi khoa

Khong co bang chimg khang Itraconazol.

Khong c6 tuong tac thue chéng chi dinh véi Itraconazol

3.2.1.2. Phac db thay thé:
e Voriconazol: 150 mg-200 mg x 2 1an/ngay, diéu chinh liéu theo tudi (giam liéu & bénh
nhan > 70 tudi).

DPuong dung: duong udng
Thoi gian diéu tri tdi thiéu 6 thang
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- Chi dinh:
+ Khong st dung duoc itraconazol: khong dung nap, tac dung phu, c6 tuong tac chong chi
dinh vai itraconazol, khang itraconazol
+ Khong dap tng v6i diéu tri itraconazol.
e Posaconazol: 400 mg x 2 1an/ngay (dang hdn dich) hodc 300 mg x 01 lan/ngay (dang vién).
Vi ngudi bénh cao tudi, thé trang yéu hodc c6 can ning thip, nén st dung lidu 200 mg, 1
lan/ngay.
—  Duong ding: duong udng
—  Thoi gian diéu tri toi thiéu 6 thang
— Chi dinh:
+ Khong sir dung dugc itraconazol, voriconazol: khong dung nap, tadc dung phu, c6 tuong tac
thudc chdng chi dinh hodc ¢ bang chimg vi sinh khang itraconazol, voriconazol
+ Khong dap tng voi diéu tri itraconazol, voriconazol.
3.2.1.3. Phac @6 cho ngudi bénh ning:
—  Luya chon mét trong cac thudc sau:
Amphotericin B deoxycholate: 1idu 0,5-1 mg/kg/ngay. Téi da co thé t6i 1,5 mg/kg/ngay
Amphotericin B liposome liéu 3 mg/kg/ngay. Tdi da co thé tdi 5 mg/kg/ngay
Amphotericin B phirc hop lipid: lidu 5 mg/kg/ngay

+ + + +

Voriconazol liéu 6 mg/kg/12 gio x 2 lan/ngay x 1 ngdy. Sau chuyén liéu 4 mg/kg/12 gio x 2
lan/ ngay
+ Itraconazol liéu nap 200 mg, ngay hai lan, trong hai ngay dau, duy tri tir ngay thir 3 1a 200mg
mot lan/ngay
+ Micafungin: liéu 150 mg/ngay
+ Caspofungin: liéu nap 70 mg/ngay dau, liéu duy tri: cAn nang < 80 kg: liéu 50 mg/ngay,
can nang > 80 kg: licu 70 mg/ngay
+ Isavuconazol: liéu nap 200 mg/8 gio x 2 ngy, duy tri 200 mg/ngay
— Duong dung: vu tién dung tinh mach
—  Thoi gian diéu tri tn cong 2-4 tuan, giai doan diéu tri duy tri: azol dudong udng tdi thicu 6
thang, vu tién lua chon cac thude c¢6 chi phi thip va cé tac dung, it twong tac thude véi cac
thudc dung kém
— Chi dinh:
+ Bénh muc d ndng, nguy co tir vong, hoac méc thé ban xam lan
+ Thét bai diéu tri véi phac do vu tién va phac do thay thé.
+ Khong st dung dugc cac azol khac: khong dung nap, gap tdc dung phuy, c6 tuong tac
thudc & mirc do chdng chi dinh hodc ¢ bang ching vi sinh khang.
+ Khi don tri liéu that bai can phdi hop hai thuc khang ndm.
3.2.2. Piéu tri thé bénh
3.2.2.1. Bénh nim Aspergillus phoi thé u (Simple/ Single aspergilloma).
— Khéng diéu tri thuoc khang nam:
Nhing nguoi bénh khong c6 triéu chimg va on dinh 1am sang trong khoang thoi gian tir 6
thang dén 2 nam lién tuc thi khong can diéu trj bang thudc khang nim. Khi d6 can theo doi sat dau
hi€u lam sang, vi sinh, chén doan hinh anh mdi 1-3 thang.
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— Diéu tri thuéc khang nam:
Liéu phap khang ndm duoc chi dinh cho nhimg trudng hop sau:

+ C6 triéu ching bénh nhung khong thé phau thuat (xem muc phau thuat....)

+ Ngudi ¢ suy giam mién dich nhu: dai thao dudng, nghién ruou, suy dinh dudng, st dung

thudc tre ché mién dich kéo dai,...
—  Phdu thudt:
+ Nhitng ngudi bénh c6 triéu ching, dac biét 1a biéu hién ho ra mau.
+ Ngudi bénh can duge dung thude khang nim trudc phau thuat dé tranh cac bién ching sau
phau thuat (xem phan phiu thuat, muc thudc khang nim trong phau thuat).
3.2.2.2. Bénh nim Aspergillus phoi thé not (Aspergillus nodules).
—  Khéng diéu tri thubc khang nam:

+ Nbt nAm don doc va khong c6 tridu chimg

+ Di duoc phau thuat cat hét ton thuong

+ Can theo ddi bang chi sb viém, chan doan hinh dnh va hi¢u gia khang thé Aspergillus 1gG

mdi 3 thang dé phat hién cac truong hop can diéu tri.

—  Diéu tri thuéc khdng nam:

+ N6t don doc va co suy giam mién dich

+ (€0 tricu chung va khong phau thuat duoc

+ Tbn thuong nhiéu ndt.
3.2.2.3. Bénh nim Aspergillus phoi man tinh thé hang (CCPA) va nam Aspergillus phoi
man tinh thé xo h6a (CFPA).

—  Khéng diéu tri thuoc khang nam:

Khong c6 triéu chimg 1am sang va khong c6 tién trién trén X quang/CLVT nguc va khong
c6 tang hiéu gia khang thé IgG khang Aspergillus.

—  Diéu tri thuéc khdang nam:

+ C6 triéu ching 1am sang hodc c6 tién trién trén X quang/CLVT nguc hodc ¢ ting hiéu gia

khang thé IgG khang Aspergillus.

+ Diéu tri it nhét 6 thang ddi v&i ngudi bénh c6 ton thuong khu tra. Di véi nhing ngudi b

ton thuong phoi hai bén hoic lan rong, c6 thé diéu tri 24 thang hodc kéo dai dé tranh tai phat

sau khi ngtng diéu tri.
—  Phdu thugt:

Phau thuat cit bo thuy phéi duoc xem xét & bénh nhan miac CCPA ¢6 ton thuong khu tra hoac
ho ra mau ning hodc diéu tri ndi khoa thét bai. Tuy nhién, phiu thuat ¢ nhitng truong hop nay co
lién quan dén ty 18 bién chimg sau phau thuat cao va kha ning tai phat.

Nguoi bénh can duoc dung thude khang ndm trude va sau khi phau thuat, dé tranh cac bién
ching sau phau thuat (xem phan phau thuat, muc thudc khang nidm trong phau thuat). Diéu tri
thudc khang ndm kéo dai it nhat 6 thang dugc khuyén céo.
3.2.2.4. Nam phoi Aspergillus xAm 1in ban cip

Phuong phép diéu tri tvong ty nAm phdi xam 1an do Aspergillus (IPA). Uu tién ding thude
khang nam duong tinh mach. C6 nhiéu phac d6 diéu tri (tham khao hudng dan chan doan va diéu
tri nhiém ndm xam l4n).
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Thoi gian diéu tri tinh mach thuong kéo dai 2 tuan, sau d6 chuyén sang thudc dudng udng duy
tri 8-12 tuan. Thoi gian diéu tri duy tri phu thudc vao murc do va thoi gian trc ché mién dich, cling
nhu bang chtng vé cai thién bénh trén 1dm sang, chan doan hinh anh.
Phac d6 uu tién 1a voriconazol 6 mg/kg/12 gid x 2 lan/ngdy x 1 ngdy. Sau chuyén liéu 4 mg/kg/12
i x 2 1an/ ngay x 13 ngdy. Giai doan duy tri str dung azol duong udng.
3.2.3. Piéu tri thudc khiang nim trwéc va sau phiu thuit
Trwée phdu thudt
—  Chi dinh: cac truong hop tién luong md kho ¢ kha ning 1y hét duoc td chirc nim, ton
thuong nhiéu hang, do phé quan mang phoi
— Thoi gian diéu tri thudc khang ndm t6i thiéu 2 tudn, vu tién st dung thude khang nim
duong tinh mach; thude khang ndm dudng udng nén duoc diéu tri vai thang trude phau thut nguoi
bénh CCPA.
Sau phdu thudt

—  Nguoi bénh u ndm don gian, phau thuat sach, khong can diéu tri thudc khang nim sau phau

thuat.

—  Nguoi bénh nam Aspergillus phéi thé ndt: mot ndt da duoc cit, khong can diéu tri thudce
khang ndm, trir truong hop ngudi bénh suy giam mién dich. Néu c6 mot ndt, va chua duogc cit
hoan toan (sinh thiét xuyén thanh nguc chan doan): can tiép tuc theo ddi khang thé khang
Aspergillus, chi s6 viém (CRP, mau ling), X quang nguc mdi 3 thang dé diéu tri thuéc khang nim
néu ton thuong ting 1én. Ngudi bénh nhiéu ndt va con ndt sau phau thuat, diéu tri thudc khang
nam 1a can thiét.

—  Pbiéu tri thudc khang ndm sau phau thuat can can nhic cho cac truong hop dudi day:

T6 chirc ndm roi vai vao khoang mang phdi trong qua trinh phiu thuat
Khong cit duge hét to chirc ndm
Céy nam duong tinh tir bénh pham dich tiét duong hé hap, to chic phdi trudc va trong mo

+ + + +

M5 hoc thay soi ndm x4m 14n nhu mé phéi lién ké ton thuong hang
+ €6 do phé quan mang phoi
3.2.4. Theo déi diéu tri:

CPA 1a bénh Iy man tinh, thoi gian diéu tri kéo dai, dap ing thuong chdm va c6 ti 1é nhat dinh
khong cai thién. Vi vy viéc theo ddi sat trong qua trinh diéu tri nham phat hién va xtr tri sém tac
dung khong mong mudn cua thude ciing nhur phat hién sém nhiing truong hop khong dap ung didu
tri.

