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LOI NOI PAU

Nhiém nam xam lan trong d6 nhiém nam mau va nhiém nim xam lan phoi la mot
trong cac bénh Iy nhiém tring c6 tién lwong ning va ty 18 tir vong cao. Nhidm nim
xam lan thuong xay ra trén cac bénh nhan c6 yéu té nguy co nhu suy giam mién dich,
ghép tang, ung thu méau. Cac nghién cau trén thé gici cho thay nhiém nam xam lan
dang c6 xu hudng gia tang trong vong 20 nam gan day do sy gia ting cac bénh nhan
co yeu to nguy co nhiém nam va su dé khang cua can nguyén gy bénh vei cac thUOC
chéng nim hién co. V& mat dich t& hoc, nhiém ndm xam lan gom co nhlem nim co
hoi va nhiém nam luu hanh. Cac cin nguyén hay gap trong nhiém nam xam lan la
Candida, Aspergillus, Cryptococcus, Talaromyces marneffei va Pneumocystis
jirovecii.

Viéc chan doan, diéu tri va du phong sém cac truong hgp nhiém nam xam lan gitp
cai thién ty 18 tr vong. Tuy nhién viéc chan doan sém nhiém nam xam lan trén 1am
sang con gap nhiéu kho khin do céc triéu chimg 1am sang khong dic hiéu, doi hoi
phai dya vao viéc danh gia cac yéu to nguy co nhiém nam va céac ky thuat vi sinh,
giai phau bénh...

“Hudng dan chan doan va diéu tri nhiém nim xam lan” duoc bién soan lan dau tién
vao nam 2021 boi cac chuyén gia cia Hoi HO Hap Viét Nam va Hoi Hoi Suc Cap
Ctru va Chéng Doc Viét Nam di cung cap cho cac can bo y té nhitng kién thirc can
thiét vé chan doan va diéu tri nhiém nam xam lan trén thuc hanh 1am sang. Véi mong
mudn cap nhat céc kién thire va bang chimg khoa hoc trong chan doan va diéu tri nam
xam lan dong thoi dé hoan thién khuyén céo cho phu hop véi qua thyc hanh Iam sang
tai Viét Nam, cubn khuyen cao da duoc hoan thién véi sy tam huyét va nd lyc cia
cac chuyén gia hang dau cé kinh nghiém vé quan ly, 1am sang, giang day cua cia ca
3 mién Bac, Trung, Nam. Cuc Quan ly Kham, chita bénh tran trong cam on sy dong
gop cong strc Va tri tué cua lanh dao cac bénh vién, cac gido su, pho gido su, tién s§,
bac sy chuyén khoa ho hip da tham gia gop ¥ cho tai liéu nay. Trong qué trinh bién
tap, in 4n tai lidu kho co thé tranh dugc céc sai s6t, ching tdi rat mong nhan dugc sy
dong gop tir quy doc gia dong nghiép dé tai lieu ngay mot hoan thién hon. Moi y kién
gop Y xin giri vé Cuc Quan ly Kham, chita bénh — Bo Y té, 138A Giang V3, Ba Dinh,
Ha Noi.

Trén trong cam on!
CHU BIEN
PGS.TS. Lwong Ngoc Khué

Cuc truéng
Cuc Quan ly Kham, chira bénh
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CHUONG 1. TONG QUAN VE NHIEM NAM XAM LAN

1.1. Daicwong

Trong s6 hon 1,5 triéu 10ai vi ndm (thuong duoc goi 12 nAm) c6 mat & trén trai dat,
c6 khoang 300 loai ndm c6 kha ning gay bénh ¢ nguoi. Trong sé d6 mot sd it loai 1a
can nguyén gy bénh thuong gip. Con ngudi c6 kha nang dé khang tu nhién véi nhiéu
loai vi nam nhd hé thong mién dich va nhiét 6 co thé ngudi twong dbi cao (35 — 37
d6 C) trong khi hau hét cac loai vi nAm phat trién tét & diéu kién nhiét do tir 12 d&én
30 d6 C. Tuy nhién, sy ndng 1&n toan cau cing vai sy bién doi khi hau lam ting ty 16
nhiém nim do mé rong ving dia ly cho cac loai nim gay bénh sin c6 va chon loc cac
loai nam dung nap nhiét thich nghi thanh dang c6 kha niang giy bénh. Udc tinh c6
khoang 150 triéu nguoi bi nhiém ndm ning de doa tinh mang va nhiém nam gay hon
1,6 triéu ca tir vong hang nam. S6 tir vong nay la nhiéu hon so véi tr vong do sét rét
va twong tu nhu do lao. Hon 90% céc ca tir vong do 12 do nhiém mat trong bén chi
nam Candida, Aspergillus, Cryptococcus va Pneumocystis. Mic du xu huéng hién
nay cho thay sy gia ting tong thé cua cac bénh nam xam lan, ty 1é mac van bi wéc
tinh thap. Chan doan nhiém nam xam lan van 1a thach thac trong thuc hanh 1am sang
va viéc diéu tri sém thuong phu thudc vao mac do nghi ngo trén 1am sang. Vi vay,
khuyén cao nay nham muc dich cung cap cho cac béac sy 1am sang mot cai nhin tong
quan cua vé dich t& hoc, 1am sang, chan doan va diéu tri nAm xam lan.

1.1.1. DPinh nghia

Nhidm nidm xam lan duoc xac dinh khi c6 mat cia nAm soi hoic nAm men & cac mo
sau dugc xac nhan bang xét nghiém nudi cay hoac mo bénh hoc .

Phan loai: Nhiém nam duoc phan loai theo vi tri giai phau va dich t& hoc.

Phan loai theo giai phau va vi tri ton thuong gdm cd: nhidm ndm da - niém mac va
nhiém nam sdu hay nhiém nam xam lan cac co quan. Trong d6 nhiém nam mau va
nhieém nam phoi la hai thé bénh pho bién nhat cua nhiem nam xam lan.

Phan loai dich t& gém c6 nhiém nim luu hanh va nhiém ndm co hoi. Nhiém nam luwu
hanh (Vi du: Coccodiodes) 1a nhiém ndm gay ra béi cac chung nam khong phai thanh
phan caa vi hé binh thuong. Nguoc lai, nhiém ndm co hoi xay ra khi tinh trang mién
dich cua co thé bj suy giam bai cac tac nhan (vi du:Candida) thugc thanh phan cua
vi hé binh thuong. Nhiém niam luu hanh c6 thé do lay tir nguoi sang ngudi, nhung
phan I6n la do lay nhidm tir moi truong tiép xuc. Nguoc lai, nhiém nim co hoi do
nhidm c&c nidm cu tri & vi hé binh thuong trén co thé nhu trén da, niém mac duong
tiéu hoa.

Dua trén dic diém hinh thai hoc, nim duoc phan thanh dang nAm men (nim té bao),
nam soi (NAm maoc) va nam ludng hinh. Nam men c6 cau trac don bao, hinh cau hoic
hinh ovan, kich thuéc tir 2-60 pm. Nam men thuong sinh san bang cach nay choi hoic
tao ra c4c ti bao tir hay bao tar dam. Khi chdi kéo dai ma khong phan tach ra dugc s&
hinh thanh sgi gia (Pseudohyphae). Nam men gay bénh thuong gap la Candida va
Cryptococcus. Nam soi ¢6 cau triac da bao, gdm nhiing soi ¢6 nhanh dai, ro rét, thuong
cd mét hoic nhidu nhan. Nam soi duoc chia thanh hai loai 12 nAm soi ¢6 vach ngin
(4spergillus, Trichophyton, Microsporum...) Va nam soi khong c6 vach ngin



(Rhizopus, Mucor...). Nam ludng hinh 1a loai ndm c6 hinh thé thay doi theo diéu kién
mdi truong. Khi ¢ trong mo hodc méi truong nudi Cay 35 - 37°C, nam phét trién dang
nam men va c6 cau tric dang nAm men nhung lai ¢6 Cau tric dang nam soi ¢ nhiét do
25 - 30°C. Nam ludng hinh thuong chi luu hanh & mot sé khu vire dia ly nén nhidm cac
nim nay thudng duoc goi 1a nhidm nim luu hanh. Nam ludng hinh gay bénh hay gap
la Blastomyces, Paracoccidioides, Coccidioides, Histoplasma, Sporothrix,
Talaromyces marneffei.

1.1.2. Co ché bénh sinh

Hau hét cac cin nguyén nim gay bénh cho nguoi déu 13 cac cin nguyén giy nhiém
trung co hoi chir khdng phai 1a can nguyén gay bénh thuc sy. Kha nang gay bénh cua
nim c6 lién quan tryuc tiép dén sy thay ddi mién dich tai chd hoic toan than cua co
thé. Qua trinh hinh thanh nAm xam lan phu thudc vao hai yéu té: doc luc caa tac nhan
gay bénh va su suy giam mién dich caa chua thé. Yéu té doc luc chu yéu cua nim 1
cac co ché gilp té bao nam chéng lai sy dé khang caa co thé. Vi du, cic cin nguyén
nam gay bénh ¢ thé tao ra cac enzyme nhu catalase, superoxide dismutase dé gidp
chdng giai doc cac loai nito va oxi hoat dong do cac té bao mién dich tiét ra. Cac cau
triic ngoai bao nhu vo, dang bao tir thiéu cac 16p protein ki nuéc hay chat melanin co
& véch té bao nam gitip cho ching tranh duoc hién tuong thuc bao va sy tan cong cua
hé mién dich. Kha nang chuyén dang hinh thai dang té bao nAim men sang dang soi
gia, soi that hoic tir dang soi sang dang men cua mot sé6 ndm gay bénh dong vai tro
quan trong trong co ché bénh sinh ciing nhu sy biéu hién cua cac gene doc lyc. Dang
nam men dé& lan tran ciing nhu cu tra trén cac bé mat thi dang soi d& xam nhap vao
cac md va hinh thanh mang sinh hoc. Céc yéu té gay ra tinh trang suy giam mién dich
la: giam bach cau, sau ghép tang, HIV — AIDS, tré dé non, ding céac thudc e ché
mién dich kéo dai, diéu tri khang sinh pho rong, diéu tri hda chat ung thu,...va mot
s6 yéu to lién quan dén tinh trang suy giam mién dich bam sinh nhu réi loan hoat
dong hé enzyme oxi hda NADPH, bat thuong trong téng hop yéu tb hoai tir khdi u
(TNF — a), Interleukin 10...

1.2.  Dich t& hoc nhiém nam xam lan
1.2.1. Dich t& hoc nhiém nam xam lan trén thé gioi

Tan suat nhiém nam xam lan dang tang 1én nhanh chong trong vong hon 20 ndm qua
do su gia tang ctia quan thé c6 nguy co nhiém nam.

Bang 1.1: So liéu thong ké 10 loai nhiém nam xam lian ding quan tim nhat

S6 nhiém | Ty 1é tir vong

nam ning (% trong
w6e quan thé

tinh/nim | nhim nam)

Bénh (Loai thwong gip nhit) Ving

Nhiém ndm xam lin co hgi

Aspergillosis (Aspergillus Toan thé gici | > 200.000 30-95
fumigatus)
Candidiasis (Candida albicans) Toan thé gisi | > 400.000 46-75




S6 nhiém | Ty lé tir vong

nam ning (% trong
wo6c quan thé

tinh/nim | nhiém nam)

Bénh (Loai thwong gip nhat) Ving

Cryptococcosis (Cryptococeus | ot gisi | >1.000.000 | 20-70

neoformans)
Mucormycosis (Rhizopus oryzae) | Toan thé gidi > 10.000 30-90
Pneumocystis (Pneumocystis Toan thé gisi | > 400.000 20-80
jirovecii) '
Nhiém ndm lwéng hinh lwu hanh
Blastomycosis (Blastomyces Tr’li\r;?a:]at?lcva ~3.000 <268
dermatitidis) United State '
Coccidioidomycosis Tay nam M§ —25.000 <1-70
(Coccidioides immitis) '
Histoplasmosis (Histoplasma Trung tay M 25 000 98-50
capsulatum)
Paracoccidioidomycosis .
(Paracoccidioides brasiliensis) Brazil 4.000 5-27
Talaromycosis (Talaromyces Déne nam 4 > 8.000 9.75
marneffei) ong '

* Candida

Ty I& nhiém Candida méau ngay cang cé xu huéng ting 1én trong vong hai, ba thap
Ky qua. Trong céc nghién ciru vé dich té hoc gan day cho thay nhiém nam do Candida
spp. chiém dén 75-88% cac nhiém nam xam lan mac phai tai bénh vién. Candida spp.
1a cin nguyén phd bién dirng hang tht 5 trong s6 cin cin nguyén gay nhiém tring
huyét bénh vién tai My va Chau Au. 95 — 97% cac trudng hop nhiém Candida mau
do 5 loai Candida: C. albicans, C. tropicalis, C. parapsilosis, C. glabrata, va C.
krusei trong d6 C. albicans thudng gap nhat. C. albicans hay gap ¢ cac nuéc My, Bic
Au va Trung Au. Céc non-albicans Candida pho bién ¢ Nam M§, Chau A va Nam
Au, C. glabrata hay gap & My, Bac Au va Trung Au, C. parapsilosis hay gap ¢ Nam
My, Nam Au va mot s viing cua Chau A, C. tropicalis, phd bién & Nam My va Chau
A. Ty 1& nhiém Candida méu khéc nhau ¢ céc quan thé bénh nhan khac nhau nhung
khoang 1-14 ca/100000 dan. Uéc tinh nhiém Candida xam lan cao hon nhiém
Candida mau vi cdy méu phat hién duoc Candida chi c6 ¢ nhay khoang 40% nén s6
ca nhim Candida xam l4n thuc su c6 thé cao hon 2,5 1an sb ca bénh wac tinh. Ty 1¢
ttr vong do nhiém Candida xam l4n van rat cao, khoang trén 60%, ¢ bénh nhan co
shock 1én dén 90% mic du di cé nhiéu tién bo trong chan doan ciing nhu trong diéu
tri, C. auris |a tdc nhan Candida méi lan dau tién dugc cong bd & Nhat nam 2009
nhung dén nay da hon 20 nuéc & ca 5 chau luc phan l1ap duoc lodi nam nay. Ty 18
nhiém C. auris thuc sy van con chua biét rd vi lodi nam nay c6 kiéu hinh gidng véi



c4c loai Candida khac va cac phuong phap dinh danh thwong mai hién nay phd bién
tai cAc phong xét nghiém vi sinh 1am sang thuong khong dinh danh dugc chinh xac
ma c6 thé dinh danh nham 1a C. haemulonii, C. famata. C. sake, C. guilliermondii, ...
nén thudng bi chan doan nhim hodc bo st nhiéu ca nhiém C. auris lién quan dén céac
vu dich nhiém trang bénh vién & cac khoa héi sirc tich cuc. Nhiém C. auris ¢ ty 1é
tir vong 30-72%. Kho khin trong diéu tri C. auris vi kha nang dé khang cao véi nhiéu
loai thudc khang nam, kha ning d& dang gay nén céc vu dich nhiém triing bénh vién
va kha ning ton tai lau dai ngoai méi truong, trén cac bé mat 1am cho C. auris 1a mot
trong nhitng tac nhan gay bénh rat dang quan ngai.