Cic kj thudt cdn lim sang co ban cho theo doi diéu tri

—  Xét nghiém tong phan tich t& bio mau, méau lang
—  Xét nghiém sinh hoa: AST, ALT, bilirubin truc tiép, bilirubin toan phan, ure, creatinine,
dién giai ¢, CRP
— X quang nguc thang nghiéng
—  Xét nghiém khéang thé Aspergillus 1gG
— CLVT nguc

— Pién tam d6

— Tham do chiic ning thong khi phoi: ho hap ky

— Nhudm soi nam, nudi cay nam
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— Khéng nam d6
—  Xétnghiém dinh luong néng dd thude trong mau voi itraconazol, voriconazol, posaconazol
3.2.4.1. Quy trinh theo déi diéu tri nAm Aspergillus phdi man tinh
Bing 2. Quy trinh theo déi diéu tri ndm Aspergillus phoi man tinh

Bit dhu didy | o0 thang | Trude khi
iz trong. ilua . ket thuf: dicu

trinh di€u tri tri
Tham kham lam sang + + +
Téng phan tich té bao mau + + +
Mau lang, CRP + + +
AST, ALT + + +
Ure, Creatinine + + +
Dién giai d6 + + +
X quang nguc + + +
CLVT nguc* + +
Ho hap ky** + +
Dién tam do - -
Nhudm soi, nudi cdy nam + Lok +
Khang sinh d6 khang nam*** +
Xét nghiém khang thé Aspergillus 1gG + Lam ’mo1 0 +

thang

Dinh luong nong do thudc trong mau**** +
Céc ki thuat can 1am sang khéc theo tinh trang N N N
ctiia ngudi bénh theo chi dinh bac si

Chu thich:

+ Can lam

+ Can nhic thyuc hién dya trén tinh trang ngudi bénh, kha ning cua co sé' y té
* Truong hop c6 dién bién bat thuong (vi du kho tho ting, ho ra mau ting,...), cn nhac chup
CLVT nguc tim nguyén nhan. Truong hop theo ddi diéu tri thong thudng, nén str dung CLVT lidu
thap dé danh gia diéu tri, c6 thé nhac lai dinh ky mdi 3-6 thang,
*#* Nén thyc hién do chirc ning thong khi phéi khi bat dau diéu tri néu khong c6 chdng chi dinh.
Lap lai do ho hap ky mdi 3 thang hodc khi ngudi bénh ¢ kho thé ting hodc ton thwong pha hiy
phdi ting dé theo ddi chirc ning phdi.
**% Nubi cdy khi 1am sang khong cai thién hodc nghi ngd méic ching khang thudc.
Khang sinh d6 khang nidm can dwoc 1am khi bat dau diéu tri. Trong qua trinh diéu tri néu ngudi
bénh khong dap tng va c¢6 bang chimg nudi cdy ndm dwong tinh nén thyc hién lai khang sinh d6
khang nam.
#%#% Cac thude khang ndm azol can theo ddi ndng do thude trong méau do ndng d6 thude thay ddi
theo ting c4 thé dan dén that bai diéu tri hodc ting nguy co xuét hién doc tinh ciia thude. Nén can
nhic néu diéu kién cho phép xac dinh nong do thudc khang ndm nhoém azol (itraconazole,
voriconazole, posaconazole) sau khi bat dau diéu trj va khi c6 bat cir biéu hién that bai diéu tri hay
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xuat hién doc tinh cua thudc hay c6 cac yéu t6 nghi ngd anh huong dén duoc dong hoc cua thude
(trong tac thude, tuan tha diéu tri, thay ddi chic ning gan, than...).
Bing 3. Theo déi nong dj thuéc trong mdu

Itraconazol Voriconazol Posaconazol

Nong do thap nhat > 1 mg/L >2 mg/L > 1 mg/L
Gi6i han trén nong do <4mg/L"

101 hian tren nong ¢ mer 5-6 mg/L Chua ¢6 da di lidu
(ngudng gay doc) <17 mg/L
Thoi diém theo ddi Ngay thir 5-7 #

. . Ngay thir 7-14 Ngay thir 2-5
nong do thudce g g Sau ngay thtr 3 #

* Do bang phwong phdp sdc ky Iong hiéu ndng cao (high performance liquid
chromatography)
** Do bang phwong phdp thir hoat tinh sinh hoc (bioassay)
# Dang giai phong cham
## Dang vién/tinh mach
Chi dinh theo d&i nong d6 thudc khi
— Khoi dau diu tri
—  Theo ddi diéu tri khi c6 bat ctr biéu hién that bai diéu tri hay xuat hién doc tinh cta thude
hay ¢ cac yéu t6 nghi ngd anh hudng dén dugc dong hoc cua thude (twong tac thude, tuan tha
diéu tri, thay ddi chire nang gan, than...).
Tuy nhién hién nay viéc do ndng d6 thudc azol trong mau chua duoc tién hanh thuong quy tai
Viét Nam.
3.2.4.2. Tiéu chi dinh gid ngwoi bénh c6 ddp iing diéu tri
Tiéu chi danh gia nguoi bénh ¢ dap ung diéu tri: dap mg ca tiéu chi 1am sang va can lam
sang
+ Lam sang: cac triu ching 1am sang cai thién.
+ Can 1am sang: chan doan hinh anh tét 1én (tham khao phan chan doan hinh anh, muc
2.2.1.3) hodc khong thay doi.
3.2.4.3. Tiéu chi ddnh gid nguwoi bénh khong ddp irng diéu tri hodc tién trién
Tiéu chi danh gid ngudi bénh khong dap tng diéu tri: can nhac khi ¢ mot trong cac dau hi¢u
lam sang hodc can lam sang sau; kém theo loai trir cAc nguyén nhan khac ngoai CPA.
Lam sang:
— Ho khac dom khong giam hodc tang 1én
—  Ho ra mau khong giam hodc ting 1én vé tan suat va sd luong
— Can nang giam
— Kho tho tién trién ting
— Sot
Can 1am sang:
— Bach cau, CRP, mau léng tang
—  Cay nam (duong tinh tir 2 mau trd 1én) hodc soi ndm duong tinh kéo dai, hodc duong tinh
tro lai khi mau cay nim/soi ndm trudc dé 4m tinh,
— Khéng sinh db khang nim: khang véi thuc khang ndm dang diéu tri
— Chéan doan hinh anh x4u di (tham khao phan chan doan hinh anh, muc 2.2.1.3).
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— Hiéu gia Aspergillus 1gG gia tang lién tuc trong qua trinh theo doi.
Trong truong hop bénh khong dap ing diéu tri cAn xem xét nhirng kha ning sau:
— Nguoi bénh khong tuan tha diéu tri
— Nbng do thudc trong mau khong dat mire diéu tri
— Tuong tac thudc, sir dung thude dang bao ché khong twong dwong sinh kha dung.
— Nguoi bénh nhiém ching khang thudc

Do d6 can danh gia mirc d6 tudn thu diéu tri ctia nguoi bénh (kién thirc vé bénh, tuan thu diéu
tri, kha nang chi tra chi phi diéu tri...), dinh lugng néng do thude trong mau va diéu chinh liéu néu
can, khang sinh do khang ndm néu c6 thé. Néu da loai trir cAc nguyén nhan trén, can nhic bién
phap diéu trj khac nhu thay d6i thudc khang ndm, ntut mach phé quan diéu tri ho ra mau, phau thuat
néu c6 chi dinh.
3.2.4.4. Thoi gian diéu tri, dinh gid khi ngirng diéu tri, theo déi sau ngirng diéu tri

Thoi gian diéu tri thudc khang ndm tdi thiéu 6 thang. Can nhic ding diéu trj khi:

— On dinh vé mat 1am sang, ton thuong trén chan doan hinh anh cai thién hodc khong tién
trién, hiéu gia khang thé Aspergillus 1gG on dinh.
— Tac dung phu cta thude khi tiép tuc diéu tri kéo dai.

Theo dbi sau ngig diéu tri: ti 1& tai phat sau khi dimg diéu tri 1a khoang 1/3 s trudong hop vi
véy can theo ddi mdi 3-6 thang hodc khi ngudi bénh c¢6 biéu hién 1am sang. Xét nghiém twong ty
phan theo ddi trong qua trinh diéu tri (muc 3.2.4.1).

Trong truong hop tai phat, khoi tri lai liéu phap khang ndm dudng udéng nhu nhiing trudng
hop diéu tri ban dau néu khong c6 bang chimg khang thude.

3.3. Diéu tri ngoai khoa trong bénh nim Aspergillus phoi man tinh
3.3.1. Chi dinh phiu thuit
— U nam phdi don gian
— CCPA ton thuong khu trti ¢6 kha ning phau thuat
—  Ho ra méau: Ho ra mau thét bai voi nhitng phuong phap diéu tri cAm mau ndi khoa hodc can
thiép nut mach
— SAIA: Can nhic phiu thuat khi ton thuwong nam lién ké véi nhing céu tric giai phdu quan
trong nhu mach méau va phé quan do nguy co xam lan ctia ndm vao nhirng thanh phan nay.
3.3.2. Phuong phap phiu thuit
3.3.2.1. Phiu thuit ciit ton thwong phoi chira nAm/hang nim
Pay 1a hinh thirc phau thuat pho bién va hiéu qua nhat cho nhimg truong hop diéu kién toan
than va diéu kién ton thuong cho phép
Céc loai phau thuat cu thé: cat hinh chém, cat phan thuy, cat thuy, cét 14 phoi.
Hiéu qua
—  Hiéu qua t6t voi bénh nam Aspergillus khu trd.
—  Lalya chon cudi cung chi dinh cho céc truong hop ho ra mau diéu tri ndi khoa khong
thanh cong.
Cdc tai bién bién chirng
Céc bién chiing hay gip bao gom:
—  Viém mu mang phoi

—  Chay mau
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—  Phéi né khong hoan toan

— R0 khi kéo dai

Céc bién chimg it gap khac: viém phoi, nhiém tring vét md, buc vét mo, ro phé quan-mang
phoi, tran dich mang phdi kéo dai, tran dich dudng chap, phu phdi.
3.3.2.2. Phiu thuit khac

Phau thuat 1y bo u ndm phdi (qua mé hang nim hodc ndi soi can thiép) két hop véi lam xep
hang nam béng cac vat liéu nhan tao trung tinh (plastic, silicon...) hodc vat li¢u tu than (céac vat
co ¢ cudng).

Pugc chi dinh cho nhiing bénh nhén c6 toan trang yéu, chirc nang ho hap thip, ngudi bénh
khong chiu duoc phiu thuat cit doan phdi (cit ton thwong, cat phan thily, cat thiy phdi); ton thuong
nam & ngoai vi, sat voi mang phoi tang, khoang mang phéi day dinh nhiéu.

Phuong phap phiu thuat kinh dién truéc diy nhu mo thong hang nam ra da hodc phau thuat
lam xep thanh nguc ngay nay it st dung.

Hiéu qua

Phau thuat 1dy bo u nim két hop v6i lam xep hang ndm méc du 1a phiu thuat giam nhe nhung
trong diéu tri ho ra méau cho két qua kha tot: ty 1& hét ho ra mau cao, ty 1é tai bién va tir vong sau
mo trong gidi han cho phép.

3.3.3. Piéu tri thudc khiang nim trong phiu thuat

—  Thudc khang nim dugc khuyén cdo diéu tri it nhat 1a 2 tuan trudc mod

—  Dbi vé6i ton thuong ndm don gian hodc khu trii ¢ nhing trudng hop khong c6 suy giam
mién dich; phau thuat sach khong roi vii nim ra ngoai ciing nhu cit triét dé dugc ton thuong, co
thé can nhic khong diéu tri thude khang nim sau mo.

—  Péi v6i nhitng trudng hop ton thuong CPA khoé va phtc tap, viéc 1am roi vii to chirc nAm
vao trong khoang mang phéi 1a khong tranh khoi. Luc nay, can dung thuc khang nim dudng tinh
mach ngay sau mo, thong thudng 14 2 tuan. Thoi gian diéu tri thuée khang ndm sau mé can duy tri
it nhat 1a 02 thang. Diu tri thuéc khang nam kéo dai dugc khuyén céo cho nhiing trudong hop
khong cit triét dé duoc ton thuong.

3.4. Diéu tri ho ra mau trong bénh nim Aspergillus ph6i man tinh

Ho ra mau 14 triéu ching gip pho bién trong CPA, ddc biét & u ndm Aspergillus: ty 1& gap 50-
90%. Mtrc d6 ho ra mau c6 thé tir nhe dén nang va rat nang.

Co ché ho ra mau trong CPA:

- Do qué trinh viém man tinh s€ tao thanh cac phinh mach trong hang (Vascular aneurysm)
va vd cac phinh mach s€ gay ho ra mau.