* Aspergillus

Nhiém nam Aspergillus diang hang thir 2 trong sé cac truong hop nhiém nim xam
lan, véi ty I¢ tang 1én trong hon 20 nim qua ciing véi Sy gia ting cac bién phap diéu
tri cac bénh méu 4c tinh. Giam bach cau hat kéo dai 12 yéu t6 nguy co chinh ciia nhiém
Aspergillus xam lan ciing nhu cac ndm khac. Ty 1& nhiém Aspergillus xam 1an hang
nam & 40 nuéc c6 dir lieu cong bd ude tinh khoang 81927 ca trong s6 2000 triéu
nguoi. Ty 1& nhidm nam Aspergillus wéc tinh & cac bénh nhan bénh méu &c tinh
khoang 0,8-2,3%. Ty Ié tir vong c6 thé tir 18 dén 57,8%. O nhiing bénh nhan cay ghép
cac mod dac thi ty 1 nhiém Aspergillus con cao hon, c6 thé dén 49% & nhiing bénh
nhan ghép phoi, 11% & bénh nhan ghép gan, 10% ¢ bénh nhan ghép tim va 2% &
bénh nhan ghép than. Ty 1& nhiém nam Aspergillus xam 1an & bénh nhan hai sic tich
cuc khoang 1,7-6,3/1000 lan vao khoa hoi stc tich cyc. Ty 18 tir vong & nhiing bénh
nhan khong cé giam bach cau 1én dén 63-72% do chan doan mudn.

C6 khoang 19 loai Aspergillus gay bénh di duoc ghi nhan, phan Ion tac nhan
Aspergillus thuong gap 1a A. fumigatus, A. flavus, A. niger, A. terreus, trong d6 90%
la A. fumigatus. Sy phan bé cua céac loai Aspergillus gay bénh khac nhau & céc khu
vuc dia ly khac nhau. Buong xam lan thuong gap cua Aspergillus l1a dudng mii xoang
va ho hap. Do vay, biéu hién hay gap nhat 1a viém phoi. Cac di liéu vé nhiém nam
co hoi cho thay ty & nhiém Aspergillus c6 xu hudng ting 1én trong khi do ty 1¢ nhiém
Candida c6 xu huéng 6n dinh.

* Cryptoccoccus

Co6 hai loai Cryptoccoccus gy bénh cho ngudi la Cryptococcus neoformans va
Cryptococcus gattii. C. gattii chii yéu gap o cac ving nhiét dgi va can nhiét doi c6
nhiéu cay bach dan. Bénh nam do Cryptoccoccus (Cryptococcosis) la bénh 1y nhigm
tring niang do C. neoformans hoic C. gattii. Viém phoi do Cryptococcus c6 thé 1a
biéu hién ban ddu nhung viém nio mang ndo mai 1a bénh canh hay gap nhat va nang
né nhat. Nhiém C. neoformans thuong gap ¢ bénh nhan suy giam mién dich nhung
C. gattii lai thuong gay bénh & nhitng ngudi c6 hé mién dich binh thuong . Mdi nim,
wdc tinh trén toan thé gisi c6 hon mot triéu ca viém ndo mang ndo do C. neoformans
& bénh nhén AIDS va khoang 625 000 truong hop tr vong hang nam. Trong do, 73%
c4c ca nhiém va 75% sé ca tir vong 1a & viing chau phi ha Sahara. Viém mang n&o do
Cryptococcus 1a mét nhiém trung co hoi cha yéu ¢ bénh nhan nhidm HIV véi sb
lwong té bao CD4 < 100 té bao/ml hoic & bénh nhan c6 tinh trang wc ché mién dich
do dung thudc. Viém mang ndo hiém gap ¢ chau Au nhung & chau Phi c6 ty 18 cao tir
100/100 000 dén 4 000/100 000 trong sé bénh nhan nhigm HIV. O nhiéu nuéc cé thu
nhap thap va trung binh, ty 1& viém mang ndo do Cryptococcus & bénh nhan HIV ¢6
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xu hudng giam nhung viém mang ndo do Cryptococcus ¢ nhirng bénh nhan cé ghép
tang va cac bénh nhan bi thiéu hut mién dich qua trung gian té bao lai 1a mot van dé
dang quan tam. Nhiém Cryptococcus con gap & cac bénh nhan ¢ hé mién dich hoan
toan binh thudng trén toan thé gisi, dac biét 1 ¢ khu vuc vién dong. Trong hang loat
cac ca bénh & My, c6 dén 30% céc bénh nhan khdng c6 bénh ly nén.

* Pneumocystis jirovecii

Trude ddy, Pneumocystis jirovecii dugc coi 1a mét sinh vat don bao. Cho dén nam
1988, cac phan tich & mirc d6 phan tur chi ra rang trinh tw ARN cua ribosome va ty thé
cua loai nay thudc vé giéi nam. Tuy nhién, Pneumocystis 1a mot loai nim khéng dién
hinh vi né ciing c6 nhiéu diém khac biét nhu trong cau trac mang bao twong cua nd
khong c6 ergosterol nhur cac nAm khac ma no c6 cholesterol. Chinh vi vay ma cac thudc
khang nam c6 dich tac dong 1a ergosterol nhu amphotericin B va ketoconazole khong
cd tac dung véi Pneumocystis , P. jirovecii lay truyén tir ngudi nay sang ngudi khac
qua khong khi. C6 nhiéu nguoi da phoi nhiém vaéi Pneumocystis tir lac bé nhung khong
bi nhiém tring do hé mién dich tét. Trudc kia, ngudi ta cho rang phoi nhiém véi
Pneumocystis tir ltic nho cd thé phat trién thanh viém phoi do P. jirovecii (PJP - P.
jirovecii pneumonia) khi hé mién dich bi suy giam. Tuy nhién, hién nay, ngudi ta thy
nguon 1ay nhidm la tir mot s6 nguoi khoé manh c6 mang P. jirovecii & trong phéi nhung
khong ¢ triéu chirng 1am sang. Mic du hay giap PJP & ngudi suy giam mién dich nhung
cling c6 nhitng trudng hop PIP & ngudi co hé mién dich hoan toan binh thuong. Ngoai
bénh nhan nhiém HIV, bénh nhan ung thu, bénh nhan ciy ghép co quan dac, bénh nhan
bi thiéu hut mién dich qua trung gian té bao la nhitng d6i twong ¢ nguy co cao nhiém
P. jirovecii. Yéu t6 nguy co ¢6 y nghia & nhitng bénh nhan PJP khong ¢ HIV la st
dung glucocorticoid ph0| hop véi liéu phép tc ché mién dich. Uéc tinh c6 khoang
400.000 nguoi bi PIP mdi nam. O cac nudc phuong Tay, PJP 13 nhiém tring co hoi
thudng gap nhat & bénh nhan HIV dwong tinh. Ty 1¢ PJP 1én dén hon 60% & nhiing
bénh nhan HIV & My. Vi sy ra doi cua thudc khang virus ty & méc P. jirovecii da
giam dang ké. Trong mot nghién cau gan day ¢ chau Au, P. jirovecii 1a loai nam pho
bién thi hai trong sé céac tac nhan gay bénh nim xam lan & ca bénh nhan HIV duong
tinh va am tinh vai ty Ié mac 1a 1,5/100 000 va ty I¢ tir vong 1a 9,5%. Theo cac dit liéu
thi ty I€ tir vong & nhitng bénh nhan HIV am tinh cao hon (30-60%) so v&i nhitng nguoi
HIV duong tinh (10-20%).

* Talaromyces marneffei (Penicillium marneffei)

Nhiém nam T. marneffei 1 loai nhidm nim luu hanh & cac ving nhiét déi, dic biét
phd bién & cac nude thudc khu vue déng nam 4. Day 14 loai duy nhat trong chi ndm
ludng hinh Talaromyces c6 thé gay nhiém nam hé thong ¢ nguoi. Ca bénh nhiém
Talaromyces marneffei mac phai tai phong xét nghiém duogc phat hién dau tién vao
nam 1959 va ca bénh ty nhién dau tién duoc bao céo vao nam 1973. Chudt tre va dat
trong hang chuét nay 1a 6 chira trong dong vat va ngoai méi trudng caa T. marneffei.
Cho dén hién nay, nguon lay T. marneffei tir chudt hay tir méi trudng sang nguoi van
chua duogc séang to, nhung khong 1y truc tiép tir nguoi sang ngudi. Trudc Kia, nhidm
T. marneffei chi dugc cho 1a ¢6 lién quan dén nhirng bénh nhan nhiém HIV/AIDS. G
cac nudc nhu Hong Kong va nam Trung Qudc, T. marneffei 1a mot trong ba cin
nguyén hang dau gay nhiém tring co hoi & bénh nhan AIDS. Ty I¢ nhiém T. marneffei
la 10% & bénh nhan AIDS & nam Trung Quéc va khoang 30% bénh nhan AIDS &
Thai Lan. Gan day, khi liéu phap diéu tri ciing nhu cac du phong nhiém HIV duoc
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cai thién 1am cho dac diém dich t& cua nhiém T. marneffei ciing thay doi véi ty I8
nhiem T. marneffei & nhirtng bénh nhan khéng nhiém HIV nhung cé tinh trang suy
giam mien dich tang 1én.

* C4c loai nAm sgi khéc

Ngoai Aspergillus, cac lodi nim soi hay gap gay ra tinh trang nhiZm nim xam lan Ia
Fusarium, Scedosporium va Zygomycetes. Nhin chung, cac loai nam nay tuong doi
hiém gap nhung tan suit dang c6 xu hudng ting lén.

1.2.2. Dich t& hoc nhidm nim xam I4n tai Viét Nam

Dé ¢ dit liéu chinh xé&c vé ty 1& méc va ty 1é nhiém nam xam 1an méi cua Viét Nam
thi can c6 mot chuong trinh diéu tra dich té hoc nhiém nam trén toan quéc. Tuy nhién,
dé thuc hién duoc 14 rat khé khan. Chinh vi vady ma mot nhém nghién ciru da dya trén
dir liéu san c6 va cac dic diém cua quan thé dé wac tinh ty 16 nhiém ndm xam lan &
Viét Nam. M&i niam, c6 khoang 5/100000 dan nhiém nam Candida méu. Ty 18 nhiém
nam Aspergillus xam l1an khoang 10% & cac bénh nhan leucemi dong tuy cap, 10% &
nhitng bénh nhan bi bénh mau ac tinh khac, 0,5% & bénh nhan ghép than, 4% & bénh
nhan ghép phdi, 6% & bénh nhan ghép tim, 4% & bénh nhan ghép gan va khoang 3,9%
& bénh nhan nhap vién vi bénh phéi tic nghén man tinh. Udc tinh ty 1& PJP 1a
0,67/100000 dan.

Téc nhan chu yéu gay nhiém nam méu la Candida spp. Mot nghién ciru da trung tam,
trong d6 c6 4 bénh vién cua Viét Nam, vé tinh hinh nhiém Candida mau va muc do
nhay cam cua céc chung nim phan lap duoc tai Chau A — Thai Binh Duong di ghi
nhan C. albicans va C. tropicalis 1a hai loai Candida gay bénh chua yéu tai Viét Nam
Vi ti 18 1an luot 12 39,9% va 39,2%. Ngoai ra, con gap cac loai nam Candida khac
nhu C. glabrata (7,8%), C. rugosa (3,9%), C. guilliermondii (0,7%). Chua thay c6 ca
nhiém C. auris nao duoc béo c4o ¢ Viét Nam nhung ciing ¢ thé 1a chua gap thuc su
hoic c6 thé bi bo sot do phong xét nghiém con gap kho khin trong van dé dinh danh
chinh x&c loai nam nay.

Nghién ctu ¢ bénh vién Bach Mai nim 2016 cho thay ti Ié nim trong tong sé cin
nguyén gay nhiém triing huyét phan lap duge 1a 9,8%. Trong do, can nguyén Candida
spp., dung hang tht tu (7,9%) trong tong sb cac can nguyén vi sinh vat gay bénh. Ba
loai ndm gay nhiém nam huyét pho bién nhat Ia C. albicans (38,2%), C. tropicalis
(36,1%) va C. parapsilosis (14,5%).

Theo thong ké tai vién Huyét hoc truyén méu trung wong tir ndm 2013 dén nam 2015,
ty 1¢ cay ndm mau duong tinh trong cac truong hop cay mau duong tinh la tir 14,5
dén 16,9%.

Nghiér] ctru hdi ciru trong vong 5 ndm tir 2004 - 2009 tai bénh vién Nhiét dai thanh
pho HO Chi Minh cho thay moi nam trung binh cac bénh nhan AIDS nhap vién co
4,4% bénh nhan nhiém T. marneffei va la nguyén nhan gay tir vong cho 6,3% cac
bénh nhan AIDS.

Tinh hinh nhiém cac loai nam khac hau nhu khong cé nghién ctru céng bd nén rat can
thém nhiéu cac nghién ctru vé nhiém nam xam lan tai Viét Nam.

1.3.  Tinh trang khéang thudc khang nam
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Ty 18 nhiém nim xam lan c6 xu ‘hudng gia tang nhanh chong trong nhirng nam gan
day. Bénh canh lam sang cua nhiém nim xam lan nang né, chan doan kho khén, cham
tré trong diéu tri cung vai tinh trang dé khang thudc caa cac cin nguyén nam cang
lam cho ty 1¢ tr vong ting cao khé chap nhan (30-80%). Tinh trang nAm Candida va
Aspergillus dé khang cac thuéc nhom azole va dé khang céc thubc echinocandin cua
Candida la nhitng thach thac rat 16n cho cac bac silam sang.

Kha ning dé khang thudc cho du 1a kiéu dé khang ty nhién hay dé khang thu duoc
déu dan dén hau qua 1am sang xau hoic that bai diéu tri. Dudi &p luc chon loc cua
cac thudc khang nam khi duogc sir dung sé cé thé chon loc va giit lai cac chung nim
dé khang ty nhién hoic cac bién ching dé khang thu dugc trong qué trinh diéu tri kéo
dai. Thém nita, c4c chung nAm ngoai mdi trudng o sin kha ning dé khang co thé
gay nhiém cho c4c bénh nhan chua ting ding thudc khang nam lam cho tinh trang
dé khéang thudc tro nén phuc tap va kho luong.