— Tén thuong cac mach mau do tac dong co hoc cua khdi u ndm (Mechanical effects of the
fungus ball) hoic do cac doc t6 ciia nAm (Fungal toxins).

Ngudn gbc mach mau tén thuong gay ho ra méau trong CPA: da s ho ra mau trong CPA ¢6
ngudn gdc ton thuong tir cac mach mau bit ngudn tir dong mach cha (90%), bao gdbm ddéng mach
phé quan va cac dong mach khong thudc hé dong mach phé quan (d6ng mach vi trong, dong mach
gian suon, dong mach dudi don...), trong d6 chii yéu la dong mach phé quan. Tuy nhién c6 ty 1¢
nho (10%) ton thuong cac mach mau bat ngudn tir hé dong mach phdi hodc gia phinh dong mach
phdi (Pulmonary artery pseudoaneurysm).
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3.4.1. Chén do4n ho ra mau
3.4.1.1. Chan doan xac dinh ho ra mau:

— Chan doan HRM dua vao céc cin clr sau:

+ Pic diém mau khac ra: thuong mau dé tuoi, 1an bot

+ Kham thuc thé ho hip: ¢ thé co cac triéu ching nhu ran nd, ran 4m, déng dic phdi...

+ X quang nguc: c6 thé thdy hinh anh kinh mo, dong dic phdi véi hinh anh “giéng viém
phéi”.

— Chén doan ho ra mau ludn phai phan biét v6i chay mau & duong ho hip trén (chay mau &
mili, hau, hong, amydal) hodc ¢ miéng va chay mau ¢ dudng tiéu hoa cao

Trong trudong hop ngudi bénh HRM 14n dau tién, hién tai khong co biéu hién ho méu va chua loai
trir dugc chay méau duong ho hép trén hodc xuét huyét tiéu hoa cao can phai dua vao chup CLVT
nguc hodc nji soi phé quan... dé xac dinh HRM.
3.4.1.2. Danh gia mirc d§ ho ra mau

Pénh gid mic do HRM chu yéu dua vao sd luong méu hodc luu lugng méu khac ra trong 24
gi0 hodc 48 gi0, tuy nhién, udc tinh lugng mau ho ra 1a mdt thach thire va viéc danh gia s6 1an va
$6 luong méu ho ra thudong cao hon hodc thép hon thuc té.

—  HRM nhe: khi téng lugng mau khac ra <50ml/ 24 gio.

—  HRM trung binh: khi tong lwong méu ho ra tir 50 ml dén <200ml1/24 gid.

—  HRM ning;: tong luong méu ho ra >200ml/24 gid hodc HRM tir 600ml tro 1én trong 48 gio.
—  HRM rat nang (con goi la ho mau sét danh, ho mau de doa tinh mang): 1a khi mau chay b at
tran ngap 2 phoi gy suy ho hap va nguy co tir vong.

Céc yéu té 1am sang bd sung dé danh gia mic do HRM bao gom: toc dd chay mau; kha ning
duy tri su thong thoang duong thd ctia ngudi bénh va phan xa ho khac ra mau; sw nhanh chong sin
c6 cua nhiing Iya chon diéu tri; sy bu trir sinh Iy cta nguodi bénh (anh huong dén ho hép, tuan
hoan). Trong d6 cac yéu t6 phan anh mirc 46 anh hudng cta ho ra mau dén tinh mang nguoi bénh
(suy ho hap do tac nghén dudng thd hodc ha huyét ap) 1a quan trong nhat trong danh gid mirc do
HRM.
3.4.1.3. Panh gia cac bién chimg

—  Céc bién chung sém: suy ho hip, xep phoi do bit tic phé quan, rdi loan huyét dong
—  Céc bién chtrng muon: boi nhiém (viém phéi), thiéu mau.
3.4.1.4. Panh gia vi tri, ngudn goc chiay mau
banh gia vi tri, nguén géc chay mau giup cho lga chon céc bién phap can thi¢p diéu tri thich
hop.
banh gia vi tri, nguén géc chay mau dya vao: chyp X quang, CLVT nguc hodc CTA, ndi soi
phé quan

— X quang nguc: La k¥ thuat thuc hién dau tién & ngudi bénh HRM, gitip dinh hudng vi tri
chay mau va nguyén nhan HRM (u nam trong hang).

— CLVT ngyec: ¢6 vai tro dinh hudng vi tri chay mau, chan doan nguyén nhan do u nam trong
hang va hudng dan giy tic dong mach phé quan. CLVT c6 gia tri cao hon noi soi phé quan trong
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chan doan nguyén nhan HRM do u ndm trong hang, nhung han ché hon soi phé quan trong xac
dinh vi tri chay mau. Cac khuyén céo hién nay goi y chup CLVT thay thé cho soi phé quan trong
tiép can ban dau & ngudi bénh HRM ning do u nim trong hang.

— Noi soi phé quan: cé vai trd rat quan trong trong xac dinh vi tri chay mau, liy bénh pham
chan doan nam; kiém soat dudng thd; diéu tri cAm mau tai chd trong long phé quan. Ty 1é xac dinh
vi trf chay mau bang noi soi rit cao, tuy nhién c6 nguy co giy ting ho méau do kich thich duong
thd (dé an toan nén 1am sau can thiép mach & ngudi bénh ho méu ning).

— CTA: Xéc dinh cac bat thuong cua dong mach phé quan (PMPQ): dong mach phé quan
gian, than X04n van, tang sinh mao mach ngoai vi; Xac dinh cac bat thuong hé théng mach khong
thuoc DPMPQ (d6ng mach vi trong, gian suon...), ton thuong hay gia phinh dong mach phoi lién
quan dén ho mau; 1am co s& cho giy tic mach va phiu thuat.

3.4.2. Piéu tri
3.4.2.1. Nguyén tic chung:

— Cam mau bang cac bién phap: Diéu tri ndi khoa; Can thiép tai chd; Phau thuat.
—  Diéu tri bién ching va triéu ching.
— Piéu tri thudc khang ndm (xem phan diéu tri nAm Aspergillus).

3.4.2.2. Piéu tri ndi khoa:

—  Céc bién phap khong dung thudc:

+ Bat dong nguoi bénh: dé ngudi bénh nam nghiéng vé mot bén nghi ngd chay mau dé
tranh mau chay ra tir bén phoi ton thuong sang bén phoi lanh.

+ Cho nguoi bénh an ché d6 16ng, ngudi, tranh dé ngudi bénh bi sic.
— Dung thude:
+ Thubc co mach:

Céc thube co mach 1a dan chat ciia tinh chat hau yén hodc cac thudce hoa tong hop (cyclonamin)
c6 tac dung co mach tam thoi va hi€u qua kém & nguoi bénh ho méu tir mtrc do trung binh tré 1én,
do vay hién it str dung 1am sang.

Vasopressin va cac dan chat: bao gdm glypressin, terlipressin. Thudc dugc sir dung trong diéu
trj ho ra mau dau tién vao nam 1989 bai Breuer va cong su: khi so sanh hiéu qué cta glypressin
tiém tinh mach va tiém tai chd qua ndi soi phé quan thay tic dung cAm méau tuong ty nhau, nhung
ding dudng tinh mach cé tac dung khong mong mudn cao hon. Terlipressin ¢é tac dung phu lam
tang nhip tim va huyét ap. C6 thé sir dung vasopressin khi dung: mdi lan ding 10 don vi pha trong
4ml nude mudi dang truong, khi dung trong 10 phut.

+ Thudc co tac dong dén qua trinh dong méau (1am cham tiédu soi to huyét): c6 hidu qua lam
giam thoi gian va thé tich mau chay. Cac thudc nhu axit aminocaproic, tranexamic. D6i véi
transamin st dung dudng tinh mach lidu 0,5-1g/lan, 2-3 lan/ngay; dudng udng 1-1,5g/1an, 2-3
lan/ngay.

+ Thubc giam ho, an than: ding thudc an than duong udng hay duong tiém can than trong,
tiy thudc vao mirc 46 HRM va tinh trang ho hip ctia nguoi bénh. Néu HRM nhe chi can cho ubng,
néu ngudi bénh HRM trung binh va c¢6 hét hoang, kich thich can ding dang tiém. Luu y dung cac
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thudc an than, giam ho rat d& 1am tinh trang suy ho hap ning 1én do tc ché phan xa ho va tinh
trang ho hip, do d6 phai theo ddi sat tinh trang ho hap va sén sang can thiép diéu tri suy ho hap
néu co.

3.4.2.3. Diéu tri can thiép tai chd:

—  Noi soi phé quan cam mau:

Thudng ap dung trong truong hop ho mau ning hodc HRM tai phat sau diéu tri ni khoa. Dé
an toan c6 thé thuc hién soi phé quan dng ctng hoic NSPQ mém qua 6ng ndi khi quan.

Cac bién phap cam mau ap dung qua ndi soi phé quan gom:

— Bang thudc, hoa chat: ding dung dich NaCl 0,9% lanh (40C), cac thude co mach (adrenalin
pha loang), keo sinh hoc (N-Butyl cyanoacrylate), fibrinogen-thrombin.

— Céc bién phap co hoc: st dung bong chén, nut silicone (spigote silicone), stent ndi phé
quan, ddt laser, d6t nhiét, van mot chiéu gay xep phé)i, co lap phéi bén chay mau (Pulmonary
isolation) dé ngian mau chay vao bén phdi lanh.

- Gay tdc mach:
*  Gay tac dong mach phé quan va cac dong mach khong thudc hé dong mach phé quan:

— Pay 1a k¥ thuat quan trong diéu tri ho mau, dic biét HRM ning. Gay tic PMPQ sé& lam
ngimg chay mau, dong thoi loai boé dugc PMPQ bénh 1y ra khoi tuan hoan chung va ngin ngira
dugec HRM tai phat. Phuong phap nay khong chi ¢6 tic dung cAm mau cap ctru khi nguoi bénh
dang ho mdu, ma con cAm mau dé chuén bi cho phau thuat léng nguec.

— DMPQ cép mau cho nhu mé phdi, tuy nhién viéc gay tic sé khong anh huong dén chirc
nang nudi dudng vi khi d6 dong mach phoi va tinh mach phoi s& cap mau bu trir qua cac vong ndi
chu - phoi.

— Gay tic dong mach thii pham xac dinh qua qua chup mach s6 hoa xoa nén (Digital
Subtraction Angiography - DSA), chii yéu & dong mach phé quan bénh 1y, ngoai ra c6 thé gay tic
cac dong mach bénh 1y khac khong thudc hé dong mach phé quan nhu dong mach vu trong, dong
mach dudi don, dong mach gian suon. Chéng chi dinh khi mach gay chay mau la dong mach ddt
song.

— Vit lidu tic mach: thuong st dung cac hat polyvinyl, truéc phau thuat c6 thé ding gel
(Spongel, gelatin sponge), khong khuyén céo str dung alcohol, coil kim loai (thuong nit phdi hop
v6i hat polyvinyl, spongel).