Trong chi Candida, muc d6 nhay cam vai cac thuéc khang nam rat khac nhau & cac
loai Candida khac nhau. Nghién ctru trén toan cau trong giai doan tir nam 2005 dén
nam 2007 cho thay cac mirc d6 nhay cam véi fluconazole va voriconazole cua chung
C. albicans gay nhiém nam huyét 12 98% va 98,5%. Mirc d6 nhay cam véi hai thudc
nay cua cac chung C. tropicalis 1a 91% va 90%); cua cac chung C. parapsilosis 1a 93%
va 97%; cua C. glabrata 12 68% va 83% va C. krusei dé khang tu nhién voi
fluconazole va con nhay cam 83% véi voriconazole. Méc du van con la cin nguyén
gay bénh chua pho bién nhung C. auris la mot tac nhan déng quan ngai do kha nang
dé khang duoc nhiéu loai thuéc khang nam. Trong nghién ctu thir nghiém trén 54
chang C. auris phan lap duoc & 3 luc dia trén thé gisi cho thdy muc do nhay cam voi
fluconazole chi con 7% va véi voriconazole 1a 46%. Tai cac nudc chau A — Thai Binh
Duong, C. albicans c6 mtirc d6 nhay cam cao véi fluconazole vai ty 1€ 1a 99,7%.
Trong khi mtirc d nhay cam véi fluconazole cua céc loai C. tropicalis (75.8 %), C.
glabrata (94.8%) C. parap3|I03|s (94.8%) déu thap hon. O Viét Nam, cé4c loai nAm
C. albicans, C. glabrata va C. parapsilosis phan ap tir mau con nhay cam cao vai tat
ca cac nhom thudc khang nam. C. tropicalis da giam nhay cam vai fluconazole va
voriconazole, chi con & muc 67,1% va 46,7%. Cac chung C. albicans, C. tropicalis
va C. parapsilosis déu con nhay cam véi nhém echinocandins.

Véi nhiém nam do Aspergillus, thudc wu tién lua chon hang dau cho diéu tri 1a céc
thudc nhom azole. Trén toan cau, A. fumigatus 1a loai gay nhiém nam Aspergillus
xam lan thuong gap nhat, chiém 90% trong tong sé cac Aspergillus gay bénh phan
lap duoc. Ba loai A. flavus, A. niger va A. terrus ciing thuong gap, chi phd bién sau
A. fumigatus. Tinh chat dé khang ty nhién véi cac thudc nhdm azole khac nhau ¢ cac
loai Aspergillus khac nhau. Tat ca céc loai Aspergillus déu dé khang tu nhién véi
fluconazole va ketoconazole do s6 sy thay thé acid amin & 14-a sterol demethylase
A mi hoa cho CYP51A. Ngoai hai azole nay, hau hét cac Aspergillus duoc coi la
nhay cam ty nhién véi cac azole khac. Pé khang azole ¢ Aspergillus 13 hau qua cua
viéc tang sir dung azole cho diéu tri dy phong va diéu tri kéo dai. Mic du, nhiing
nghién ctru diéu tra toan cau coéng bd cé khoang 3,2% céc chung A. fumigatus da dé
khang véi mot hay nhiéu thuéc nhém azole nhung c6 ving co ty 1é dé khang cao hon
han cac ving khac. Sy khac nhau nay c6 thé bi anh huéng cua do qui trinh phan lap
va khang nim d6 khac nhau ¢ céc khu vuc khac nhau. C6 mét van dé can quan tam
dén khi nghién ciu vé tinh khang thubc cua Aspergillus 12 khai niém “cryptic
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species”. Cac nghién ctru vé phan loai hoc Aspergillus ¢d khai niém “Cryptic species”
la c4c loai gan nhu khong thé phan biét duoc véi nhau vé mit hinh thai hoc kinh dién
ma chi phan biét dugc bing cac nghién ctu vé di truyén hoc. Loai phd bién nhét vi
du nhu A. fumigatus thuc chat 1a mot phie hop lodi vai rat nhiéu cryptic species (A.
fumigatus sensu stricto, A. lentulus, A. felis, A. parafelis, A. pseudofelis, A.
pseudoviridinutans, A. udagawae...). A. fumigatus sensu stricto thuong nhay cam vai
nhiéu azole nhung cac cryptic species khac khang azole cao hon. C6 rét it nghién ctu
vé ty & nhim cua céc cryptic species. Nghién ciu cia My va Tay Ban Nha thiy c6
khoang 10 — 15% cac Aspegillosis co tac nhan gay bénh la cac cryptic species. Do
vay, dich t& hoc phan tir rit quan trong dé xac dinh dugc chinh xac cin nguyén giy
bénh ciing nhu mtc d6 nhay cam véi thude khang nam cuaa Aspergillus spp.

Giam sat muc do dé khang thudc cia nim van con bi bé tréng rat nhiéu bai 18 nhiéu
phong xét nghiém 1am sang dic biét & cac nudc ¢6 nguon luc han hep chwa thé dinh
danh ndm dén loai va lam khang nim d6 maot cach thuong qui. Do vdy, cac bac silam
sang & moi noi hién dang phai tiép can cac dir liéu dich t& hoc mac do nhay cam véi
thudc khang nam tir cac phong xét nghiém tham chiéu dé co6 duge cac hudng dan
trong diéu tri nam.
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CHUONG 2. CHAN DOAN NHIEM NAM XAM LAN
2.1. Tiéu chuin chin doan nhiém Candida va Aspergillus xAm l4n

Theo tiéu chuan hoi nghi dong thuan cia EORTC/MSG 2008 thi tly theo yéu t6
nguy co, lam sang va murc d6 chac chan cua cac bang chirng vé nam chia thanh 3 mac
do:

(EORTC/MSG: The European Organization for Research and Treatment of

Cancer/Invasive Fungal Infections Cooperative Group and the National Institute of
Allergy and Infectious Diseases Mycoses Study Group)

(1) Chdc chdn (Proven) nhiém nam xam lan

C6 tiéu chuan vang: C6 bang chiing nam trong mo bénh hoc, hoac cay dich vo khuan
duong tinh hoac cay mau duong vaoi Candida.

(2) Nhiéu khd néng (Probable) nhiém ndm xam lan
- CO yéu té nguy co.

- Tiéu chuan 1am sang.

- CO xét nghiém huyét thanh hoic PCR duong.

(3) C6 thé (Possible) nhiém nam xam ldn

- CO yéu té nguy co.

- Tiéu chuan lam sang.

2.1.1. Cac xét nghiém chan doan

a. Phirong phdp nhuém soi va nudi cdy

- Soi nhudém va quan sat dudi kinh hién vi cac mau sinh thiét md bénh hoc tim
Aspergillus bang Gomori's methenamine silver hoac PAS (periodic acid Schiff).
Nhuom huynh quang gitp taing d6 nhay giam d¢ dac hi¢u: Calco fluor white,
Uvitex 2B va Brancophor.

- Cay méu la tiéu chuan chan doan chic chan nhiém Candida mau. Ciy méau duong
tinh & khoang 50% bénh nhan nhiém Candida xam lan. Cac yéu tb giup ting ti I¢
cay mau dwong tinh: 1dy it nhat 10 ml mau cho mot chai cay, cdy hang ngay va
cay thém khi sbt, cdy mau trong méi trudng danh cho nim tang ti 1& duong tinh.
K§ thuat thuc hién dinh danh sau khi chai cdy mau dwong tinh bang ky thuat
MALDI-TOF va PNA-FISH xac dinh ching nam trong 1 — 2 gio, rat ngan thoi
gian tra két qua. Cdy méu duong tinh Aspergilus hau hét 1a ngoai nhiém.

- Cay bénh pham v6 trang nhu mo sinh thiét, dich mang phéi, dich ndo tay...duong
tinh v&i nam la tiéu chuan chan doan chac chan nhiém nam xam lan.

- Cay bénh pham tim Candida trén méi truong CHROMagar: véi cac moi truong truyen
thdng nhu thach Sabouraud, viéc xac dinh cac khuan lac trong quan thé 1a khé khan,
trong khi CHROMagarTM Candida, 24 gio sau cay, cac khuan lac d& moc trén dia cay
va thdng qua mau sac caa khuan lac, c6 thé phan biét ngay cac loai Candida khac nhau,
tao diéu kién cho su lya chon diéu tri khang ndm thich hop va tdi uu hoa.

- Cay dom, dich rira phé quan va cac mau khong vo trang khac tim Aspergillus can
thuc hién du trén 3 moi truong SDA (Sabouraud dextrose agar), BHI (brain heart
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infusion) va PDA (potato destrose agar) ¢ 30 va 370C trong 72 gio. Khi ¢6 két qua
duong dong thoi kém 1 két qua khac nhu galactomannan, soi truc tiép duong ..
gilp xé&c nhan sy hién dién ndm c6 gié tri chan doan xac dinh.

b. Phuwong phdp huyét thanh chdn dodn

- B-D-Glucan: la thanh phan cau tao véch té bao cia nAm Candida, Aspergillus,
Pneumocystis jirovecii va mot sé vi nim khac, vi thé khong dac hiéu. Tuy nhién
B-D-Glucan c6 gia tri trong chan doan nhlém Candida xam lan mo sau ma khong
kém nhiém Candida mau, dac biét néu duong tinh 2 1an lién tlep B-D-Glucan
duong tinh gia trong mot sb trudong hop nhu truyén cac ché pham cua mau, loc
mau, ding gac phau thuat cd chaa glucan, ding khang sinh piperacillin-
tazobactam, ampicillin-clavulante...

- Khéang nguyén mannan va khang thé anti-mannan: mannan |a khang nguyén
polysaccharide trén thanh té bao Candida duoc giai phong vao mau, dac hiéu cho
nim Candida. Két hop mannan va anti-mannan 1am ting d6 nhay 1én 83% va do
dac hiéu 86%, dac biét vai cac chung C. albicans, C. glabrata, C. tropicalis. Xét
nghiém thuc hién trén huyét thanh hoac dich néo tuy.

- Galactomannan dugc st dung nhiéu nhat trong chan doan Aspergillus.
Galactomannan duong tinh 2 1an lién tiép trong huyét thanh hoac trong dich rira
phé quan hoic duong mét lan kém vai Lateral flow device (LFD), Beta D glucan,
PCR Aspergillus, khang thé khang Aspergillus duong tinh ... gitp chin doan xéc
dinh. Galactomanan duong ¢ diém cat 0,5 co6 do nhay cao, nhung duong tinh &
diém cat 1 c6 do dac hiéu cao.

C. Phuwong phdp sinh hoc phan tir
Cac ky thuat thuong ding gom: PCR, nested — PCR, RT-PCR.

PCR la xét nghiém dugc ky vong nhat hién nay trong chan doan sém nhiém Candida
xam lan. Truéc kia PCR Aspergillus kém chuan hoa, khdng gitp ich cho chan doan
nhung voi nhing tién bd hién nay trong ki thuat xét nghiém, PCR Aspergillus duong
2 1an giGp chan doan xac dinh.

T2 Candida: 12 PCR chan doan Candida dugc FDA Hoa Ky chap thuan tir ndm 2014,
sir dung mau toan phan, cho két qua chang nam Candida theo tirng cap C. albicans/C.
tropicalis, C. krusei/C. glabrata, C. parapsilosis, c6 két qua sau 3 — 4 gio. Cac nghién
ctru cho thay do chinh xac rat cao véi gia tri du doan duong tinh (PPV) 1a 91,7% va
gié tri du doan am tinh (NPV) 99,6%.

d. Phiwrong phép chéin dodn hinh anh

Cac xét nghiém hinh anh hoc phéi duoc wu tién dé chan doan nhiém Aspergillus xam
lan theo thr tu sau: chup cat 16p vi tinh khong tiém thubc can quang,chup cat 16p Vi
tinh c6 tiém thudc can quang khi c6 hién dién cac nét phdi va/hoic ¢ bénh nhan ho
ra mau, MRI phéi, PET-CT.

- Céc hinh anh goi ¥ cao kha nang nhiém nam nhung hiém gip bao gom ton thuong
dang dam mo xung quanh co quang sang (halo sign), dau liém hoi (crescent sign).

- Céc bieu hién khac khong dic higu gom dong ddc day twa mang phoi, nét I6n >
1cm hoac khoi, dau cat cut mach mau, hinh giam dam do bén trong hang, dau
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quang sang ngugc (reverse halo sign), hinh kinh ma va tran dich mang phoi goi y
trung binh kha nang nhiém nam Aspergillus.

e. Phuong phdp gidi phau bénh hoc

La tiéu chuan chan doan chéc chan néu phat hién hinh anh nhidm ndm trong mau mo
sinh thiét.

2.1.2. Yéu td nguy co va biéu hién 1am sang nhiém ndm Candida va Aspergillus xam

lan

a.
X/
0‘0

Nhiém Candida xdm lan
Yéu t6 nguy co nhiém Candida xam l4n
Bénh nhan ning, dic biét bénh nhan diéu tri tai HSTC thoi gian dai.

Bénh nhan c6 phau thuat bung, dac biét c6 ro chd ndi rudt hodc phai phau thuat
bung nhiéu lan.

Viém tuy cap hoai tir.

Dung khang sinh phé rong.

Bénh nhan c6 loc mau.

Bénh nhan dat catheter tinh mach trung tam.

Bénh nhan dinh dudng dudng tinh mach toan phan.
Bénh nhan dung corticosteroid hoac hoa tri ung thur.
Bénh mau ac tinh

U tang dac

Ghép tang dac

So sinh, dac biét tré thiéu can, sinh thiéu thang.

C0 sur phét trien khuan lac Candida nhicu noi (chi s6 khuan lac > 0,5 hoac chi s
khuan lac diéu chinh > 0,4).

Céc thang diém nhu Chi S6 Khuan Lac (Colonization Index), Thang diém Candida
(Candida Score), Qui Téc Tién Poan... ¢ gia tri tién doan duong (PPV) thap tir 4 -
57% nhung gié tri tién doan am cao tir 97 - 99%, nén co gié tri loai trir chan doan
nhiém nam Candida xam lan néu am tinh,

K/
0‘0

Biéu hién 1am sang

Nhiém Candida xam lan c6 3 thé 1am sang.

+ Nhiém Candida mau khong c6 xam lan mé sau.

+ Nhiém Candida mau ¢4 xam lan md sau.

+ Nhiém Candida xam Ian md sau ma khong cé nhiém Candida mau.

Biéu hién 1am sang cua nhidm Candida mau thay doi tir sét nhe dén day du céc
dau hiéu cua suy da tang va soc, khéng phan biét duoc véi cac tac nhan khac gay
nhiem khuan huyeét.

Biéu hién 1am sang cua Candida xam lan mé sau gém
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b.

+ Mat: viém mang mach vong mac xay ra tir 2 — 26% bénh nhan nhiém Candida
xam lan, co thé kem theo viém thuy tinh thé. Soi day mat can phai thuc hién
khi nghi dén nhiem Candida mau.

+ Nhi&m Candida xam lan h than kinh trung wong: ¢6 thé nhiém ngoai sinh sau
phau thuat, chan thuong, choc dich néo tuy hoac Candida theo duong mau dén
nao. Cac thé bénh bao gom viém mang néo,, viém u hat mach méau, viém nao
lan toa véi nhicu vi &p xe, phinh mach do nam.

+ Candida xam lan duong ho hap: ¢6 thé ¢ thanh quan, khi - phé quan hogc phoi.
Viém phoi do Candida thuong nam trong bénh canh nhieém Candida mau. Soi
hodc cay dom duong tinh khong gitp ich cho chan doan vi ti 1€ bénh nhan co
Candida cu tra & duong ho hap cao.

+ Viém co tim — viém mang ngoai tim do Candida: thuong dudi dang nhiéu 6
ap xe nho trong co tim.

+ Viém ndi t@m mac do Cagdida: chiém 2 — 4% truong hop viém noi tdm mac
nhung 1a theé ndng cua nhiem Candida xam lan, thudng gap ¢ bénh nhan duoc
phau thuat thay van tim nhan tao.

+ Candida x&m lan 6 bung: thudng xay ra ¢ bénh nhan viém phic mac tha phat,
ap xe 6 bung, nhiém trung duong mat, viém tuy cap va viém phdc mac tai phat.

+ Candida xam lan ¢ than: bénh nhan khong c6 triéu chang, thuong chan doan
khi mo tir thi.

+ Viém co, 4p xe co do Candida: gay dau, thim kham c6 dau hiéu sung, néng,
do, dau vung co lién quan.

+ Viém khop, viém tuy xuong do Candida.

Nhiém Aspergillus xdam ldn

% Yéu t6 nguy co nhiém Aspergillus xam lan

Giam bach cau hat ngng <500 TB/mm3 va kéo dai trong bénh canh bénh Iy huyét
hoc gheép te bao mau, ghép tang, hoa tri bach cau cap...1a yeu to nguy co cao
nhiem Aspergillus xam lan.

Diéu trj tai HSTC i céc bénh canh 1am sang nhu st dung corticosteroid (nhat 1a
dang ubng, liéu cao, kéo dai); HIV; diéu tri 1am giam lympho bao T; bénh phai tac
ngh&n man tinh (COPD) hoac bénh dwong hd hiap man tinh khéc; cim nang; xo gan
mat bu, suy gan...1a cac yéu to nguy co nhiém Aspergillus trung binh.

+ Bicu hién l1am sang

CAc triéu chung 1am sang & phéi, xoang, da, than kinh va cac co quan khac.

« Lam sang goi ¥ kha nang nhiém nam cao

Sot trén 3 ngay du diéu tri khang sinh thich hop hoic khong c6 6 nhiém tring rd
rang nao khac.

Sot tai phat sau hét sét 48 gio du chua ngung khang sinh va/hoic khéng c6 6
nhiém trang ré rang nao khac

« Lam sang goi ¥ kha ning nhidm nam trung binh
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- Pau nguc mang phoi

- Kho tho

- Horaméu

- Tiéng co mang phoi

- Suy ho hap tién trién thém

CAc triéu chung nghi ngo ton thuong co quan: dau, viém noi co quan ton thuong, 6
loét, hoali tur, tao not, gia mac, dong vay...

% Céac tiéu chuan chan doan nhiém Aspergillus xdm 14n & cac d6i twong khac nhau

o EORTC/MSG 2008 (The European Organization for Research and
Treatment of Cancer/Invasive Fungal Infections Cooperative Group and the National
Institute of Allergy and Infectious Diseases Mycoses Study Group)

Chan doan xac dinh nhiém nim Aspergillus phoi xam lan:

Quan sat trén bénh pham vé khuan: md bénh hoc, té bao hoc, hoic soi truc tiép thiy
soi nam cung hinh anh hay hoai md trén bénh pham lay qua choc hit kim nho hozc
sinh thiét vo khuan. Nubi cay trén bénh pham vo khuan thay hinh anh Aspergillus
trén bénh pham sinh thiét phoi.

Chén doan c6 kha ning nhiém nam Aspergillus phdi xam lan (c6 ca 3 tiéu chuén):
Yéu t6 nguy co (1 trong cdc yéu té sau):

- Tién sir giam bach cau (<500 BCTT/mm3) trong vong 110 ngay.

- Ghép té bao gdc dong loai.

- Sir dung kéo dai corticosteroid voi liéu trung binh téi thiu twong dwong
prednisone 0,3mg/kg/ngay trong 13 tuan.

- biéu trj thubc e ché mién dich té bao T.

- Suy giam mién dich bam sinh nang.

- Sir dung cac thuéc sinh hoc.

Dic diém cgn 1am sang (1 trong 3 ddu higu trén CT scan ngeec):

- Tén thuong dic, bd rd c6 hoic khéng co quang sang (halo sign) 1a tén thuong
“hinh anh kinh m¢ xung quanh mét ddm mo dam”.

- Déu liém hoi
- Hang
Tiéu chudn vi sinh (1 trong c&c tiéu chudn):

- Xét nghiém truc tiép (t€ bao hoc, soi tryc tiép, nudi cdy) trén dom, dich rira phé
quan, dich chai phé quan c6 mat sgi nam hoac cay duong tinh véi Aspergillus.

- Xétnghiém khéc (phét hi¢n khang nguyén hogc thanh phan véch té bao) phat hién
khang nguyén galactomannan trong huyét tuong, huyét thanh hoac dich rira phé
quan.

Chén do4n nghi ngd nhiém nam Aspergillus phdi xam lan:
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C6 yéu tb nguy co va dic diém can 1am sang nhung 4m tinh véi xét nghiém vi sinh.
o AsplCU (Aspergillus species in Intensive Care Unit Patients)

Chén do4n xac dinh nhiém nim Aspergillus phéi xam lan:

Ciing nhu tiéu chuan EORTC/MSG

Chén do4n gia dinh nhiém nidm Aspergillus phdi xam lan (bat budc cé mit 4 tiéu
chuan):

Tiéu chudn 1: Nudi cdy bénh phdm dwong ho hdp dwéi dwong tinh véi Aspergillus
Tiéu chudn 2: Trigu ching 1am sang phi hep (c6 1 trong cac triéu chikng sau day):
- S6t it nhat 3 ngay khdng giam du diéu tri khang sinh thich hop

- SOt lai sau 1 thoi gian khdng sot (it nhat 48 gio) trong khi van dung khang sinh va
khong c6 nguyén nhan gay sot khac.

- Pau kiéu mang phoi
- Tiéng co mang phoi
- Kho the
- Homéu

- H6 hap ngay cang kém hiéu qua du diéu tri khang sinh va hd trg thong khi thich
hop.

Tiéu chudn 3: Bdt thwong hinh dnh phéi trén X quang hogc CT Scan nguc:

Tiéu chudn 4: Kém theo c6 4a hogc 4b

4a. Yéu t6 nguy co (1 trong cac tinh trang sau):

- Giam bach cau (BCTT tuyét dbi < 500/mm3) truéc hoic tai thoi diém vao HSTC.
- C6 bénh ly mau ac tinh hoic ung thu khac dang duoc diéu tri thude doc té bao.

- Piéu tri corticosteroid (tuong duong prednisone >20 mg/ ngay).

- Suy giam mién dich bam sinh hodc méc phai.

4b. Nui ciy ban dinh luong dich rira phé quan dwong tinh véi Aspergillus khdng c6 vi
khuan moc kem theo té bao hoc duong tinh véi hinh anh nhanh sgi nam.

Nam Aspergillus cw tria dwong ho hap (loai trir nhiém nam xam lan)
Khi khéng c6 > 1 tiéu chuén can thiét cho chan doan gia dinh nhim nam Aspergillus
phoi xam lan.

o Tiéu Chquén Bulpa stra d6i cho chan doan c6 kha ning (probable) nhiém nam
Aspergillus phoi xam lan ¢ bénh nhan COPD nang nhap HSTC (Modified Bulpa
Criteria for probable IPA in critically I1ll COPD patients admitted to an ICU)

Yéu té nguy co (dong thei co)
- Chure ning phoi: GOLD |1 hoic IV

- Corticosteroid: dung corticosteroid toan than ma khéng c6 yéu cau dic hiéu vé
lieu hoac liéu trinh di€u tri, hoac di€u tri véi corticosteroid duong hit trong it nhat
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3 thang.

Déu higu hogc triéu chizng pht hep (1 trong sé sau day)

Sot kéo dai it nhat 3 ngay du diéu tri phac ¢ khang sinh phi hop.

Sét lai sau 1 thoi gian it nhét 48 gid khdng sét du dang dung khang sinh va khong
¢ nguyén nhéan sot nao khac.

Kho tha hozc ho mau gan day.

H6 hap ngay cang kém hiéu qua du diéu tri khang sinh va hd trg thdng khi thich
hop.

Hinh dnh hec (1 trong sé cac ddu higu sau)

Bat thuong hinh anh trén CT scan hodc X quang nguc trong vong 3 thang:

Tham nhiém va hinh anh khong dong nhat khong dic hiéu
Pa ndt lan téa duong hd hap

NGt bo 18, ¢6 hodc khong c6 dau quang sang (halo sign)
bam mo hinh chém

Pam mo dang khoi

Déu liém hoi

Hang

Di# ligu ndm hec (1 trong sé can 1am sang sau)

Cay va/ hoic soi troi bénh pham duong hd hap dudi duong tinh véi Aspergillus.
XN galactomannan huyét thanh hogc dich rira phé quan dwong tinh trong 2 1an
lién tiep.

XN galactomannan duong tinh voi huyét thanh va duong tinh véi dich ria phé
quan.

2.1.3. So d6 tiép can chan doan nhidém Candida va Aspergillus xam l4n
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So @6 1: Tiép cin chan doan nhiém Candida xam ldn (IC)

Yéu t& nguy co:

- BN nang can HSTC

- Bn duing khang sinh phé rong Khéng et dén IC
- BN ddt catheter TMTT R

- BN ghép tang, hoa tri
- BN u tang ddc, bénh dc tinh...

Co

4
Lam sang: st kéo dai du da dung khéng sinh phéi
réng véi 6 nhiém khuén kém theo biéu hién nhiém
Candida tai cic co quan nhu: da, mét, than kinh
trung wong, hd hép, 6 bung, tiét niéu...

Khéng

»| ItnghidénIC

Cco
Xét nghiém huyét thanh Vi sinh: Nubi cdy bénh phdm vo Gidi phiu bénh:
(mannan, anti-mannan) khudn nhu: mau, dich mang Sinh thiét néu duoc
hodc vi sinh trong dé'm, dich phéi, dich ndo tly...
phé quan hoic PCR
,
Duwong tinh Am tinh Duong tinh Am tinh
vV v :
Nhigu khd néng C6 thé nhiém
nhiém Candida Candida xdm
xdm I&n 1&n
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So @6 2: Tiép cin chan doan nhiém Aspergillus xam lan (1A)

Yéu t& nguy co: Khong
- Ha bach cau (<500 TB/mm3) o | Tt nght dén 1A
- Ghép tang, ghép té bao géc '
- Suy gidm mién dich do: Corticosteroid,
BT, HIV, COPD, xo gan...
|
|
- Biéu hién 1am sang
Khon
HOAC ’ it nghi dén IA
- Hinh dnh XQ, CT: ¢6 tén thuong nghi g
ngo
|
Huyét thanh hoc: (B-D- Vi sinh: Nudi cdy bénh phdm vo Gidi phau bénh:
Glucan, Galactomannan) khudn nhu: méu, dich mang Sinh thiét néu duoc
HOAC phéi, dich nio tdy...
Vi sinh: xét nghiém nhuém
soi, nudi cdy hodc PCR dom,
dich phé quan, nuéc tiéu.
Duong tinh Am tinh Duong tinh Am tinh
v ¥ v/ \
Nhiéu khé néing C6 thé nhiém C6 thé/nhidu kha néing: Két hop
nhiém Aspergillus Aspergillus xdm thém véi bénh cdnh |am sang va
xam Ian 1&n céc xét nghiém can lam sang

2.2. Chan doan nhiém nim Cryptococcus

Nhiém nam Cryptococcus (Cryptococcosis) 1a nhiém ndm men c6 v boc
Cryptococcus neoformans.

Phéan 16n nhiém nim xdy ra trén ngudi bénh suy giam mién dich, dic biét trén ngudi
bénh AIDS. Viém mang ndo la bénh canh lam sang thuong gap nhat.

Vé phan bd dia 1y, gdp & moi noi, nhung cé su khac biét vé phan bd loai gay bénh.
Nim Cryptococcus la loai nim men ¢6 vo boc. C6 2 loai:

- C. neoformans var. neoformans type huyét thanh A va D, phan b6 khap thé gidi,
thuong ¢ chim bo cau.

- C. neoformans var. gattii type huyét thanh B va C giéi han & ving nhiét d6i va
can nhiét do1, thuong lién quan dén cay thong do (red gum tree).

C6 thé gap dang hitu tinh 12 nAm méc soi Filobasidiella neoformans.

Biéu hién 1am sang

- Nhiém nam x4y ra sau khi hit bao tir kho ctia nAm Cryptococcus. Nhiém ndm phoi
khong tri¢u chimg ¢ 30% nguoi binh thuong; mot s6 nguoi khac ¢ triéu chirng

23



ho ¢6 dom, dau nguec, sut can va s6t. Hinh anh x quang phdi cho thiy nhiing ton
thuong not don doc hodc nhi¢u noét bo rd, khong voi hoa.

- Nhiém nam phoi c6 thé xay ra va 6n dinh trong nhiéu tuan dén nhiéu thang trudc
khi nhi€ém nam lan toa c¢6 bi€u hién 1am sang trén ngudi bénh suy gidm mién dich.

- O nguoi bénh suy giam mién dich thuong c6 bicu hién viém mang ndo voi xét
nghiém dich ndo tuy bat thuong: ap luc tang, protein tang, glucose giam, bach cau
lympho tang.

- Bénh thuong khoi dau am i, “yén lang. Nhiing khiém khuyét vé mién dich qua
trung gian té bao thuong 13 yéu té thuan loi chinh va 1a nguyén nhan chu yéu cia
bénh suét va tir vong & ngudi bénh AIDS.

- Nhiém ndm thudng do C. neoformans var. neoformans ngay ca ¢ nhiing vung c6
tim thay C. neoformans var. gattii trong méi truong. Nhiing ton thuong da, Xuong
tuy hodc ndi nhén co thé theo sau sy lan téa ndm bang dudng mau. Tuyén tién liét
la 6 chira cho su tai phat bénh.

Chan doan xét nghi¢m:

Xét nghiém dudi kinh hién vi phét nhuém muc tau dich nio tity tim thdy nAm men c6
vo6 boc.