— Két qua: cac nghién ctru cho thiy ty 1& cam mau tirc thi dat duoc tir 67-95%, tai phét gap
21-47%. Ty 16 tai bién gap 0-4,3%, bao gdm tic nhanh tuy giy yéu liét, sot, nhidm tring, tic mach
noi khac...
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Hinh 22. Hinh inh djng mach phé quén xodn van, gian, ting sinh (a va b) va sau géy tic (c)
(Theo Almeida J. va cs 2020)

* Niit dong mach phoi:
Nt gia gia phinh dong mach phdi hodc nhanh déng mach phdi ton thwong gy HRM. Céc vit
lidu gy tic bang coil kim loai, cic nut mach (Vascular plugs) va cac dung dich dinh két hoic
khong dinh két (Adhesive and non-adhesive liquid embolic agents).

g

St 7

m trén CLVT (a), gid phinh dpng mach phoi (b) va sau niit mach (c)
(Theo Piracha S. va cs 2018)

9

" Hinh 23. Hinh dnh u né

3.4.2.4. Phiu thuit:

Hién nay phau thut it chi dinh trong cap ctru HRM do u ndm Aspergillus va thuong chi dinh
sau phuong phap can thiép tai chd ma HRM van tai dién.
3.4.2.5. Diéu tri toan than va bién chirng:

Diéu tri suy ho hép, truy tim mach, xep phdi, bdi nhiém phdi... néu co.

B khdi lwong tudn hoan: truyén khdi hong cau, bu dich, dién gidi, can thiép dinh dudng...



So d6 tiép can xir tri ho ra mau niing & ngwdi bénh mic nim Aspergillus
(Radchenko R. va cong su 2017)

Ho ra mau ning

/\

Khéng c6 suy hé hip:

- Diéu trj tai ICU

- Cac budc cip ciru (A-Airway, B-Bleeding block, C-

Circulation):

+ Dt nguoi bénh ndm nghiéng vé bén chay mau (néu

biét bén chay méu)
+ Dat ong noi khi quan

+ Cb lap phoi chay mau va thong khi chon loc

+ Phuc héi thé tich tuan hoan

+ Hoi chén da chuyén khoa: X quang can thiép, hoi
strc, ho hap, phau thuat 1ong nguc, gdy mé

- Soi phé quan tai giuong
- Chyp x quang nguc tai giuong

Cé suy ho hap:
- Pidu tri tai ICU
- Cac budc cap ciru (ABC):
+ Pat ngudi bénh nam nghiéng vé bén chay méu (néu biét
bén chay mau)
+ Pit 6ng ndi khi quan
+ C6 lap phdi chay mau va thong khi chon loc
+ Phuc hdi thé tich tudn hoan
+ Hoi chan da chuyén khoa: X quang can thiép, hdi ste, ho
hép, phiu thuat 16ng nguc, giy mé
- Soi phé quan tai giudong
- Chup x quang nguc tai giudng
- Cam mau tam thoi va hiit mau dong qua ndi soi lam thong
thoang duong thd

\u///’

Thay vi tri chdy mau qua noi soi

/\

C6 ton thuong trong long
phé quan

- Nudc muoi lanh

- Stent tam thoi

- D6t nhiét (Thermal ablative methods)

T,

Thanh cong

.

Khong c6 ton thuong trong 1ong
phé quan

- Nude mudi lanh

- Noi soi can thiép: niit chén bang bong, niit cam
mau, cam mau bang keo, bong hodc nut chén/stent
cAm mau tam thoi

Khoéng thanh cong

A 4

Tiép tuc theo doi
va dieu tri

Gy tic dong mach phé

quin

T

Thanh cong

A4

Khong thanh cong

A4

Xem xét phiu thuét
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3.5. Cac bién phap du phong
- Sang loc chan doan sém CPA nén duoc tién hanh & nhiing nguoi bénh dugc chan doan lao
phdi AFB am tinh, lao phdi tai phat ma khong c6 bang chimg vi khuan hoc.
- Cac nguoi bénh ho ra mau kéo dai, dac bi¢t trén ngudi bénh cod tdn thuong hang hoac cac
tui, khoang chura khi can duoc sang loc CPA.
- Sang loc CPA & cac nguoi bénh c6 bat thuong ciu tric phdi, dic biét 1a di ching hang &
lao phdi cil.
- Diéu tri sém bang cac thudc khang ndm c6 thé lam giam ty 18 tr vong do ho ra mau sb
lwong 16n. Cac ngudi bénh c6 ho ra mau, can duoc tim soat nguy co ho ra mau sé luong 16n dé
c6 bién phép diéu tri can thiép nat mach hodc phau thuat kip thoi.
- Tiém phong vic xin du phong phé cau va cam hang nam lam giam nguy co nhiém tring
trén nguoi bénh CPA.
- Tranh/han ché cac hoat dong tiép xtic véi dat, bui, thue vat thdi rita 14 noi ¢6 mat do
Aspergillus cao. Tranh nhitng noi bui bam nhu cong trudong, khu vyc dao boi
- Giir nha ¢ kho rao, thong thoang, tranh am mdc.
- Str dung khau trang trong mdi truong am thap, nAm méc, khong dung lai khau trang dung
mot lan.
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CHUONG 4: TO CHUC THUC HIEN

4.1. Bénh vién Phoi Trung wong (CTCLQG)

— Xay dung va trinh B Y té ban hanh, cap nhat tai liéu huéng dan chuyén mon chan doan
va diéu tri bénh nam Aspergillus phdi man tinh.

—  Xay dyng quy trinh sang loc, chin doan, diéu tri va quan 1y nguodi bénh mic CPA long
ghép trong khudn khd cac hoat dong cia CTCLQG .

— HOb tro ki thuat, dao tao sang loc, chan doan va diéu tri nguoi bénh méc CPA.

— Long ghép quan 1y nguoi bénh dong méic CPA va lao tai cac don vi ddu mdi Chdng lao
tuyén tinh va tai tuyén Trung wong (Bénh vién Phéi tinh, Bénh vién lao va bénh phéi tinh, Trung
tam kiém soat bénh tat hodc Tram chéng lao tuyén tinh)

—  Thuyec hién theo doi, giam sat hd trg k¥ thuat 1ong ghép véi giam sat CTCLQG thudng quy.

4.2. Cac don vi ddu mdi Chong lao tuyén tinh
—  Trién khai hoat dong sang loc, chan doan, diéu tri va quan Iy CPA trén dia ban toan tinh.
— Thuec hién ghi chép, nhap dir lidu 1€n hé théng bao cdo dién tir trén hé théng quan ly s6 lidu
cua CTCLQG.

4.3. Bio cdo trong quan ly bénh nim Aspergillus phoi man tinh

Bao cdo hoat dong quan Iy CPA dugc thuc hién hang quy theo quy dinh bao cédo cia CTCLQG.
Pon vi ddu mdi tuyén Trung wong co trach nhiém tong hop bao cao cin cir vao dit liéu ghi nhan
trén hé théng quan 1y sb liéu cia CTCLQG.
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PHU LUC 1: CAC THUOC KHANG NAM
Duwoc Iy lim sang cdc thuéc khdng nim

1. Nhom Polyene: amphotericin B

Co ché tac dung: amphotericin B c6 tac dung kim nam hodc diét ndm tuy thudc vao né)ng do,
s6 lwong va do nhay cam ctia vi nAm. Amphotericin B gin vao ergosterol & mang té bao nim, lam
10 ri cic thanh phan té bao ndm va gy chét té bao nim. Amphotericin B ¢6 4i luc véi ergosterol
& té bao ndm cao hon so véi ¢ té bao nguodi nhung amphotericin B ciing gay doc tinh trén té bao
ngudi theo co ché tuong ty.

Thudc c6 phd khang ndm rong, cho hau hét cac loai ndm bao gdm ca ndm men va ndm soi

Hién nay c6 4 dang bao ché khac nhau ctia amphotericin B, bao gom:

Amphotericin B deoxycholate: amphotericin B dang quy wéc, dugc bao ché dudi dang
bt dong kho pha truyén, tao dung dich keo trong nudc. Trong co thé, amphotericin B tao phtic
hop voi deoxycholat mudi mat.

Amphotericin B deoxycholate hé phan tian keo (Amphotericin B colloidal dispersion -
ABCD): dang amphotericin B deoxycholate dugc on dinh bang cholesteryl sulfate tao phirc hop
keo dang dia.

Amphotericin B liposome (Liposomal amphotericin B - L-AMB): dang amphotericin
B duoc tich hop trong liposome mot 16p mang kép kich thude nho.

Amphotericin B phirc hgp lipid (Amphotericin B lipid complex - ABLC) : dang
amphotericin B dugc gin 2 16p phospholipid hinh dai.

Céc dang bao ché lipid ciia amphotericin B ¢6 it nguy co xuét hién doc tinh, dic biét ddc tinh trén
than so v&i amphotericin B dang quy udc. Amphotericin B dang phire hop lipid dugc ghi nhan co6
ddc tinh cao hon so vdi amphotericin B liposome.

2. Nhom Azol

Co ché tac dung: Cac azol co tic dung kim nim bang cach rc ché CYP450 14a-
demethylase ctia nam, dan dén giam tong hop ergosterol, ngan chin tong hop mang té bao nam.
Céc azol chi ¢6 4i luc cao véi CYP450 ctia ndm nhung it anh hudng 1én CYP450 ¢ nguoi.

Nong d6 azol (itraconazol, voriconazol, posaconazol) trong mau cé thé khac nhau gitra cac
ca thé, do d6 can dinh lugng néng dd thude trong mau khi diéu tri.

e [traconazol

Dugc dong hoc:

- Hap thu nhanh qua duong tiéu hoa. Sinh kha dung duong udng khoang 55%. Hap thu
vién nang itraconazol ting 1én khi sir dung thudc ciing thirc dn va giam di khi pH da day tang.

- Thé tich phan b 16n. Thudc duoc phan bd rong rdi vao cac mo. Nong do trong dich ndo
tay thip hon nhiéu trong huyét thanh nhung van dat hidu qua diéu tri khi viém mang nio.

- Chuyén hoa manh qua gan, chii yéu qua CYP3A4. Hydroxy-itraconazol 1 chat chuyén
hoéa chinh va c6 hoat tinh khang nam tuong tu itraconazol. Itraconazol la chét trc ché manh
CYP3A4.

- Thai trir cht yéu qua nudc tiéu (35%) va qua phan (54%) dudi dang khong con hoat tinh.

- Thoi gian ban thai (binh thuong/suy than giai doan cudi): 21 - 64/35 gio.

- Khong bi thai qua loc mau.

e Voriconazol

Dugc dong hoc:



45

- Héap thu nhanh va gan nhu hoan toan qua dudng tiéu hoa. Sinh kha dung dudng udng
khoang 96%. Hap thu cia voriconazol giam di khi str dung thudc cing thirc dn va khong bi anh
huong boi pH da day.

- Thé tich phan bd 16n. Thude duoc phan b rong rai vao cac mé va dich ndo tiy. Chuyén
héa qua gan boi CYP2C19 (chu yéu), CYP2C9 va CYP3A4 dong thoi ciing 1a chat tc ché cac
enzym nay. Thai trir chu yéu qua nudc tiéu (80%): 2% dudi dang khong doi.

- Thoi gian ban thai (binh thudng/suy than giai doan cudi): 6 gid/khong dbi. Bi thai boi loc
mau nhung voi luong nho, khong can thiét hiéu chinh liéu.

e Posaconazol

Duogc dong hoc:

- Hap thu chdm qua duong tiéu hoa. Sinh kha dung duong udng: 54%. Mirc d6 hap thu khi
ubng thudc sau bira an cao hon so véi khi dung thude lic déi.

- Thé tich phan bd 16n.

- Chuyén hoa qua con duong glucuronid hoa, it chuyén hoa qua hé CYP450.

- Thai trir cht yéu qua phan (77%) va qua nudc tiéu (14%). 66% liéu thai trir qua phan
duéi dang khong doi.

- Thoi gian ban thai (binh thudng/suy than giai doan cudi): 35 gio/khong doi.