Qéy bénh phém: dich nao tﬁ’y, dom, mau, nudce tiéu, dich tuyén tién liét; bénh phém
can ly tam va lay phan can lang cho vao hop thach chira glucose peptone va u ¢ nhiét
do 30-35°C trong 2 tuan. Két qud cady mau duong tinh trén 35-70% ngudi bénh
AIDS.

MBoi truong thach hat den (Niger seed agar) c6 thé dung dé phan biét Cryptococcus
spp. (khim mau nau) véi Candida spp. (khim mau trang). Moi truong Concanaval
c6 thé ding dé phan biét C. neoformans var. neoformans (vang) véi C. neoformans
var. gattii (xanh duong).

Xet nghiém khang nguyén (LPA hodc ELISA) trong dich néo tuy, huyét thanh, nudce
tiéu va dich raa phé quan phé nang (BAL) la cic xét nghiém chan doan rat tin cay.
90% ngudi bénh bi viém mang nao do Cryptococcus co xét nghiém LPA (Latex
Particle Agglutination) duong tinh.

Céc khang thé duoc phat hién & nhitng bénh nhan nhiém khuéan sém hodc khu tra va
1a mdt dau hi¢u tién lugng tot sau do khi nhiém nam da khoi.

2.3.  Chan doan viém phoi do Pneumocystis jirovecii

Pneumocystis jirovecii (truge day goi la Pneumocystis carinii) gay ra viém nhu mo
phéi do P. carinii (PCP). Bénh thuong xay ra ¢ ngudi suy giam mién dich hoic &
ngudi bénh suy nhuoc va 13 nguyén nhan gay viém phdi thuong gip nhat ¢ nguoi
bénh AIDS.

Vé phan bo dia ly, bénh gép 6 moi noi trén the gidi. Pneumocystis jirovecii co6 dac
diém vé cdu triic va hinh thai hoc nam giira nAm va don bao nguyén sinh dong vat.

Biéu hién 1am sang cua viém phdi do Pneumocystis jirovecii: Phoi 1a vi tri nhiém
bénh dau tién. Thé nhanh c6 thé 1a dau hiéu duy nhat. Bénh ghi nhan trén 30% cac
truong hop bénh nhan AIDS. Cac nang dugc tao thanh trong 16p 16t biéu mo phé nang
va cac md khac, dic biét 1a than, bénh lan téa c6 thé bé'mg dudng mau.
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Xét nghiém chan doan:

- Phuong phap cdy khong thé phan 1ap duogc P. jirovecii; chan doan bang cach phat
hién nang (cysts) hodc thé tu dudng (trophozoites).

- Phuong phap nhuém miqén dich huynh quang (Immunofluorescence staining) phat
hién dugc cac khang thé don dong dac hi¢u.

- Dang nim men cua Pneumocystis jirovecii c6 thé giéng Histoplasma capsulatum
nhung khong dam choi va thuong ¢ ngoai bao. Hién nay cac phuong phap phan
tir giup chan doan nhanh chong hiéu qua.

2.4. Chan doan nhiém nam Talaromyces marneffei

Talaromyces marneffei, trudc day goi la Penicillium marneffei, 1a mQt trong nhirng
tac nhan gy nhiém trung co hoi thuong gip nhat trén bénh nhan AIDS song hoic cd
di dén ving Pong Nam 4 hay Nam Trung Qudc. Bénh van c6 thé xay ra trén nhiing
nguoi khoe manh.

V& phan bé dia 1y: bénh gip ¢ ving Pong Nam A, Bic Thai Lan va nam Trung Qudc.
Talaromyces marneffei 13 loai ndm ludng hinh: sgi nAm phat trién ¢ nhiét do 28°C;
nhung & mo va & nhiét d6 37°C trong méi trudng thach ndo tim, ndm tao ra nhiing té
bao tron dén hinh ellip phan chia bang cach phan doi. Talaromyces marneffei thuong
dugc phén lap tir ndi tang ctia chudt tre trong trudng hop hién nhién khong c6 nhiém
tring. Moi trudng song ty nhién chua duge xac dinh, nhung c6 thé trong dat, nim
dugc tim théy trong phan va trong hang cua loai chugdt tre. Yéu tb nguy co chinh co
1& 1a nghé nghiép phoi nhiém véi dat. S trudng hop bénh ting gip doi trong mua
mua. DAy 1a nhiém trung hang thtr ba trong nhiing nhiém tring thuong gap nhat trén
bénh nhan AIDS ¢ mién Bac Thai Lan. C6 sy gia ting trong chan doan bénh nay &
bénh nhan AIDS di du lich hoac giao luu v61 vung dich té.

Biéu hié¢n 1am sang:

Nhiém ndm thudng theo sau su hit phai nAm va bénh thuong xay ra ban dau ¢ phoi.
Phan 16n bénh nhén c6 biéu hién nhiém nam lan toa va thuong bénh tién trién man
tinh. Cac triéu chung thuong gép 1a sOt, sut can, suy nhuoc, ton thuong da nhiéu mang

dang san, viém hach bach huyét toan than va gan lach to. Bénh thudng tir vong néu
khong duoc diéu trj.

Chan do4n xét nghiém:

Chu yéu 14 xem duéi kinh hién vi va cdy. Dudi kinh hién vi té bao ndm c6 hinh tron,
bau duc hoic ellip, thuong cé vach ngan nho ra, thiy duge trén phét nhudém Wright
ctia tuy xuwong hodc phét nhudém sinh thiét da, hach lympho. Ciy phan 1ap duoc tir
sinh thiét da, hach lympho, mu, choc hut tiy xwong, dom va dich rira phé quan, phé
nang. C6 thé cdy mau tim duoc nam duong tinh trong > 70% cac trudng hop bénh
nhan AIDS. Cdy ndm soi sau 1 tuan ¢ nhiét d6 25-30°C trén méi truong thach glucose
peptone; c6 mau xanh 14, d6i khi c6 mau vang, ndim mdc c6 bdt phan véi sic td do
khuéch tan phan bigt. N4m men phat trién & nhiét d6 37°C trén moi truong thach ndo
tim, mot dic diém co thé dung dé phan biét loai giy bénh véi loai Penicillium spp
khac trong moi truong 1a cac loai nay khong tao nim men & nhiét 46 37°C.

2.5. Chan doan nhiém nim Coccidioides immitis
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Nhiém nam Coccidioides phi (Coccidioidomycosis), thuong nhe, thoang qua do nam
ludng hinh COCCIdIOIdeS immitis gay ra. Bénh c6 thé dién tién thanh nhiém nim tién
trién hodc nhiém nim toan than trén nhitng bénh nhan suy giam mién dich.

V& phan bd dia Iy, phan 16n cac truong hop xdy ra & mién Tdy nam Hoa Ky va nhing
vung thudc Trung va Nam My. Nhidm nidm dugce chin doan ngoai nhimg vung nay
xay ra trén nhimg nguoi bénh c6 giao luu, phoi nhiém véi vung dich té. Nhitng con
bao bui thudng lan téa ndm giy bénh ra xa ngoai ving dich té.

Coccidioides immitis, dugc tim thiy trong dat chi & vung California, khong thé phan
biét kleu hinh v6i Coccidioides posadasii, duoc tim thiy & nhitng noi khac. Ca hai
loai ndm hién dién trong ty nhi€n voi dang nam soi voi cac phan doan thanh cac bao
tir c6 khdp ndi (arthrospores) dé 1ay lan vao méi trudng khong khi. Bénh xdy ra khi
hit vao cac bao tir dan dén su hinh thanh cic cau nam 16, tron, c6 vach dﬁy chtra cac
ndi bao tir (endospores) trong mo.

Biéu hién 1am sang:

Nhiém Coccidioides phoi tién phat, co khoang 60% ngudi nhiém mai tién trién bénh
khong c6 triéu ching sau khi hit vao cac bao tir c6 khdp ndi. S6 con lai tién trién c6
triéu chimg sau 1— 4 tuan. Phoi nhiém mirc d6 cao gia ting kha niang bénh co triéu
ching. Phan 16n bénh nhan c6 triéu ching giéng cum nhe hodc vira, tu khéi bénh
khong can diéu tri. Pén 50% s6 bénh nhan c6 hong ban nhe, lan rong hoic hong ban
dat san (maculopapular rash). Hong ban nat hoic hong ban da dang gédp trong 30%
s6 truong hop, thuong gap ¢ nir gidi. X quang phdi thuong thay c6 viém cac phan
thuy ph01 Khoang 20% cac truong hgp c6 hach lympho ron ph01 to hodc c6 tran dich
mang phdi. Co ndt don ddc hodc nhiéu ndt, c6 hang vach day hodc mong ciing nhu
phi dai hach trung thit c6 thé xay ra.

Nhiém Coccidioides phoi man tinh, mét s6 it bénh nhan nhiém nam phoi tién phat
con dé lai nhimng ton thuong lanh tinh. Phan 16n nhiig bénh nhan khong co tricu
chirng nhung ho ra mau c6 thé chiém dén 25% cac truong hop. Cac hang ton luu co
thé 16n ra va vo. O nhirng nguoi suy giam mién dich, ton thuong cia bénh phéi cép
c6 thé gy tir vong. O ngudi ¢6 mién dich binh thudng, bénh c6 thé giéng lao.

Nhlem Coccidioides lan toa, cac tang bat ky ciia co thé déu c6 thé nhiém bénh. Dudi

1% sb bénh nhéan c6 bénh tién trién, lan toa va gay tir vong. Nam gioi mic bénh cao
hon nir giéi 5 1an; ti 18 nay dao nguoc néu phu nit ¢6 thai. Nguy co bénh lan téa cao
¢ nguoi chau Phi hodc ngudi Philippine. Bénh thuong tién trién trong vong 12 thang
khi bt dau nhidm trén cac ton thuong yén ldng hodc tai hoat hoa. Bénh ¢ da, mo
mém, xuong, khép va mang nio rat thuong gip. Bién ching viém mang nio thuong
nghiém trong; xay ra tur 30 —50% 5O bénh nhan nhiém lan toa; thudng c6 bién chung
dau nuoc (hydrocephalus); tir vong néu khong dugc diéu tri. O nguoi suy giam mién
dich, t6n thuong lan rong thudng xay ra.

Nhiém Coccidioides trén bénh nhan AIDS, phan 1én cac trudng hop gan day mac
bénh ¢ ving dich t& lyu hanh. Bénh 1y ¢ phoi 1 biéu hién thudng gip nhat; x quang
nguc cho thay thAm nhiém dang ludi ndt (reticulonodular) lan toéa; hon 70% bénh
nhan tir vong trong vong 01 thang mic du co diéu tri.

Xét nghiém chin doan:
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Dudéi kinh hién vi c6 thé thay cdc cau nam chira cac ndi bao tir 16n, vach day trong
mu, dom, dich khép, nhung hi€ém gép trong mau.

Cay phan lap C. immitis hoac C. posadasii tir dom, dich khdp, cin ling dich ndo tay,
mu va nhirng bénh pham khac. Nhirng khum nam soi c6 thé duoc xac dinh sau khi o
& nhiét d6 25-30°C tir 2—7 ngay. Xét nghiém ngoai khang nguyén c6 thé khang dinh
dinh loai nAm nay.

Test da (Skin tests): khong phan biét dugc nhiém nam hién tai hoic di méc trong qua
khtr. Néu két qua chuyén doi tir 4m tinh sang duong tinh goi y tinh trang moi nhiém.

Két qua am tinh gia thudng gip ¢ bénh nhan nhiém lan téa nhung tro khong phan
ung.

Huyét thanh hoc phat hién IgM dic hiéu, giup ich trong chan doan nhiém cip; khang
thé xuat hién trong vong 4 tuan tir khi nhiém ndm va mat di sau 2— 6 thang. IgM ¢
thé duoc phat hién bang phuong phap ngung két latex (latex agglutination - LA),

ngung két trong dng nghiém (test-tube precipitation - TP), hodc mién dich khuéch tan
(immunodiffusion - ID). IgG dac hi¢u giup phat hién nhiing giai doan sau cua nhiém
nam Coccidioides; hi¢u gia khang thé tang voi su tién trién ctia bénh. IgG c6 thé dugc
phat hién bang phuong phap cb dinh bo thé (complement fixation - CF) hoac mién
dich khuéch tan, hiéu gia khang thé ting vdi su tién trién cua bénh

2.6. Chan doan nhiém nim Histoplasma

Nhlem nam Histoplasma phdi thuong nhe, thoang qua ¢ nguoi binh thuong gay ra do
nam ludng hinh Histoplasma capsulatum. Bénh co thé tién trién man & phdi hoic
nhiém nam lan tda & nhiing co dia thuan loi.

Vé phan bé dia 1y, bénh thu’O'ng gap & mién trung Biac My, Trung va Nam My¥. Nhiing
vung dich té khac Chau Phi, Uc, An D9, va chau A (M3 Lai).

H. capsulatum hién dién Ia nam soi trong tu nhién; trong mo no tao thanh nhiing té
bao ddm chdi tron, nho. Hai loai dugc biét gay bénh ¢ ngudi la: Histoplasma
capsulatum va Histoplasma duboisii duoc tim thiy trong dat c6 nhiéu phan chim va
phan doi. H. capsulatum var. duboisii chi thdy & Trung Phi. Khi mét luong 16n cac
bao tir duoc phat tan vao khong khi, c6 thé c6 nhiéu ngudi bi nhiém trong 6 dich.
Biéu hién 1am sang:

Nhiém nam Histoplasma phoi cap: ngudi binh thuong hit mot sé lugng 16m bao tir ¢o
thé tién trién céac tridu chimg cip va thuong nhiém nam ning sau thoi gian i bénh 1—
3 tuan. O nhitng bénh nhan c¢6 triéu ching, bénh giéng cum khong dac hi¢u, co thé
lui bénh khong can diéu tri. Nhing triéu chirng thuong gip gém sdt, lanh run, nhtrc
dau, dau co, an mat ngon, ho va dau nguc. Hon nira: 10% s6 bénh nhan ¢6 viém khép
v6 khuan hodc dau khép v6i hong ban da dang hodc hong ban nut. X quang nguc binh
thudng trong da s6 bénh nhan, phi dai hach ron phoi 1a ching cir thudng gap. Tham
nhiém c6 thé lanh sau thoi gian nhiéu thang dé tao thanh khéi u ndm Histoplasma
(Histoplasmoma), d6i khi phat trién 16n hon. Trudng hop tai nhiém véi bénh canh
tuong ty nhung c6 nhirng khac biét vé bénh canh 1dm sang nhe hon va xay ra véi thoi
gian @ bénh ngan hon, dau hiéu x quang khac biét voi nhimng trudng hop nhidm méi,
khong c6 phi dai hach trung that; khong c6 tran dich mang phoi.
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Nhiém ndm Histoplasma phdi man: gip ¢ dan 6ng tudi trung nién, bénh tién trién
cham v&i bénh nén 14 bénh phdi tic nghén man tinh. Viém phan thuy phéi thoang qua
tién trién dén xo hoa va tao hang do hay hoai nhu mé phoi. Néu khong duoc diéu tri,
tr vong ¢o thé xay ra do suy ho hép tién trién. O nhimmg bénh nhan viém phéi, triéu
chtng gém c6 ho dom, sbt, lanh run, sut cdn, mét moi, d6 mo hoi vé dém, va dau
nguc mang ph01 X quang phdi c6 thé thdy tham nhiém mo k& & phan thuy dinh cua
thuy trén phoi. O nhitng bénh nhan c¢6 hang va xo hoéa man tinh [ thé ho va tang tiét
dom, sbt, dau nguc, mét va sut can, khai huyét xay ra trén 30% s6 bénh nhan. X quang
ph01 phat hién hang va xo hoa tién trién, thuong gap 6 thuy trén phéi phai, diy mang
phdi can bén ton thuong dugc ghi nhan trong 50% sb bénh nhan.

Nhiém nidm Hlstoplasma lan téa: bénh tién trlen thuong dan dén tr vong lién quan
dén khiém khuyét mién dich qua trung gian té bao. O tré em va nguoi suy giam mién
dich, triéu chirg gdm st cao, lanh run, suy kiét, mét moi, in mat ngon va sut can.
Ngoai ra c6 gan va lach to, bét thuong chirc nang gan, va thiéu mau thuong gap. 6]
nguoi bénh c6 mién dich binh thuong: dién tién man tinh, khong dau, nhiém nam gan,
huy hoai tuyén thuong than thudng gap. To6n thwong niém mac gip trén 60% s6 bénh
nhan. Viém mang néo 1a mot bién chirng man: xay ra trong 10 —25% s6 bénh nhan
nhiém ndm lan téa khong dau, da sb co bat thuong dich ndo tiiy va thudng phan lap
duoc H. capsulatum, do6i khi c6 viém ndi tam mac va loét niém mac duong ti€u hoa.

Nhiém nidm Histoplasma & ngudi Phi chau: do nam Histoplasma capsulatum var.
duboisii gay ra. Bénh khoi dau thudng khong dau. Da va xuwong 13 nhimg vi tri wu thé
thuong gap. To6n thuong, gan, lach va cac tang khac la nguyén nhéan bénh dan dén tir
vong. Ton thuong da thuong gép voi 2 dang nbt va san, thuong to va loét. Viem
xuong tiy xay ra trong 30% s6 bénh nhan: xuong so, xuwong song, xuong suon, xuong
lrc, va cac xuong dai la cac vi tri thuong gap nhat. Ton thuong thudng khong dau, lan
toa dén khép gay viem khop, lan dén mo gan bén giy ap xe mua dudi da.

Nhiém nam Histoplasma & bénh nhan AIDS: xay ra trong 2—5% bénh nhan AIDS.
Bénh ¢6 thé nhiém cép hodc tai hoat héa cia mot nhidm nidm tiém tang cil. Phan 16n
bénh nhan AIDS biéu hién nhiém Histoplasma lan toa véi cac triéu chung khong dac
hi¢u nhu sOt va sut can, 25% s6 bénh nhan c6 gan va lach to, thiéu mau, giam bach
cau hat va giam tiéu cau.

Xét nghiém chan doan:

Tat ca bénh pham phai dugc xét nghiém 1am phét nhuém. Dudi kinh hién vi nim 13
nhirng té bao ddm chdi hinh bau duc nho thudng thiy trong cac dai thuc bao. Co thé
nham voi Candida glabrata, Penicillium marneffei va cac té bao khong vo boc nho
cua Cryptococcus neoformans.

Cay phén 1ap giap chan doan xac dinh, médc du khong con ban céi, xac dinh bang cay
can chuyén sang dang ndm men hodc xet nghiém ngoai khang nguyén. CAy phai dugc
u ¢ nhiét do 25-30°C trong 4 — 6 tuan.

Huyét thanh hoc: phuwong phap mién dich khuéch tan (Immunodiffusion - ID) va ¢
dinh bd thé (complement fixation - CF) duong tinh khoang 80% sd bénh nhan.
Phuong phap ¢ dinh bo thé thudong nhay cam hon mién dich khuéch tan, nhung mién
dich khuéch tan ddc hiéu hon. Phan img am tinh gia x4y ra & ngudi suy giam mién
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dich c6 bénh lan téa. Phat hién khang nguyén trong mau va nude tiéu 1a nhimg xét
nghi¢m hiru ich nhat trong nhiém nam lan téa ¢ bénh nhan AIDS.

2.7. Chén doan nhiém nim Sporothrix schenckii

Nhiém nim Sporothrix schenckii (Sporotrichosis) 14 loai nAm ludng hinh gdy nhiém
nam da hoac mé dudi da ban cap hodc man. Bénh thuong lan rong bang dudng bach
huyét. Bo61 khi ¢ nhiém nam phoi, khép va xuong xay ra trén cac co dia thuan loi.

Vé phan bb dia 1y, bénh gap khap thé gidi, mc du thuong gap ¢ ving khi hau nhiét
doi, 6n hoa, am. Phan 16n cac truong hop ghi nhin & My cling c6 thé ¢ cac vung dich
te khac & Trung, Nam M, Chau Phi va Uc.

Néam Sporothrix schenckii duoc tim thay trong dét, thao moc va nhiing vt liéu thao
moc. Dang nam soi co trong tu nhién, trong moé 1a dang céc té bao dam choi nho.
Bénh thudng gip ¢ ngudi 16n va ti 1é cao ¢ nhiing ngudi tiép xuc véi dat, thao moc
hodc céc vat liéu thado moc. Phan 1én cc truong hop 1€ té, do1 khi xay ra dich ¢ vung
dich té.

Biéu hié¢n 1am sang:

Nhiém Sporothrix schenckii da (Cutaneous sporotrichosis) theo sau sy tiém nhiém
nam do chin thuong vao da va mé dudi da. Mot chan thwong nho du dé ndm xam
nhép, anh huong tai cac vi tri phoi nhiém, dic biét & ban tay va ngon tay. Té6n thuong
ban dau xuat hién 1- 4 tuan sau chan thuong tinh ¢& voi nhing nbt nho, chic, khong
dau. Sau do, da tré nén tim, ndt tré nén mém, loét véi boy khong déu va chay dich lién
tuc, loét phu 1én va dong mai, nhitng ndt tién trién doc theo mach bach huyét va loét.
Khong lan theo mach bach huyét khoang 25% céc truong hop nhiém nam da. Dang
nhiém nim da lan toa d6i khi ciling xay ra.

Nhiém Sporothrix schenckii ngoai da (Extra Cutaneous sporotrichosis) phan 16n céc
truong hop lién quan dén bénh nén. Nguoi bénh nhiém HIV thudng ¢6 bénh lan téa
theo duong mau. Cac vi tri thudng gip: phoi, khép va xwong, hau qua 1a viém khép,
bénh phdi man, viém mang ndo va bénh ¢ mat khong thuong gap.

Chan doan xét nghiém: Sporothrix schenckii hiém khi thdy trong mu hoic mé khi
xem dudi kinh hién vi. Tim thay céc t€ bao hinh bau duc hodc céc thé hinh sao giup
khang dinh chan doén.

Chan doan xac dinh bang cay phan lap. Dung nhleu moi truong, gdm thach glucose
peptone. Trén thach cay, cac khiim s¢i ndm xuat hién sau 3-5 ngay ¢ nhi¢t d¢ 25—
30°C. Khéi dau khiim nAm w6t va mat mau trang, thuong tao ra sac td den hodc nau
sau 10 ngdy. Pic trung hoa hong cua céc bao tir nhé dang hinh giot nude dugce tao
thanh & cudi bao tir dinh. Cac dinh bao tir tao ra sau cung dugc hinh thanh doc soi
nam va co sac t6 ddm. Nam hiém gip hon 1a Sporothrix cyanescens sinh ra sic t6
mau tim.

bé xé4c dinh va dinh danh can cdy chuyén do61 sang dang nam men trén thach méu &
37°C. Cac khiim mau kem, tron lang, dudi kinh hién vi thay c6 nhiéu té bao nam men
dam choi dai hoac bau duc.

2.8. Chan doan nhiém nam Blastomyces
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Nam ho Blastomycetes, Blastomyces dermatitidis c6 thé gay nhiém nam phdi ¢ nguoi
binh thuong, bénh tién trién thuong lan dén cac tang khac, dac biét da va xuong.

V?:- phan bd dia ly, bénh thudng gip ¢ vung trung tay va dong nam cua Bic My; c6
thé gap ¢ Trung va Nam M¥y va mot so noi cua chau Phi.

N4m Blastomyces dermatitidis hién dién trong ty nhién duéi dang soi nAm; trong mo
la c4c té bao dam c hoi 16n va tron. Pat 13 moi trudng sdng tu nhién; Phan Ién ton tai
trong dat am w6t chira gd muc hodc cadc manh phan hay hitu co. Bénh thuong gap ¢
nam gidi mac du phu nit va tré em ciing bi nhiém trong dot dich, lién quan dén nghé
nghiép hodc vui choi giai tri ngoai troi, bénh c6 tinh chat tan phat trong ving dich t&
nhung ciing c6 thé gay thanh dich sau khi phoi nhiém véi mot ngudn lay. Tuy vay
nhitng ving dich t& khdng d& xac dinh va cac yéu té nguy co ciing chwa duoc xac
dinh.

Biéu hién 1am sang

Nhiém niam Blastomyces phdi xay ra sau khi hit. Phoi 1a vi tri dau tién caa nhiém
nam. Tuy nhién c6 dén 50% cac trudng hop nhiém nam khong triéu ching (50%).
Thoi gian u bénh 30 — 45 ngay, ton thuong & phoi thuong khong duoc phét hién cho
dén khi nhidm nam lan toa ra céc vi tri khac. Bénh canh cap giéng cam, sét, lanh run,
ho ¢6 dom, dau nhirc co, dau khép, dau ngyc mang phdi. Hinh anh x quang khong
dic hiéu; gom dong dac thuy hoac phan thiy phoi, thuong o nhimng thuy dudi. Phan

I6n bénh nhan hdi phuc sau 2-12 tuan c6 triéu chitng. Bénh nhan khéng hdi phuc c6
thé tién trién dén nhidm nim phoi man tinh hodc bénh lan toa.

Nhiém Blastomyces da véi tén thuong da xay ra trén 70% céc trudng hop bénh lan
toa biéu hien véi ton thuong dang sui khong dau voi b khong déu. Nhitng tén thuong
loét duogc tao ra khi dan luu cac 6 ap xe dudi da. Mat, chi trén, ¢6 va da dau thuong
bi ton thuong.

Nhiém Blastomyces xwong khop xay ra khoang 30% cac truong hop bénh lan toa.
Xuong song, xuong suon, cac xuong dai la cac vi tri nhidm nam thuong gap. Nhu:ng
ton thuong thuong van khong co tri¢u ching cho dén khi nhiém nam lan toa dén cac
khép gan ké hoic cac mo gan ké gay ra cac o ap xe. Viém khop xay ra dén 10% s6
bénh nhan; vi tri dau goi, mat ca, cli chd hoic co tay. Hinh anh x quang khong dac
hiéu, c6 nhitng ton thuong tiéu xuong va tao xwong c6 gidi han rd khéng thé phan
biét vai cac nam hoac nhiém tring khac.

Nhiém Blastomyces tiét niéu - sinh duc (Genitourinary blastomycosis) 15-35% nam
gidi co nhiem Blastomyces lan toa co ton thuong tien liét tuyen. Viém mao tinh hoan
véi biéu hién thuong gap 1a sung phu biu.

Nhiém Blastomyces & mot s6 co dia ddc biét: nhiém Blastomyces doi khi phoi hop
Vai ton thuong chirc nang mien dich té bao T, gap trén nguoi bénh AIDS.

Chan doan xét nghi¢m

Duéi kinh hién vi Blastomyces dermatitidis 1a nhitng té bao tron to vai vach gap khuc
day va mot choi don 16n tim thay trong mi, dom, dich rira phé quan va nudc tiéu.
Chan doan xac dinh bgng cay phan lap véi nhitng khdim nim soi véi bao tir tron nho
thay dugc sau 1- 4 tuan ¢ nhiét 46 25-30°C. Xet nghiém ngoai khang nguyén co thé
khang dinh ket qua dinh loai nam. Binh loai cling c6 thé xac dinh bang bi¢u hién
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ludng hinh nhiét trén cay chuyén vao méi truong tim — ndo (brain-heart infusion
agar) ¢ nhiét do 37°C; véi nhimg diéu kién nay cac té bao nim men 16n véi chdi to ¢
day 1a nhitng chiing cir dé xac dinh.

Xét nghiém huyét thanh hoc véi phan ang cb dinh bd thé khong dic hiéu va kém nhay
cam. Phan tng khuéch tan mién dich dic hiéu hon nhung cho két qua am tinh trén
nhiéu truong hop ¢ bénh.
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CHUONG 3. THUOC CHONG NAM

Luru y: Thudc ¢é danh diu *: Chi dwoc ké don khi dwgc cap gidy phép luu hanh
san pham tai Viét Nam
3.1. Pic tinh dwoc ly caa thudc khang nam

Theo céu tric héa hoc va co ché tac dung, cac nhém thudc khang ndm chinh trong
diéu tri hién nay gém c6 nhom azol, polyen, echinocandin va tc ché téng hop
thymidylat. Nhém azol duoc phan chia thanh hai nhém theo ciu tric hda hoc 1a dan
chat imidazol (ketoconazol, miconazol) va dan chat triazol (fluconazol, itraconazol,
voriconazol, posaconazol va isavuconazol®). Nhdm echinocandin hién c6 céc thudc
caspofungin, anidulafungin® va micafungin. Flucytosin 1 dai dién ciia nhém tc ché
t6ng hop thymidylat trong khi d6 amphotericin B 1a din chat dién hinh cua nhém
polyen.

3.1.1. Dugc dong hoc

Amphotericin B va echinocandin hip thu kém qua dudng tiéu héa nén phai dung
duong truyén tinh mach. Cac thudc triazol hap thu dugce qua dudng tiéu hoa nén co
thé dung duong uéng tuy nhién kha nang hap thu giita cac thudc 1 rat khac nhau.
Fluconazol va voriconazol c6 sinh kha dung cao trén 90% nén hau nhu khong c6 lo
ngai vé hap thu. Itraconazol va posaconazol (dang hdn dich) can thoi gian dé hoa tan
trong da day do d6 nén ding kém bita dn. Can dic biét luu ¥ posaconazol vi kha ning
hap thu rat bap bénh nhat 13 & nhitng bénh nhan c6 ton thuong duong tiéu hoa do hoa
tri liéu ung thu, ghép tang hoic bénh nhan dung thudc wc ché tiét acid dich vi. Dé
ting hap thu, nén diing posaconazol véi bita an giau chat béo va chia nho licu ding
trong ngay (3 dén 4 Ian/ngay) Do kha nang hap thu kém va sinh kha dung bap bénh
nén posaconazol la thudc dugc khuyen c4o giam sat nong do trong mau dé dam bao
hiéu qua diéu tri hoic du phong nam.