- Khong bi thai qua loc mau.

e [savuconazol

Dugc dong hoc: Hap thu tot qua dudng udng. Sinh kha dung duong ubng dat trén 98%
cho phép chuyén d6i duong tinh mach sang duong udng.

- Chuyén hoa chii yéu qua gan bai hé CYP (CYP3A4 va CYP3AS5) hodc qua phan ting
glucuronic hoa.

- Thai trir qua phén (46,1%) va nudc tiéu (45,5%), cha yéu dudi dang chat chuyén hoa. -
Thoi gian ban thai (binh thudng/suy than giai doan cudi): IV: 76 - 104 gio; ubng: 56 - 77 gio/
khong co6 thong tin vé thoi gian ban thai & ngudi bénh suy than giai doan cubi.

3. Nhom Echinocandin

Co ché tac dung: Céc echinocandin trc ché tong hop (1,3)-B-D-glucan - thanh phan thiét
yéu clia cdu triic thanh té bao clia mot s6 loai nAm. Céc echinocandin ¢6 tic dung kim nam véi
Aspergillus spp.

e Caspofungin

Dugc dong hoc:

- Hap thu qua duong tiéu hoa thip nén caspofungin duoc str dung qua duong tinh mach.

- Chuyén hoa bang cach tu phan huy, thity phan chudi peptid va N-acetyl hoa. Thudc khong
phai 12 co chét, chét trc ché hay cam tng ciia hé CYP450.

- Thai trir cham khoi co thé qua nudc tiéu (41%) va phan (34%). 1,4% liéu thai trir qua
nuée tiéu dudi dang khong doi.

- Thoi gian ban thai (binh thuong/suy than giai doan cudi): 10 gio/khong doi.

- Khong bi thai qua lgoc mau.

e Micafungin

Dugc dong hoc: Hap thu qua duong tiéu hoa thip nén micafungin duoc str dung qua dudng

tinh mach.
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- Chuyén héa bang nhiéu con dudng khac nhau. Micafungin 1a co chat cia CYP3A4 nhung
day khong phai 1 con dudng chuyén héa chinh ctia micafungin.

- Thai trir cht yéu qua phan (71%) va nudc tiéu (11%).

- Thoi gian ban thai (binh thudng/suy than giai doan cubi): 10 - 15 gid/khong ddi.

- Khong bi thai qua loc mau.
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PHU LUC 2: LIEU DUNG CAC THUOC KHANG NAM

Thubc Liéu lwong Puong Piéu tri ddi twong dic biét | Ghi chi
dung
Itraconazol 200 mg x 2 lan/ngay Puong udng | - Khong can diéu chinh liéu Thubdc duoc hap thu tot khi udng ngay sau bira dn hoic
dua trén mtrc d¢ suy than. udng cung thic an, do thic an 1am ting héap thu.
- Mang thai va cho con bt: Str dung than trong ¢ nguodi bénh suy gan
khong nén st dung trong thai
ky va cho con bu, trir khi lgi
ich 16n hon nguy co.
- Nguoi cao tudi: Hiéu qua va
an toan chua duoc xac dinh.
Voriconazol 150 - 200 mg x 2 lan/ngay | Pudng udng | - voriconazol dugc khuyén Luu y: Tranh 14i xe hodc van hanh may méc

céo giam liéu & ngudi bénh
cao tudi (trén 70 tudi), suy
dinh dudng, nguoi c6 bénh 1y
gan 10 rang va nguoi co
chuyén hoa cham

- Tré em: Hi€u qua va an toan
chua duogc xac dinh.

Suy gan muc d nhe va trung
binh (Child-Pugh A, B):

St dung liéu nap nhu binh
thuong. Liéu duy tri: 50%
lidu duy tri binh thuong

khi dung thudc do voriconazol cé thé giy anh

hudng dén thi giac (nhin mo, so anh séng)

thoang qua va c6 thé hdi phuc. Theo doi enzym

gan ctia ngudi bénh trude va sau khi diéu tri

bang voriconazol. Udng thudc xa bira an, uéng

thudc trudc an 1 gio hodc sau an 2 gid.

- V6i dang tiém truyén tinh mach: khong nén sir dung
cho ngudi bénh suy than trung binh dén ning (CrCl <
50 ml/ph) dé phong tranh tich lily ta dugc cyclodextrin
thai trir chil yéu qua than c6 thé gy doc tinh. Trong
truong hop st dung cho dbi twong nay, can theo ddi
chat ch& nong do creatinin huyét thanh.
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Voriconazol Ngay dau DPuong tinh | Suy gan muc d nang (Child-
6 mg/kg x 2 lan/ngay mach Pugh C): chua c6 nghién cuu
Duy tri
4 mg/kg x 2 1an / ngay
trong 12 ngay tiép theo
-Dbi voi trudng hop nguoi
bénh dap Gng diéu tri kém,
nhiém nam xam lan ning
can hoi chan chuyén gia
xin y kién vé lidu diéu trj
Posaconazol 400 mg x 2 lan/ngay Dang hon Lueu y: (véi biét duge Noxafil vién khang acid va hon
dich dich udng). Khong nhai/nghién vién. C6 dang hdn dich
300 mg x 01 lan/ngay Dang vién udng véi ham luong 40 mg/ml. Khong chuyén d6i
giita dang vién va dang hon dich udng do khac biét vé
tan suat dua thudc, anh hudng cia thirc dn va nong do
thubc dat duoc trong mau
Isavuconazol | Liéu nap 200 mg mdi 8h Duong tinh Lueu y: - Vi bot pha truyén isavuconazol: sau khi
trong vong 48h. mach hodc hoan nguyén, tién thudc isavuconazonium (tan trong
Liéu duy tri 200 mg/ngdy | dudng udng nudc) thuy phan ngay va tao thanh tia isavuconazol

khong tan, vi vay, can st dung b0 tiém truyén co bo
loc bén trong (voi kich thude 15 loc 0.2 pm dén 1.2
um, 1am bang polyether sulfon). Khi pha lodng dung
dich truyén, tranh rung lic manh dé han ché hinh
thanh tiéu phén. - V&i vién nang isavuconazol, khong
nhai/nghién vién.
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Ampbhotericin | 0.5-1.0 mg/kg/ngay. T6i Puong tinh | - Nguoi cao tudi: can nhic Dung khi khang azol
B da c6 thé t6i 1,5 mach duya trén muc loc cau than. Thuong gap doc than, roi loan dién giai, phan ing
deoxycholate | mg/kg/ngay - Tré em: Hiéu qua va an toan | tiém truyén, (phu luc 4)

Dbi voi truong hop ngudi chua dugc xéac dinh.

bénh dép tng diéu tri kém, - Suy gan: Hi¢u qua va an

bénh ning can hoi chan toan chua duoc xac dinh.

chuyén gia xin y kién vé - Suy than: cAn nhéc ché

lidu diéu tri pham khéc c6 it nguy co gay

ddc than

Liposomal 3 mg/kg/ngdy. THi da co Duong tinh it gay doc than hon so v4i amphotericin B
amphotericin | thé t6i 5 mg/kg/ngay mach deoxycholate; Céc tac dung phu nhu réi loan dién giai;
B Déi véi truong hop nguoi phan Gng lién quan dén tiém truyén it xay ra hon so
(AmBisome) | bénh dap tng diéu tri kém, vo1 amphotericin B deoxycholate

bénh nang can hoi chan

chuyén gia xin y kién vé

lidu diéu tri
AmB lipid 5 mg/kg/ngay Duong tinh
complex Dbi voi truong hop ngudi | mach

bénh dap tng diéu tri kém,

bénh nang can hoi chan

chuyén gia xin y kién vé

liéu diéu tri
Caspofungin | Liéu nap: 70 mg/ngay dau | Puong tinh | Ngwoi bénh suy gan:

Liéu duy tri: mach Suy gan nhe (diém Child-Pugh

- Can nang < 80 kg: liéu 50
mg/ngay

5-6): Khong can diéu chinh
liéu luong.
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- Can nang > 80 kg: liéu 70
mg/ngay

Dbi v6i truong hop ngudi
bénh déap tng diéu tri kém,
bénh nidng cin hoi chan
chuyén gia xin y kién vé
liéu diéu tri

Suy gan trung binh (diém
Child-Pugh 7-9): 35 mg x 1
1an / ngay; st dung liéu tai ban
dau 70 mg.

Suy gan niang (diém Child-
Pugh> 9): Khong c6 thong tin
dé khuyén céo.

Bénh nhi suy gan ¢ bat ky mirc
d6 nao: Khong c6 thong tin dé
khuyén céo.

Nguwoi bénh suy than:

Nguoi lon suy than: Khong
can diéu chinh liéu lugng.
Khong tham tach duoc; liéu bd
sung khong can thiét sau loc
mau.

Nguoi 16n > 65 tudi: Khong
can diéu chinh liéu lugng.

Micafungin

100-150 mg/ngay

Dbi voi truong hop nguoi
bénh dap tng diéu tri kém,
bénh nang can hoi chan
chuyén gia xin y kién vé
lidu diéu tri

Duong tinh
mach

khong nén sir dung trong thai
ky va cho con b, trir khi lgi
ich 16n hon nguy co.

Tac dung trén gan

Chtrc ning gan nén dugc theo ddi cin than trong khi
diéu tri bang thudéc micafungin. Piéu tri bang
micafungin nén duoc can nhic can bang nguy co/lgi ich
can than, dic biét & nhitng nguoi bénh bi suy gidm chirc
nang gan nghiém trong hodc méc cac bénh gan man tinh
lién quan dén tinh trang tién ung thu, nhu xo héa gan
tién trién, xo gan, viém gan virus.
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Diéu tri bang micafungin c6 lién quan dén suy giam
dang ké chte niang gan (ting ALT, AST hoic bilirubin
toan phan > 3 1an ULN) & ca ngudi tinh nguyén va
nguoi bénh khoe manh. O mot sd nguoi bénh, roi loan
chuc nang gan nghiém trong hon, viém gan hoac suy
gan bao gom ca cac trudng hop tr vong di dugc bao
c40. Bénh nhi < 1 tudi c6 thé dé bi ton thuong gan hon.
Phan vng phan vé

Trong khi dung micafungin, c6 thé xay ra phan tng
phan vé&, bao gom ca sdc. Néu nhimng phan tmg ndy xay
ra, nén nglg truyén micafungin va tién hanh diéu tri
thich hop.

Phan vng da

Phan Ung da troc vay, chéng han nhu hoi ching
Stevens-Johnson va hoai tir biéu bi nhiém ddc da duoc
béo cdo. Néu nguoi bénh phat ban, ho phai dugc theo
ddi chat ché va ngimg st dung micafungin néu ton
thuong tién trién.

Tan mau

Céc truong hop hiém gip vé tan mau, bao gdm tan méau
noi mach cép tinh hodc thiéu méau tan mau, da duoc bao
c40 & nhitng nguoi bénh dugc diéu tri bang micafungin.
Nhitng ngudi bénh c6 bang ching 1am sang hodc xét
nghiém vé chung tan mau trong khi diéu tri bang
micafungin nén dugc theo ddi chit ché dé biét bang
chtng vé sy xau di cua céc tinh trang nay va danh gia




52

nguy co/loi ich cua viéc tiép tuc diéu tri bang
micafungin.