Trong chuyén hoa va thai trir can luu ¥ cac thuéc nhom triazol. Fluconazol chuyén
hoa it & gan va thai trir chi yéu qua than do d6 can luu ¥ chtic ning than cia bénh
nhan dé chinh liéu. Posaconazol chuyén hoa it qua gan va thai trir qua phan.
ltraconazol chuyén héa chi yéu théng qua CYP3A4 con voriconazol chuyén hoa
manh qua h¢ CYP2C19 nén c6 nguy co tuong tac voi rat nhiéu thudc uc ché va cam
rng enzym nay. Vi du khi dung dong thoi rifampicin 1a chat cam tng manh hé CYP,
ndng do cac azol co thé rat thip lam tang nguy co that bai diéu tri. Do hé enzym
CYP2C19 c6 tinh chat da hinh di truyén cao nén nong d6 voriconazol co thé rat khac
nhau gitta cic bénh nhan. Do dic tinh chuyén héa manh qua gan, viéc thuc hién giam
sat ndng do thude trong mau duoc khuyén co voi voriconazol va itraconazol dé dam
bao hiéu qua diéu tri ciing nhu han ché nguy co gip doc tinh. Hau hét cac thudc khéang
nam azol phé rong va echinocandin khong hoac it thai trir & dang con hoat tinh qua
than nén khong c6 vai tro trong diéu tri Candida duong tiét niéu.

3.1.2. Duoc luc hoc

Co ché tac dung ctia cac nhom thudc khang nam 13 khac nhau do dé phé tac dung
cling khac nhau trén cac chung nam. Trong nhom triazol, fluconazol 1a dai dién dau
tién voi pho tac dung hep chi yéu trén mot sé ching Candida va Cryptococcus va
khong cd tac dung trén cac ching nim soi. Trong khi 6, itraconazol, voriconazol va
posaconazol 12 cé4c triazol pho rong vai kha nang tac dung trén hau hét cac chang nam
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men, ndm soi va ludng tinh. Céc thudc nhom echinocandin c6 tac dung tét trén hau
hét cac chung Candida va Aspergillus. Tom tat vé biéu dién pho tac dung cua cac
thuoc khang nam duoc trinh bay trong hinh 1.

Polyene Triazoles Echinocandins Other

AMB FLU ITRA VORI POSA ANID CAS MICA 5¥C

Candida albicans D i
Candida tropicalis l | ' i
Candida parapsilosis H
Candida krusei ‘

. ezas,. KO i = E

Candida glabrata

Yeasts

Cryptococcus neoformans ﬁ ﬁ —

| g ) Rieniossdoenenititionsstesteunonntanst” - - -1
As ilus fumi ] ITH [ 1]
" pergi us umigatus D
= Aspergillus terreus
(- 228 R R e s S P ) — —
= Mucorales ‘
Fusarium species 4.3 =Y

Histoplasma capsulatum
Blastomyces dermatitidis
Coccidioides immilis

Hinh 1: Phé tic dung tac dung ciia cic thude khang nim (Lewis RE, 2011)

Dimorphic

AMB: amphotericin B; FLU: fluconazol; ITRA: itraconazol; VORI: voriconazol;
POSA: posaconazol; ANID: anidulafungin; CAS: caspofungin; MICA: micafungin;
5-FC: flucytosin.

3.1.3. Céc thong s6 dugc dong hoc/duoc huc hoc (PK/PD) cuia thude khang nam va
gidm sat nong d6 thuoc trong mau

Tuong tu cac thudc khéang sinh, dya trén dic diém duoc dong hoc va dugc lec hoc,
c4c thudc khang nam dugc chia thanh ba nhém phu thugc thoi gian (théng sé PK/PD
dac trung la T>MIC), phu thudc nbng d6 (thong s PK/PD dac trung la Cpeak/MIC)
va phu thudc vao tong luong thude vao co thé (thdng So PK/PD dac trung la
AUC/MIC). Do thoi gian hau khang nam cua flucytosin ngin nén can duy tri nong
d6 trén MIC dé dat hiéu qua va do d6 thube co dac tinh phu thudc thoi gian. Dich
PK/PD cua flucytosin dugc goi y 1la T>MIC dat trén 25%. Vi echinocandin va
polyen, do thoi gian hau khang nam dai nén théng sé dic trung 1a Cpeak/MIC véi
dich 14 10 dé dat hiéu lyc t6i da. Nhom triazol ciing thé hién tac dung hau khang nam
kéo dai nhung céc nghién ciru PK/PD khéng cho thay vai tro r rét vé nong do thudc
di vai hiéu luc tac dung. Thong sé PK/PD dic trung ctia nhom triazol 1 AUC/MIC
v6i dich du kién 1a 25.

Cho dén nay, c6 ba thuéc khang nim dugc khuyén céo can giam sat nong do thuée
trong méu la posaconazol, voriconazol va itraconazol do bién thién néng do thudc
I6n néu dung theo ché d6 lidu chudn theo huéng dan. Posaconazol can duoc giam sét
nong do dé dam bao hiéu qua véi dich ndng d6 day & trang thai can bang 1a 0,7mg/L
véi chi dinh du phong va 1mg/L véi chi dinh diéu tri. Do can dam bao ca hiéu qua
cling nhu han ché doc tinh, dich nong do ddy cua voriconazol can nam trong khoang
Img/L dén khoang 4mg/L hoic 6mg/L va cua itraconazol can nim trong khoang
0,5mg/L dén khoang 5 mg/L (dinh lwong bang méay mién dich).
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3.2.  Duwoc ly 1am sang cac thuéc khang nam

3.2.1. Nhom polyen

Amphotericin B

Chi dinh:

- Piéu tri nhiém nidm Candida hoac Aspergilus xam lan nang, de doa tinh mang.

Chi dinh khdc (dwoc khuyén cdo trong Hwéng ddn diéu tri):
- Diéu tri kinh nghiém khi nghi ngd nhiém ndm Candida hozc Aspergilus xam lan.

- Dy phong nhiém nam xam Ian & bénh nhan giam bach cau trung tinh kéo dai (bénh
nhan cé bénh mau 4c tinh diéu tri hoa tri liéu hoac bénh nhan ghép té bao goc).

Chéng chi dinh:
- Man cam vé&i amphotericin B.

Co ché tac dung: Amphotericin B cd tac dung kim nam hoic diét nam tdy thudc vao
ndng do, sé luong va do nhay cam cua vi nam. Amphotericin B gan vao ergosterol &
mang té bao nam, 1am rod ri cac thanh phan té bao nam va gay chét té bao nam.
Amphotericin B ¢ ai luc véi ergosterol ¢ té bao niAm cao hon so véi & té bao ngudi
nhung amphotericin B ciing gdy doc tinh trén té bao ngudi theo co ché twong ty.

Sir dung ¢ phu ni 6 thai, cho con ba

- Phu nir 0 thai: chi sir dung khi loi ich vuot troi nguy co.

- Phu nt cho con bu: chi sir dung khi lgi ich vuot troi nguy co.

Luu y phén biét giira cac dang bao ché ciia amphotericin B:

Trén thé gigi, hién nay c6 4 dang bao ché khac nhau cia amphotericin B, bao gom:

Amphotericin B deoxycholat: amphotericin B dang quy uéc, duoc bao ché dudi dang
bot dong kho pha truyen, tao dung dich keo trong nudce. Trong co thé, amphotericin
B tao phuc hop véi deoxycholat muoi mat.

Amphotericin B deoxycholat h¢ phan tan keo (Amphotericin B colloidal dispersion -
ABCD): dang amphotericin B deoxycholat dugc on dinh bang cholesteryl sulfat tao
phac hop keo dang dia.

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

Amphotericin B phic hop lipid (Amphotericin B lipid complex - ABLC) : dang
amphotericin B duoc gan 2 16p phospholipid hinh dai.

Luu y, khong tu dong chuyén déi gilta cac dang amphotericin B do cac dang thudc
nay khong twong dwong nhau vé dugc dong hoc, lidu dung va tac dung khong mong
mudn. Su khac biét vé& dugc dong hoc gita cac dang bao ché cuia amphotericin B
dugc trinh bay trong Bang 3.2. So v&i amphotericin B dang quy uédce, cac dang bao
ché lipid ctia amphotericin B déu co nguy co xudt hién doc tinh thép hon, dac biét la
ddc tinh trén than. Amphotericin B dang phtrc hop lipid dugc ghi nhin c6 doc tinh
cao hon so véi amphotericin B liposom. Can can nhac loi ich - nguy co va chi phi
diéu tri dé lya chon ché phadm amphotericin B pht hop. Khong cé su khac biét vé
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hiéu qua 1am sang giita cac dang bao ché ctia amphotericin B nhung viéc sir dung
dang bao ché lipid la giai phap an toan hon cho bénh nhan dé giam thiéu doc tinh,
dac bi¢t trong mQt s tinh trang 1am sang duoc liét ké trong bang sau:

Bdng 3.1. Mt sé tinh trgng 1am sang cdn can nhdc wu tién sie dung amphotericin
B dang phuc hep lipid (Wade RL, 2013)

Céc tinh trang 1am sang cin can nhic wu
tién sir dung amphotericin B
dang phic hop lipid

CA4c thude ¢6 doc tinh
trén than

e Suy than trude khi bt dau diéu tri

e Dang st dung hodc trude do co su dung
thuoc loi tiéu hoac cac thuoc khac cung
doc tinh trén than (Bang 11)

e Ha kali huyét thanh truéc khi bat dau
diéu tri

e Ha magie huyét thanh truéc khi bat dau
dieu tri

e Daniéu

e Bénh nhan da dugc dieu tri truge do tai
don vi hoi strc tich cuc hoac dang duoc
dieu tri tai cac don vi nay tai thoi diém
chi dinh thuoc khang nam

e Bénh nhan ghép tang ran (bao gom ca
ghép tuy xuong)

e Cao tuoi

Thudc khang virus: acyclovir,
adefovir dipivoxil, cidofovir,
foscarnet, ganciclovir, ganciclovir,
tenofovir, valacyclovir,
valganciclovir

Khang sinh aminoglycosid:
gentamicin, neltimicin,
streptomycin, tobramycin, amikacin

Cac khang sinh khac: colistin,
vancomycin, teicoplanin

Thudc ¢ ché calcineurin:
cyclosporin, tacrolimus

Thude diéu tri ung thw: carboplatin,
camustin, cisplatin,
cyclophosphamid, ifosfamid,
methotrexat, streptozotocin

Thuéc cdan quang: amidotrizoat,
loxithamat meglumin, ioxagalat,
iopamidol, iohexol, iomeprol,
iopentol, ioversol, iopromid,
iobitridol, iodixanol, iotrolan
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Bang 3.2: Sw khac biét vé dwoe dong hoc giira ciac dang bao ché
cua amphotericin B (Hamill RJ, 2013)

. | Amphotericin Amphotericin | Amphotericin Amphotericin
Dang bao ché P B phirc hgp | B hé phén tan b
B deoxycholat lii B liposom
ipid keo

Kich thudc (nm) 0,035 1.600 - 11.000 122 x4 80
Liéu ding 0,035 5,0 4,0 5,0
(mgrkg)
Cmax (ug/mL) 15-29 1,7 2,9 83,0 £ 35,2
AUC (ug x| 17,1-36,0 14,0+7,0 36 555 + 311
h/mL)
Thé tich phan b 50+28 131,0 +57,7 41 0,16
(L/kg)
Nura doi thai trir 24 173,4 28,2 86+3,1
(h)
Do thanh thai| 38,0+ 15,0 436 + 188 112 11,0+ 6,0
(mL/h/kg)

Téac dung khéng mong muén:

Paoc tinh trén than

Pac tinh trén than 1a doc tinh pho bién va nghiém trong nhat ciia amphotericin B
deoxycholat, c6 thé dan dén phai giam liéu, dirng thudc va 1am ting ty 1 tir vong.
Doc tinh trén than thé hién qua cac xét nghiém bat thuong lién quan dén chic
nang than nhu ting ure huyét, toan éng than va ty trong nuéc tiéu thap, nhiém
canxi than, suy than cap, dai thao nhat do than, thiéu niéu, vo niéu. Chirc ning
than c6 thé héi phuc sau khi dirng thudc, tuy nhién c6 mot vai truong hop bi suy
giam chtrc nang than vinh vién dic biét 1a nhitng bénh nhan ding liéu cao hoic
lidu tich lity 16n (trén 5 g).

Cac yéu td nguy co c6 thé dan dén tang doc tinh trén than cua amphotericin B
deoxycholat bao gébm viéc sir dung dong thai véi céc thude co doc tinh trén than,
thudc loi tiéu, c6 bat thudng chirc niang than ban dau, ding thudc kéo dai vai lidu
tich liy cao,...

Néu creatinin huyét thanh > 260 umol/L, nén dirng thudc hoac giam lidu cho toi
khi chire nang than cai thién. Theo ddi cac xét nghiém lién quan dén cong thuc
mau va dién giai d6 huyét thanh (dic biét 1a kali va magie). Néu két qua xét
nghiém bét thudng, can nhéc hiéu chinh lidu (giam 50% tong liéu hang ngay hoic
dua lidu cach ngay) hoic dirng thudc.

Céc dang bao ché lipid cia amphotericin B dugc chirg minh c6 doc tinh trén than
thip hon nhiéu so véi amphotericin B deoxycholat. Tuy nhién, suy than van c6
thé xay ra. Vi vay, can kiém tra chtc ning than khi bit dau diéu tri & bénh nhan
c6 tién str bénh than hoic suy than va theo dbi it nhat 1 lan/tuan trong qué trinh
ding thudc. Nong d6 kali va magie méu nén dugc theo doi thudng xuyeén.
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Phan #ng di @ng lién quan dén tiém truyén

Cac phan tng di tng lién quan dén tiém truyén ciing xay ra phé bién khi st dung
amphotericin B deoxycholat va dan dén phai giam liéu hoic dung thuéc. Céc biéu
hién thudng xuét hién vao ngay dau ding thudc bao gom sét, rét run, dau dau, dau
khép, ndn, budn ndn va tut huyét 4p. Cac phan tng thudng xay ra ¢ ngay dau tién
ding thuéc.

Dé du phong cc phan g dj (g lién quan dén tiém truyén xay ra hogc lam giam
hhe cac phan ung di tng nang bang cach giam toc do truyén (thoi gian truyén tur
2-6 gio) va sir dung mot so thude truée khi truyen Amphotericin B deoxycholate
nhu aspirin, thudc ha sét, khang histamin, chéng non.