Tac dung than

Micafungin c6 thé giy ra cac van dé vé than, suy thin
va kiém tra chtrc nang than bat thuong. Ngudi bénh can
duoc theo ddi chat ch& vé su x4u di cia chirc nang than.
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PHU LUC 3: TUONG TAC THUOC CANLUU Y

Luu y Thubc Hau qua Xir tri
ITRACONAZOL
Chéng Statin (lovastatin, simvastatin) Tang ndng do cua statin trong huyét thanh, ting | Chong chi dinh phéi hop.
chi dinh nguy co bénh co hodc tiéu co van cap (dau co, | 1. Chi bit dau st dung lovastatin sau khi ngirng

moi co, yeu co)

itraconazol it nhét 2 tuAn HOAC

2. Céan nhic thay ddi sang cac thuéc nhom khac
c6 cung chi dinh va it c6 nguy co tuong tac hon:
Trong trudng hop bit budc s dung dan chat
statin, thay béng cic dan chét statin khéac, than
trong khi phdi hop véi atorvastatin.

Thudc tic dong hé tim mach
(ivabradin, ranolazin)

Tang nong do cac thude nay trong huyét thanh,
tang nguy co kéo dai khoang QT

Chéng chi dinh phdi hop. Chi bat dau str dung
ranolazin sau khi ngimng itraconazol it nhat 2
tuan.

Thudc chen kénh calci (felodipin,

Tang noéng do cac thudc nay, ting nguy co ha

Chéng chi dinh phdi hop. Chi bat dau str dung

(Domperidon)

tang nguy co kéo dai khoang QT

lercanidipin) huyét ap nghiém trong felodipin sau khi ngimg itraconazol it nhat 2
tuan.
Thubc lgi tiéu (Tolvaptan) Tang ndng do tolvaptan trong huyét thanh, ting | Chdng chi dinh phdi hop.
nguy co tac dung khong mong muén (ting nong
do natri huyét thanh, da ni€u, khat nudc, giam
thé tich tun hoan...)
Thudc tac dong trén duwong tiéu héa | Tang nong do domperidon trong huyét thanh, | Chdng chi dinh phdi hop.

Thubc tic dong trén mau va hé tao
mau (ticagrelor, dabigatran)

Tang ndng do6 cac thude nay, ting nguy co xuat
huyét

Chédng chi dinh phdi hop. Chi bat dau st dung
ticagrelor sau khi ngimg itraconazol it nhat 2
tuan.
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Alkaloid nim cwa ga (ergotamin,
dihydroerrgotamin, ergometrin,

methylerrgometrin)

Ting ndng d6 cua cac thudc nay trong huyét
thanh, tdng nguy co ddc tinh (ndn, budn non,
hoai tir dAu chi, thiéu mau cuc bd do co that
mach...)

Chédng chi dinh phdi hop

Thuoc diéu tri ung thw va diéu hoa
mien dich (irinotecan, everolimus)

Tang ndng d6 ctia chat chuyén hoa co hoat tinh
ctia irinotecan va ndéng do everolimus trong
huyét thanh, ting nguy co tac dung khéng mong
mudn

Chédng chi dinh phdi hop. Chi bat dau st dung
irinotecan sau khi ngimg itraconazol it nhat 2
tuan.

Thudc diéu tri Gout (colchicin)

Tang ndng do colchicin trong huyét thanh, ting
nguy co tac dung doc tinh (tiéu chdy, non, dau
bung, sbt, xuat huyét, giam ca ba dong té bao
mau, cac ddu hiéu doc tinh trén co nhu dau co,
moi co hoac yéu ¢o, nudce tiéu sAm mau, di cam,
truong hop ning co thé gy suy da tang va tir

1. Chdng chi dinh & nguoi bénh suy gan hodc suy
than.

2. O nguoi bénh chirc ning gan, than binh
thuong: nén tranh phdi hop. Néu phdi hop: giam
liéu colchicin. Dung liéu tiép theo ciia colchicin
sau 3 ngay. Theo ddi nguy co doc tinh cua

vong). colchicin.
Thudc chong loan than (quetiapin) | Tang nong d6 cia quetiapin, ting nguy co kéo | Chdng chi dinh phdi hop
dai khoang QT
Thudc dung trong rdi loan cwong | Tang ndng d6 vardenafil trong huyét thanh, ting | Chdng chi dinh phdi hop
dwong (vardenafil) nguy co kéo dai khoang QT
POSACONAZOL
Chong | Statin (lovastatin, simvastatin) Tang ndng do cua statin trong huyét thanh, ting | Chong chi dinh phéi hop.

chi dinh

nguy co bénh co hodc tiéu co van cap (dau co,
moi co, yeu co)

- Can nhéc thay d6i sang cac thudc nhom khac
c6 cung chi dinh va it c6 nguy co tuong tac hon:
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Trong trudng hop bit budc sir dung dan chét
statin, thay bang cac dan chat statin khac

Thuéc tiac dong hé tim mach | Ting ndng do cac thudc nay trong huyét thanh, | Chéng chi dinh phdi hop
(ivabradin, ranolazin) tang nguy co kéo dai khoang QT
Thudc chen kénh Calci (felodipin, | Tang nong do cac thudc niy, ting nguy co ha | Chdng chi dinh phdi hop
lercanidipin) huyét ap nghiém trong
Thubc lgi tiéu (tolvaptan) Tang ndng do tolvaptan trong huyét thanh, ting | Chong chi dinh phéi hop
nguy co tac dung khong mong muén (ting nong
d6 natri huyét thanh, da niéu, khat nudc, giam
thé tich tun hoan...)
Thudc tac dong trén dwong tiéu héa | Tang nong do domperidon trong huyét thanh, | Chdng chi dinh phdi hop.
(domperidon) tang nguy co kéo dai khoang QT
Thubc tic dong trén mau va hé tao | Tang ndng d6 cac thude ndy, ting nguy co xuat | Chdng chi dinh phdi hop
mau (ticagrelor) huyét
Alkaloid nim cwa ga (ergotamin, | Tang nong d6 cia cic thudc nay trong huyét | Chdng chi dinh phdi hop

dihydroerrgotamin, ergometrin,

methylerrgometrin)

thanh, tang nguy co ddc tinh (ndn, budn ndn,
hoai tir dau chi, thiéu mau cuc bo do co that
mach...)

Thudc diéu tri Gout (colchicin)

Tang nong do colchicin trong huyét thanh, ting
nguy co tac dung ddc tinh (ti€u chay, non, dau
bung, sbt, xuit huyét, giam ca ba dong té bao
mau, cac dau hiéu doc tinh trén co nhu dau co,
moi co hoac yéu co, nudc tiéu sAm mau, dj cam,
truong hop nang c6 thé gy suy da tang va tir
vong).

1. Chdng chi dinh & nguoi bénh suy gan hoic suy
than.

2. O nguoi bénh chic ning gan, than binh
thuong: nén tranh phdi hop. Néu phdi hop: giam
lidu colchicin. Dung liéu tiép theo cua colchicin
sau 3 ngay. Theo ddi nguy co doc tinh cua
colchicin.
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Thubc chdng loan thin (quetiapin)

Ting nong d6 cua quetiapin, ting nguy co kéo
dai khoang QT

Chédng chi dinh phdi hop

Thuoc diéu sot rét

(artemether/lumefantrin)

tri

Tang nguy co kéo dai khoang QT, xoén dinh

1. Chdng chi dinh phdi hop & cac nguoi bénh 6
hoi ching QT kéo dai do di truyén hodc mic
phai.

2. Trén cac d6i twgng ngudi bénh khac, tét nhat
nén tranh phdi hop cac thude nay. Trong trudng
hop can thiét phdi hop, can danh gia can than
nguy co/loi ich va luong gia cac yéu to nguy co
trén ting ngudi bénh, dic biét 13 réi loan dién
giai (ha kali médu, ha magie mau, ha calci mau),
nhip tim cham, nit gi6i trude khi quyét dinh ké
don.

VORICONAZOL

Chong
chi dinh

Statin (lovastatin, simvastatin)

Ting nong do cua statin trong huyét thanh, ting
nguy co bénh co hoic tiéu co van cap (dau co,
moi co, yéu co)

Chéng chi dinh phdi hop.

Can nhic thay doi sang cac thuéc nhom khac c6
cung chi dinh va it ¢c6 nguy co tuwong tac hon:
Trong truong hop bat budc sir dung dan chit
statin, thay bang cac dan cht statin khac.

Thudc tic dong hé tim mach | Tang nong do cac thudc nay trong huyét thanh, | Chdng chi dinh phdi hop
(ivabradin, ranolazin) tang nguy co kéo dai khoang QT

Thudc chen kénh Calci (felodipin, | Tang nong do cac thudc nay, ting nguy co ha | Chdng chi dinh phdi hop
lercanidipin) huyét ap nghi€ém trong

Thudc lgi tiéu (tolvaptan) Tang ndng do tolvaptan trong huyét thanh, ting | Chong chi dinh phéi hop

nguy co tac dung khong mong muén (ting nong
do natri huyét thanh, da niu, khat nudc, giam
thé tich tuan hoan...)
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Thubc diéu tri lao (rifampicin)

Giam ndéng do cua voriconazol trong huyét
thanh, dan dén giam hi¢u qua diéu tri

Chédng chi dinh phdi hop. Trong truong hop bat
budc su dung voriconazol, can nhéc thay ddi
phac d6 chéng lao cho ngudi bénh.

Thudc diéu tri HIV (ritonavir,

efavirenz)

Giam (hodc ting) ndng d6 voriconazol. Ting
ndng do efavirenz trong huyét thanh, ting nguy
co kéo dai khoang QT

1. Chéng chi dinh phdi hop voriconazol véi
ritonavir lidu cao (400mg mdi 12 gio). Viéc phdi
hop voriconazol véi ritonavir liéu thap (100mg
mdi 12 gid) ciing dé cho thdy lam giam ndng do
voriconazol mic du mirc d6 it hon so véi liéu cao
ritonavir, vi vdy, nén tranh phéi hop thude trix
khi l¢1i ich vuogt trdi nguy co.

2. Chéng chi dinh véi liéu efavirenz trén 400
mg/ngdy. Voriconazol ¢ thé phdi hop efavirenz
khi ting lidu duy tri ctia voriconazol 1én 400 mg
mdi 12 gid va giam liéu cta efavirenz con 300
mg moi 24 gio. Khi ngimg sir dung voriconazol,
c6 thé quay lai st dung liéu ban dau efavirenz.

Thubc tic dong trén dwong tidu héa
(domperidon)

Tang nong d6 domperidon trong huyét thanh,
tang nguy co kéo dai khoang QT

Chéng chi dinh phdi hop.

Thubc tic dong trén mau va hé tao
mau (ticagrelor)

Tang ndng d6 cac thude nay, ting nguy co xuat
huyét

Chéng chi dinh phdi hop

Alkaloid nim cwa ga (ergotamin,
dihydroerrgotamin, ergometrin,

methylerrgometrin)

Tang nong do cua cac thudc nay trong huyét
thanh, tdng nguy co ddc tinh (ndn, budn non,
hoai tir dau chi, thiéu mau cuc bo do co that
mach...)

Chéng chi dinh phdi hop
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Thubc diéu tri Gout (colchicin)

Tang ndng d6 colchicin trong huyét thanh, ting
nguy co tac dung ddc tinh (ti€u chdy, non, dau
bung, sét, xudt huyét, giam ca ba dong té bao
mau, cac dau hiéu doc tinh trén co nhu dau co,
moi co hoac yéu ¢o, nudc tiéu sAm mau, di cam,
truong hop ning co thé gy suy da tang va tir

1. Chéng chi dinh & nguoi bénh suy gan hoic suy
than.

2. O nguoi bénh chic ning gan, than binh
thuong: nén tranh phdi hop. Néu phéi hop: giam
lidu colchicin. Dung liéu tiép theo cua colchicin
sau 3 ngay. Theo ddi nguy co doc tinh cua

vong). colchicin.
Thubc chdng co gidt (phenobarbital, | Giam ndng d0 cua voriconazol trong huyét | Chdng chi dinh phdi hop
carbamazepin) thanh, dan dén gidm hi¢u qua dicu tri
Thudc chdng loan thin (quetiapin) | Tang ndng d6 cua quetiapin, ting nguy co kéo | Chdng chi dinh phdi hop

dai khoang QT

MICAFUNGIN

Théan Thudc trc ché mién dich (cyclosporin, | - Tang nong d6 thudc cyclosoprin va sirolimus | - Theo ddi ndng do cyclosporin, sirolimus.
trong sirolimus) trong huyét twong - Khéng can chinh liéu Micafungin.
AMPHOTERICIN B

Théan Thudc khang vi rit (foscarnet) Téng dgc tinh trén than Tranh phdi hop

trong Thudc khang sinh (colistin, Tang ddc tinh trén than Tranh phéi hop

amikacin)

Corticosteroids (methylprednisolon,
prednisolon, dexamethason...)

Tang nguy co ha kali mau

Theo doi dién giai (dac biét 1a ha kali mau) néu
dung dong thoi
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PHU LUC 4: TAC DUNG KHONG MONG MUON THUONG GAP

Thuébe

Téac dung phu khéng mong muén

Theo ddi trong qua trinh diéu tri

Itraconazol

Thwong gap:

- Tim mach: ting huyét 4p, phu.

- Da: ngtra, phat ban.

- Tiéu hoa: dau bung, tiéu chay, non, budn nén.
- Gan mat: TALAT, 1 ASAT.

- Than kinh: chéng mat, dau dau.

- H6 hap: viém miii, viém xoang, nhiém trung ho hap trén.
- Khac: sét.

Nghiém trong:

- Tim mach: suy tim xung huyét.

- Tiéu hoa: viém tuy.

- Gan mat: ddc tinh trén gan.

- Mién dich: phan vé.

- Than kinh: viém day than kinh ngoai vi.

- Ho6 hap: phu phoi.

Theo ddi chic ning gan, chirc ning than, dau
hi€u/triéu chiing cua suy tim

Posaconazol

Thuwong gap:

- Noi tiét - chuyén hoa: ha kali mau
- Tiéu hoa: tiéu chay, budn noén, non.
- Than kinh: dau dau

Theo doéi chuc nang gan (vi du AST/ALT,
phosphatase kiém va bilirubin); churc nang théan; dién
giai (vi du canxi, magie, kali)
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- Khac: sét

Nghiém trong:

- Tim mach: kéo dai khoang QT, xo4n dinh.
- Gan mat: r mat, suy gan.

- Noi tiét: suy vo thugng than, | gonatropin méu

Voriconazol

Thuwdng gap:

- Tim mach: ting huyét ap, pht ngoai vi.

- Da: phat ban.

- Noi tiét - chuyén hoa: ha kali mau

- Tiéu hoa: dau bung, ti€u chay, budn ndn, ndn.

- Gan mat: tang enzym gan.

- Huyét hoc: giam tiéu cau

- Than kinh: dau déu

- Thi gidc: mo mit, so anh sang.

- Tam than: 4o giac

- Ho hép: ho, chiay mau cam, nhiém tring ho hap trén.
- Khac: sbt, viém mang nhay.

Nghiém trong:

- Tim mach: nging tim, loan nhip tim, kéo dai khoang QT, xoan dinh.
- Da: ban do6 da dang, ung thu té bao hic t6, ung thu té bao vay, hoi chimg
Stevens Johnson/Lyell.

- Tiéu hoa: viém tuy.

- Gan mat:  mat, vang da, viém gan, suy gan.

- Mién dich: phan vé.

- Than kinh: bénh ndo nhiém doc.

- Thi giac: phu dia thi, viém day than kinh thi gi4c.

Theo ddi chttc ndng gan; chirc nang than (dac biét véi
dang truyén tinh mach ¢ ngudi bénh co CrCl <50
mL/phut); dién giai (ddc biét 1a canxi, magie va kali);
chure nang thi giéc (thi luc, nhan thirc mau séc) néu
qua trinh diéu tri kéo dai >28 ngay; kham da toan
than hang nam (thuong xuyén hon néu co ton
thuong)




61

- Than: suy than.
- Noi tiét: suy vo thuong than, cudng/suy giap

Isavuconazol | Thuong gap: Phan mg qua man vai lidu ban dau; chic ning gan
- No1 tiét chuyén hoa: ha kali mau (vi du AST, ALT, phosphatase kiém, bilirubin toan
- Tiéu hoa: tdo bon, tiéu chay, budn non, non. phan. Cac phan tmg lién quan dén truyén dich (vi du
- Co xuong khdp: dau lung nhu ha huyét ap, kho tho, on lanh, chong mat...) khi
- Than kinh: dau dau. truyén tinh mach.
- Ho6 hap: ho, kho thé.
- Toan than: phu ngoai vi.
Nghiém trong:
- Gan mat: viém gan, tic mat, ting enzym gan, suy gan.
- Mién dich: phan (mg qua man.
- Than: suy than.
- H6 hép: suy ho hap.
- Khac: phan tng lién quan dén tiém truyén.

Micafungin Thwong gap: Theo ddi chirc ning gan dinh ky, creatinine huyét

- Tiéu hoa: tiéu chay, budn non, non.

- Huyét hoc: giam tiéu cau.

- Than kinh: dau dau.

- Khéc: sot.

Nghiém trong:

- Tim mach: rung nhi.

- Huyét hoc: thiéu mau, tan mau, tiéu ra mau.
- Gan mat: viém gan, suy gan.

- Mién dich: phan vé.

- Than: suy than.

thanh, cong thirc méu (tang cuong theo doi ¢ nhirng
ngudi bénh co biéu hién bat thuong); phan tmg tiém
truyén (c6 thé co tridu chimg qua trung gian
histamine) bao gdm phat ban, ngira, sung mit va gian
mach
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Amphotericin
B

Thuwong gap:

- Phan ung chung: Rét run, s6t, dau dau, dau co hodc khép.

- Méu: Thiéu mau ding sic, kich thudc hong cau binh thudong va hodi phuc
duoc.

- Tiéu hoa: Réi loan tiéu hoa, dau bung ia chay, budn ndn, ndn, chan in.
- Chuyén hoa: Réi loan dién giai giam kali huyét, giam magie huyét.

- Tiét niéu: Giam chtic nang than kém theo ting creatinin va uré huyét.
- Phan tng khac: Viém tinh mach huyét khéi, dau ving tiém.

Nghiém trong:

- Phan vé/kiéu phan vé

- Bénh nao

- Co giat

Theo ddi chitc nang than, dién gidi dd (dac biét la kali
va magie), chirc ndng gan, nhiét dg, cong thirc mau;
cac ddu hiéu ha kali mau (yéu co, chudt rat, budn
ng, thay doi dién tam do, v.v.); ddu hiéu/triéu ching
ctia phan ng lién quan dén tiém truyén (sdt, 6n lanh,
ha huyét ap, chan an, budn nén, ndn, nhirc dau, thd
nhanh).
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PHU LUC 5: QUY TRINH TRUYEN VA THEO DOI SU DUNG AMPHOTERICIN B
PHUC HQP LIPID
(Theo huéng dan chan doan va diéu tri nhiém ndm xam lan, quyét dinh 3429/QD-BYT ngay
14/07/2021)

1. Cach dung:

Hoan nguyén: Lic lo nhe nhang cho dén khi hét cin mau vang ¢ day lo. Rt lidu
Amphotericin B theo cin ning ciia ngudi bénh tir lo (cac lo) vao bom tiém v6 khudn 20ml bing
kim tiém c& 17-19.

Pha loang: Thay kim tiém ¢& 5 pm c6 mang loc di kém lo thudc, bom thude vao chai dung
moi glucose 5% c6 pH > 4,2 dé pha loang dung dich trén dé duoc dung dich c6 ndng d6 1mg/ml
(v6i nguoi bénh nhi hodc ¢6 bénh tim mach, ndng do dung dich sau pha c6 thé l1a 2mg/ml)

Luu y:

- Chi su dung Glucose 5% lam dung moi pha lodang

- Dung dich thuéc da pha loang nén sir dung trong 6 gio ¢ 15 - 25°C va 24 gio 6 2-8°C

- Trdang dwong truyén bang dung dich glucose 5% trude khi truyén thuéc hodc ding
diong truyén riéng
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2. Truyén thude

Trudce khi truyén liéu ddu 15-30 phut
Tiém tinh mach 50mg Hydrocortison (hodc Methylprednisolon 40mg x %4 19) va 10mg
diphenhydramine

V

Liéu zest (lan truyén thudc déu tién): 1mg (twong tmg v6i Iml dung dich da pha loang) truyén tinh
mach bang bom tiém dién trong 15 phut. Theo doi bénh nhan trong 30 phut.

Néu bénh nhan khong c6 dau hiéu di ing thi méi tiép tuc truyén thude, téc d6 2,5mg/kg/gio

Khong xay ra phan (rng tiém truyén \ Xay ra phan &ng tiém truyén

Trudc khi truyén liéu tht hai 15-30 phat
Tiém tinh mach 50mg Hydrocortison
(hodc Methylprednisolon 40mg x 1/4 19)
va 10mg diphenhydramine

l

Trudc khi truyén liéu th hai 15-30 phut
Tiém tinh mach 100mg Hydrocortison
(hodc Methylprednisolon 40mg x 1/2 l9)
va 10mg diphenhydramine

2,5mg/kg/gio 1,6mg/kg/gic
Khéng xay ra phan &rng \L XaYAra phan“u'ng J/
tiém truyén tiem truyen
Truée khi truyén lidu céc lidu tiép theo 15- Tru6e khi truyén C;fl ul;eu tiép theo 15-30
30 phat 3 .
Tiém tinh mach 5 gmu Hvdrocortison Truyén tinh mach 500mg Acetaminophen
S gry va tiém tinh mach 10mg Diphenhydramin

Truyén Amphotericin B téc do

Truyén Amphotericin B téc do
2,5mg/kg/gio

1,6mg/kg/gio

Néu trong qua trinh tiém truyén Amphotericin B van xay ra cc phan tng di ing, tiém tinh mach
50mg Hydrocortison Hodc Methyprednisolon 40mg x Y4 1o va 50mg Pethidin

Luu y:

- Liéu va thoi gian ding corticosteroid (hydrocortison va methylprednisolon) nén gii & mirc
t6i thiéu.

- Bdc si diéu tri danh gia phan img lién quan tiém truyén va cdc bién cé lién quan khi sir dung
dé xem xét viéc tiép tuc ding hodc ngirng Amphotericin B




3. Du phong, theo déi va xir tri mdt s6 phan vng c¢6 thé gip khi dung Amphotericin b

phire hop lipid:
3.1. Theo doi
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Béang dudi day la goi y tham khéo vé viéc bo sung nudce va dién gidi cho nguodi bénh nguoi 16n

va thanh thiéu nién:

Ngay 1 [2]13([4]|5]|6]7 10 [ 11 (12 |13 | 14
B6 sung nude va dién giai (nguoi 16n va thanh thiéu nién)

- Truyén 1 lit dung dich mudi XIx|x|[x|[x|[x][x X |x [x |x [x
dang truong cung 20 mEq K+

trong vong 2 — 4 gid (cAn nhic

khong dung & nguoi bénh: qua tai

dich, xo gan, suy tim) trude khi

truyén thudc

- Truyén 50-100ml glucose 5%

16 mEq K+/1an x 2 lan/ngay XIx[x[x|x]|x[x X [x [x |[x |x
8 mEq K+/1an x 2 lan/ngay 0o (ojofo]ofo]o X |x [x [x |x
8 mEq Magie 2+ XIx|x|x|x|x|[x X |x [x |x |x
Theo ddi (ngudi 16n, thanh thiéu nién va tré em)

Kali mau X X X X X X
Magie mau X X

Creatinin mau X X X X X X
Haemoglobin méau X X X

Khéng nén bé sung kali cho nhitng ngueoi da bi suy thdn hodc ting kali mdu tir truede.
Ghi cht: 600 mg KCI tuong duong 8mEq KCl

3.2. Goi ¥ xir tri cac bién co:
a. Phan vé/kiéu phan vé

— Phan vé/kiéu phan vé ciing co thé xay ra khi truyén amphotericin B deoxycholat hoic

cac dang bao ché lipid ciia amphotericin B nhung hiém gap.

— X tri theo Thong tu s6 51/2017/TT-BYT vé viéc huéng dan phong, chin doan va xur

tri phan vé.
b. Rét run:

Pethidin 100 mg x ¥4 - ' dng, tiém tinh mach 1am giam thoi gian va cuong do6 rét run

c. Viém tinh mach thir phét do truyén lau ngay:
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Thém heparin 1 dvqt/ml vao dung dich truyén Amphotericin B; Truyén thudc bang dudng
truyén trung tdm; Thay doi vi tri tiém truyén; Nong d6 dung dich Amphotericin B khong vuot
quéa 0,1 mg/mL; Thoi gian truyén trén 4 gio.

d. Ha Kali mau
—  Néu Kali ha duéi 3.5 mol/l: ting 1én 40 mEq K" truyén tinh mach va/hogc 8-16 mEq K*
udng 3 1an/ngay; Giam sat Kali mau hang ngay.
- Xem xét bd sung MgSO4 tinh mach néu kali < 3.0 mEq/1 trong 3 ngay lién (t6i da khong
qua 5g MgS04), sau d6 van duy tri bd sung Magie hang ngay thuong quy

e. Tang creatinine mau

Néu creatinine ting gap doi so v6i ban dau: 1 litu Amphotericin c6 thé duoc tam ngimg
va/hodc bd sung nude (1 lit mudi dang truong truyén mdi 8h), theo ddi creatinine mau hang
ngay.

Néu creatinine huyét thanh cai thién, Amphotericin B ¢ thé dung lai. Néu ngudi bénh xuét
hién ton thuong than cap, xem xét ngimg xir dung Amphotericin B va chuyén thubc diéu tri
(thubc diéu tri nAm nhém khéc).

f. Thiéu mau nghiém trong:

Truyén mau néu giam & muc 4 (Hb < 7 g/dl véi nam trén 13 tudi, Hb < 6,5 g/dl véi nir trén
13 tudi) hodc c6 triéu chimg 1am sang. Néu bién cb thiéu mau tiép tuc tién trién va viéc truyén
mau 14 khong kha thi, chi ding amphotericin b phtic hop lipid khi cAn nhac nguy co va lgi ich.
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PHU LUC 6: QUY TRINH TRUYEN VA THEO DOI SU DUNG AMPHOTERICIN B
DEOXYCHOLAT (AMPHOTERICIN B DANG QUY UOC)

1. CACH DUNG
Tiém truyén tinh mach: tong lidu hang ngay ciing khong duoc vuot qua 1,5 mg/kg. Bit dau
diéu tri voi lidu 0,3 mg/kg/ngay (nguoi bénh c¢6 chirc ning tim mach tét). Lidu luong sau do
tang dan hang ngay 5 - 10 mg hodc 0,25 mg/kg/ngdy cho t6i lidu dich mong mudn hang ngay
(v6i nguoi bénh ning viée ting lidu nhanh hon c6 thé dugc thuc hién 0,5 mg/kg/ngay).
Hoan nguyén: Thém 10 ml nudc cit pha tiém v tring vao lo thude dé duoc dung dich co
nong d6 5 mg/ml
Pha lodng: Dung dung dich glucose 5% c6 pH > 4,2 dé pha lodng dung dich trén véi ty 18
1:50 dé dugc nong d6 10 mg/100 ml (0,1 mg/ml)
Luu y:
- Chi su dung Glucose 5% lam dung moi pha lodang
- Dung dich thuéc da pha lodng nén sir dung trong 8 gio ¢ 25°C va 24 gio ¢ 2-8°C, bdo
quan tranh anh sang.
- Trang dwong truyén bang dung dich glucose 5% truéc khi truyén thuoc hodc ding

dwong truyén riéng.
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2. TRUYEN THUOC

Ngay 1: Trudce khi truyén 15-30 phit
Tiém tinh mach 50mg Hydrocortison (hodc Methylprednisolon 40mg x %4 19) va 10mg
diphenhydramine

Liéu fest (1an truyén thudc dau tién): Img (twong tng v6i 1ml dung dich da pha lodng) truyén tinh
mach trong 20-30 phut. Theo ddi bénh nhan trong 30 phut.

Néu bénh nhan khong co dau hiéu di ing thi méi tiép tuc truyén thude, thoi gian truyen trong 2-6
gid (truyén cham co thé giam cac phan tmg lién quan tiém truyén cia thudc)

Khéng xay ra phan trng tiém truyén \Xéy ra phan (rng tiém truyén

Trudc khi truyén liéu tht hai 15-30 phat
Tiém tinh mach 50mg Hydrocortison

Trudce khi truyén liéu thi hai 15-30 phut
Ti€m tinh mach 100mg Hydrocortison
(hodc Methylprednisolon 40mg x 1/4 19) (hodc Methylprednisolon 40mg x 1/2 l9)
va 10mg diphenhydramine va 10mg diphenhydramine

l !

Truyén Amphotericin B trong 2-6 gi

Truyén Amphotericin B trong 4-6 gi&

Khéng xay ra phan trng Xay ra phan &rng
tiém truvén tiém truyén
Truée khi truyén lidu céc 1idh tiép theo 15- Trute khi truyén céc liéu tiép theo 15-30
30 phit (tiém tinh mach 10 mg phut (truyén tinh mach 325 - 500mg
Diphenhvdr arflin) Acetaminophen va tiém tinh mach 10mg
P Y Diphenhydramin)

Truyén Amphotericin B trong 2-6 gi Truyén Amphotericin B trong 4-6 gi®

Néu trong qua trinh tiém truyén Amphotericin B van xay ra cc phan tng di ing, tiém tinh mach
50mg Hydrocortison Hodc Methyprednisolon 40mg x Y4 1o va 50mg Pethidin

Luu y:

- Liéu va thoi gian ding corticosteroid (hydrocortison va methylprednisolon) nén gii & mirc
t6i thiéu.

- Giam toc dj truyén amphotericin B deoxycholate néu c6 phan img tiém truyén xdy ra vao
ngay trudc do.
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- Bdc si diéu tri danh gia phan ung lién quan tiém truyén va cac bién co lién quan khi su dung

dé xem xét viéc tiép tuc ding hodc ngirng amphotericin B deoxycholate.

3. DU PHONG, THEO DOI VA XU TRi MOT SO PHAN UNG CO THE GAP KHI
DUNG AMPHOTERICIN B DEOXYCHOLATE

3.1. Theo doi

Béang dudi day la goi y tham khéao vé viéc bo sung nudce va dién gidi cho nguodi bénh nguoi 16n

va thanh thiéu nién:

Ngay 1{2]13(4]5 7 10 |11 |12 |13 [ 14
B6 sung nude va dién giai (nguoi 16n va thanh thiéu nién)

- Truyén 1 lit dung dich mubi dang X |x|x[x]|x X X [x [x [x |x
truong cung 20 mEq K+ trong vong 2

— 4 gid (can nhic khong dung ¢ nguoi

bénh: qua tai dich, xo gan, suy tim)

trude khi truyén thude

- Truyén 50-100 ml glucose 5%

16 mEq K+/1an x 2 lan/ngay X|x|x[x]|x X X [x [x |[x |x
8 mEq K+/1an x 2 lan/ngay olojo]ofo 0 x |x [x [x |x
8 mEq Magie 2+ X[xX|x|x|[x X X |x |x |x [|Xx
Theo d&i (ngudi 16n, thanh thiéu nién va tré em)

Kali mau X X X X X X
Magie mau X X

Creatinin mau X X X X X X
Haemoglobin méau X X X

Khéng nén bé sung kali cho nhitng ngueoi da bi suy thdn hodc ting kali mdu tir trude.
* Ghi cht: 600mg KCI tuong duong 8mEq KCl

3.2. Goi ¥ xir tri cac bién co:
a. Phan vé/kiéu phan vé

— Phan vé/kiéu phan vé ciing c¢6 thé xay ra khi truyén amphotericin B deoxycholat hoic cac

dang bao ché lipid cia amphotericin B nhung hiém gip.

phan vé.
b. Rét run:

Pethidin 100 mg x ¥ - ' dng, tiém tinh mach 1am giam thoi gian va cudng do rét run.
¢. Viém tinh mach thi phét do truyén lau ngay:

Xir tri theo Thong tu s6 51/2017/TT-BYT vé viéc huéng dan phong, chan doan va xir tri
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Thém heparin 1 dvqt/ml vao dung dich truyén amphotericin B; Truyén thudc bang dudng
truyén trung tam; Thay ddi vi tri tiém truyén; Nong do dung dich amphotericin B khong vuot
quéa 0,1 mg/mL; Thoi gian truyén trén 4 gio.

d. Ha Kali mau
—Néu Kali ha duéi 3.5 mol/l: ting 1én 40 mEq K* truyén tinh mach va/hodc 8-16 mEq K*
udng 3 1an/ngay; Giam sat Kali mau hang ngay.
—  Xem xét bo sung MgSO4 tinh mach néu kali < 3.0 mEq/I trong 3 ngay lién (t5i da khong
quéa 5g MgS04), sau d6 van duy tri bd sung Magie hang ngay thuong quy
e. Tang creatinine mau

Néu creatinine ting gap doi so v6i ban dau: 1 litu Amphotericin c6 thé duoc tam ngimg
va/hodc bd sung nude (1 lit mudi dang truong truyén mdi 8h), theo ddi creatinine mau hang
ngay.

Néu creatinin huyét thanh cai thién, Amphotericin B ¢6 thé khoi dong lai o liéu 0,7
mg/kg/ngay.

Néu nguoi bénh xuét hién suy than hodc xuat hién ton thuong than cap, xem xét nglng ding
Amphotericin B deoxycholat va chuyén thudc diéu tri (Amphotericin B phirc hop lipid hoic
thudc diéu tri nAm nhom khac).

f. Thiéu mau nghiém trong:

Truyén mau néu giam & muc 4 (Hb < 7 g/dl véi nam trén 13 tudi, Hb < 6,5 g/dl véi nir trén
13 tudi) hodc c6 triéu chimg 1am sang. Néu bién ¢ thiéu mau tiép tuc tién trién va viéc truyén
mau 14 khong kha thi, chi ding amphotericin b phtrc hop lipid khi cAn nhac nguy co va lgi ich.
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