+ St dung 25-50 mg pethidin duong tinh giup lam giam thoi gian hodc mue do
rét run va sot.

+ Sir dung corticosteroid lidu thap trudc hoic trong thoi gian truyén nhu 25 mg
hydrocortisone (twong dwong khoang 4mg methylprednisolorne) I:’}\m giam
phan tng sot (lieu va thoi gian dung corticoid nén dua & muc toi thieu).

+ C6 thé dung Heparin liéu thap (1000 UI), thay doi vi tri truyen thuoc, dung
thuoc cach ngay nham han ché viém tinh mach va huyét khoi.

Phan tng lién quan dén tiém truyén khong hoan toan giam di khi st dung céc
dang bao ché lipid cua amphotericin B. Amphotericin B hé phan tan keo gay ra
nhiéu phan ung lién quan dén tiém truyén nhiéu hon so v&i amphotericin B
deoxycholat. Con dang liposom lai it lién quan dén Pphan tmg nay hon so v6i dang
phuc hop lipid. Nhin chung, phan tng lién quan dén tiém truyén thuong giam rd
rét & nhitng lan truyén sau. (Tham khao huéng dan dy phong céac phan tng di ang
do tiém truyén cua amphotericin B phac hop lipid, c6 thé ap dung cho ca
Amphotericin B deoxycholat - Phu luc 3)

Phan vé/kiéu phan vé

Phan vé/kiéu phan vé ciing c6 thé xay ra khi truyén amphotericin B deoxycholat
hoac cac dang bao ché lipid ctia amphotericin B nhung hieém gap.

X tri theo Thong tu s6 51/2017/TT-BYT vé viéc huéng din phong, chan doan
va Xt tri phan vé.

Tac dung khong mong mudn khac

Thuong gap: dau dau, budn ndn, ndn, mét mai, st can, viém tic tinh mach tai vi
tri truyén thudc, thiéu mau.

Nghiém trong: ha kali mau, bénh néo, co giat.

3.2.2. Nhom azol

Fluconazol

Chi dinh:

biéu tri nhiém ndm Candida xam lan.
Piéu tri kinh nghiém khi nghi ngo nhiém nam Candida xam lan.
Diéu tri viem mang ndo do Cryptococcus.
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- Du phong viém mang ndo do Cryptococcus ¢ bénh nhan c6 nguy co cao tai phat.

- Dy phong nhidm nam Candida xam 14an ¢ bénh nhan giam bach cau trung tinh kéo
dai (bénh nhan c6 bénh mau ac tinh diéu tri hda tri liéu hoac bénh nhan ghép té
bao gdc).

Chi dinh khdc (dwoc khuyén cdo trong Hwoéng ddn diéu tri):

- Piéu tri kinh nghiém khi nghi ngo nhiém nim Candida xam lan.
Chéng chi dinh:

- Man cam véi fluconazol va cac thudc chdng nim azol khac twong tu.

- Sir dung dong thoi véi cac thude 1a co chat caa CYP3A4 c6 nguy co kéo dai
khoang QT, vi du: terfenadin, astemizol, cisaprid, pimozid hoac quinidin.

(cu thé xin xem thém Phu luc 4)

Co ché tac dung: Céc azol c6 tac dung kim nam bang céch &c ché CYP450 14a-
demethylase cia nam, dan dén giam tong hop ergosterol, ngin chin tong hgp mang
té bao nam. Cac azol chi c6 &i lrc cao véi CYP450 cua nAm nhung it anh huong lén
CYP450 & ngudi.

Duwoc dong hoc:

- Hap thu tét qua dudng udng. Sinh kha dung duong udng dat trén 90%. Hap thu
khong phu thudc vao thie an.

- Nong d¢ t6i da cua fluconazol trong huyét thanh dat dugc trong 0,5 - 1,5 gio sau
khi uong thuoc luc doi.

- Ty lé lién két protein huyét twong thap (11 - 12%).

- Thé tich phan bo: 0,7 L/kg. Thudc tham tot vao tat ca cac dich cua co thé. O bénh
nhé&n viém mang ndo do nam, nong do fluconazol trong dich ndo tuy tuong ng
khoang 80% nong d6 trong huyét thanh.

- Chuyén hoa mot lugng nho qua gan. Fluconazol tc ché trung binh CYP2C9 va
CYP3A4 va tic ché manh CYP2C19.

- Thai trir chit yéu qua nudc tiéu (80%): 11% dudi dang chat chuyén hoa.
- Thoi gian ban thai (binh thudng/suy than giai doan cudi): 27/100 gid.

- Loc méau lam giam 50% nong d6 thubc trong huyét thanh.

Téac dung khéng mong muén:

Thuong gap:

- Tiéu hoa: tiéu chay, nén.

- Than kinh: dau dau

Nghiém trong:

- Tim mach: kéo dai khoang QT, xoén dinh.
- Da: hoi chiing Stevens - Johnson/Lyell.
- Huyét hoc: mét bach cau hat
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- Mién dich: phan vé
- Than kinh: co giét.
St dung ¢ phu nér c6 thai, cho con bu

- Phu nir ¢6 thaii khQng nén sir dung, dic biét vai lieu cao va/hoic kéo dai, trir
trrong hop nhieém nam de doa tinh mang.

- Phu nit cho con ba: khéng nén cho tré bl sau khi me dung nhiéu liéu hoic liéu
cao fluconazol.

e Itraconazol
Chi dinh:

- Piéu tri nhiém nam toan than khi cac chdng ndm lya chon hang dau khong hiéu
qua hoic cé chdng chi dinh bao gém: nhiém nam Histoplasma, Aspergillus,
Candida va Cryptococcus (bénh nhan suy giam mién dich nhiém nam
Cryptococcus va ¢ tat ca bénh nhan nhidm nam Cryptococcus than kinh trung
uong).

- Dy phong nhiém nam & bénh nhan giam bach cau trung tinh kéo dai khi céc thuoc
chong nam khéac bi chong chi dinh.

Chéng chi dinh:

- Man cam véi itraconazol.

- Phu ntt 0 thai trir truong hop de doa tinh mang.

- Sir dung dong thoi véi cac thude 13 co chat cua CYP3A4

(cu thé xin xem thém Phu luc 4)

Co ché tac dung: tuong tu fluconazol.

Duwoc dopng hoc:

- Hép thu nhanh qua duong tiéu hda. Sinh kha dung duong udng khoang 55%. Hap
thu vién nang itraconazol tang 1én khi str dung thuoc cung thire an va giam di khi
pH da day tang.

- Nong do t6i da cua itraconazol trong huyet thanh dat duoc trong 2 - 5 gio sau khi
udng va vao cudi thoi gian truyén khi truyén tinh mach.

- Ty I lién két protein huyét twong cao (> 99%).

- Thé tich phan bo Ion (> 700 L). Thudc dugc phan bd rong réi vao cac mé. Nong
d¢ trong dich ndo tuy thap hon nhiéu trong huyét thanh nhung van dat hi¢u qua
diéu tri khi viém mang nao.

- Chuyén héa manh qua gan, chu yéu qua CYP3A4. Hydroxy-itraconazol la chat
chuyén hoa chinh va c6 hoat tinh khang nam tuong ty itraconazol. Itraconazol la
chat rc ché manh CYP3A4.

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

- Thoi gian ban thai (binh thudng/suy than giai doan cudi): 21 - 64/35 gio.
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Khdng bi thai qua loc mau.

Téac dung khéng mong muén:
Thuong gap:

Tim mach: ting huyét ap, phu.

Da: ngtra, phat ban.

Tiéu hoa: dau bung, tiéu chay, nén, budn non.

Gan mat: TALAT, 1 ASAT.

Than kinh: chdng mat, dau dau.

Ho hap: viém miii, viém xoang, nhidm tring hd hap trén.
Khéc: sot.

Nghiém trong:

Tim mach: suy tim xung huyét.

Tiéu hoa: viém tuy.

Gan mat: doc tinh trén gan.

Mién dich: phan veé.

Than kinh: viém day than kinh ngoai vi.
Hé hap: phu phoi.

Sir dung ¢ phu ni 6 thai, cho con ba

Phu nit 6 thai: chi st dung trong trudng hop nhiém nam de doa tinh mang.
Phu nir cho con bl: nging cho bu truée khi dung thudce.

Luu y: V6i dang tiém truyén tinh mach: Chong chi dinh cho bénh nhan suy than ning
(d6 thanh thai creatinin < 30ml/phat) dé phong tranh tich liiy td duoc cyclodextrin
thai trir chu yéu qua than cd thé gay doc tinh.

Posaconazol

Chi dinh:

Diéu tri nhiém nam Aspergilus xam lan ¢ bénh nhan khéang tri hoic khong dung
nap véi amphotericin B hoac itraconazol.

Dy phong nhi&m nam xam lan ¢ bénh nhan giam bach cau trung tinh kéo dai (bénh
nhan cé bénh mau 4ac tinh diéu tri hoa tri liéu hoac bénh nhan ghép té bao goc).

Chéng chi dinh:

Man cam véi posaconazol.
Str dung ddng thoi véi cac alcaloid cya 16a mach.

Str dung dong thoi véi cac thude 1a co chat cia CYP3A4 dong thoi co nguy co
kéo dai khoang QT, vi du: terfenadin, astemizol, cisaprid, pimozid hoac quinidin.

Str dung dong thoi véi cac thude e ché HMG-CoA (simvastatin, lovastatin va
atorvastatin)
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(cu thé xin xem thém Phu lyc 4).
Co ché tac dung: trong tu fluconazol.
Duwoc dong hoc:

- Hép thu chdm qua duong tiéu hda. Sinh kha dung duong udng: 54%. Mirc do hap
thu khi uong thuoc sau bira an cao hon nhiéu lan so véi khi dung thuoce lac doi.

- Thoi gian dé thudce dat ndng do t6i da trong méu 1a 4 - 5 gio (voi dang vién nén).
- Ty l& lién két véi protein huyét trong cao (> 98%).

- Thé tich phan bé 16n (394 L véi dang vién nén).

- Chuyén hoa qua con dudng glucoronid héa, it chuyén hoa qua hé CYP450.

- Thai trir chu yéu qua phan (77%) va qua nudc ticu (14%). 66% licu thai trr qua
phan dudi dang khong doi.

- Thoi gian ban thai (binh thuong/suy than giai doan cudi): 35 gio/khong doi.
- Khong bi thai qua loc mau.

Téac dung khéng mong muén:

Thuong gap:

- Noi tiét - chuyén hda: ha kali mau

- Tiéu hoa: tiéu chay, budn ndn, nén.

- Than kinh: dau dau

- Khéc: sét

Nghiém trong:

- Tim mach: kéo dai khoang QT, xo4n dinh.

- Gan mat: & mat, suy gan.

- Noi tiét: suy vo thuong than, | gonatropin mau
Ser dung ¢ phu ni co thai, cho con ba

- Phu nit ¢6 thai: khéng nén st dung, dac biét trong 3 thang dau cua thai ky. Chi st
dung trong truong hop khéng con lya chon nao khéc.

- Phu ni cho con bl: ngimg cho con ba trudc khi bit dau diéu tri bang posaconazol.
Lueu y: (voi biét dugc Noxafil vién khang acid va hdn dich udng)
- Khéng nhai/nghién vién.

- CO6 dang hdn dich ubng véi ham luong 40 mg/ml. Khong chuyén doi gitra dang
vién va dang hon dich uong do khac bi€t ve tan suat dua thuoc, anh huéng cua
thare an va nong d6 thuoc dat dugc trong mau.

e \oriconazol
Chi dinh:
- Diéu tri nhiém nam Aspergilus xam lan (lya chon uu tién).
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Diéu trj Candida méau & bénh nhan khdng giam bach cau trung tinh.

Diéu tri nhidm nim Candida xa4m lin (bao gom ca C. krusei) ¢ bénh nhan dé
khang vai fluconazol.

Dy phong nhiZm ndm xam lan & bénh nhan ghép té bao gbc co nguy co cao.

Chi dinh khdc (dwoc khuyén cdo trong Hwoéng ddn diéu tri):

Diéu tri kinh nghiém khi nghi ngo nhiém niam Aspergilus xam lan.

Du phong nhiém nam & bénh méu 4c tinh diéu tri hda tri liéu c6 giam bach cau
trung tinh kéo dai.

Chéng chi dinh:

Man cam v&i voriconazol.

Str dung dong thoi voi cac thude 1a co chat cia CYP3A4 dong thoi co nguy co
kéo dai khoang QT, vi du: terfenadin, astemizol, cisaprid, pimozid hoac quinidin.

Str dung ddng thoi véi rifampicin, carbamazepin va phenobarbital.

Str dung dong thoi véi efavirenz lieu > 400 mg/lan/ngdy hogc ritonavir liéu > 400
mg/lan x 2 lan/ngay.

Str dung dong thoi véi céc alcaloid cya 16a mach.
Str dung ddng thoi véi sirolimus.

(cu thé xin xem thém Phu luc 4).

Co ché tac dung: tuong tu fluconazol.

Duwoc dong hoc:

Hép thu nhanh va gér} nhu hoan toan qua duong tiéu hoa. Sinh kha dung duong
uong khoang 96%. Hap thu cua voriconazol giam di khi st dung thuoc cung thirc
an va khong bi anh huong boi pH da day.

Nong d6 tdi da cua thudc trong huyét thanh dat dugc trong 1 - 2 gid sau khi uéng
thudc.

Ty l¢ lién két protein huyét tuong khoang 58%.

Thé tich phan bé 16n, khoang 4,6 L/kg. Thudc duoc phan bé rong réi vao cac mo
va dich ndo tay.

Chuyén hda qua gan boi CYP2C19 (chu yéu), CYP2C9 va CYP3A4 dong thoi
cling la chat &rc ché cac enzym nay.

Thai trir chi yéu qua nudc tiéu (80%): 2% dudi dang khong doi.
Thoi gian ban thai (binh thuong/suy than giai doan cudi): 6 gio/khong doi.
Bi thai boi loc mau nhung vé&i lugng nhé, khdng can thiét hiéu chinh liéu.

Téac dung khéng mong muén:
Thuong gap:

Tim mach: tang huyét &p, phd ngoai vi.
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Da: phat ban.

Noi tiét - chuyén hoa: ha kali mau

Tiéu hoa: dau bung, tiéu chay, budn nén, non.

Gan mat: tang enzym gan.

Huyét hoc: giam tiéu cau

Than kinh: dau dau

Thi giac: md mit, so 4nh sang.

Tam than: a0 giac

H& hap: ho, chay mau cam, nhiém trang hd hap trén.
Khéc: st, viem mang nhay.

Nghiém trong:

Tim mach: ngirng tim, loan nhip tim, kéo dai khoang QT, xoan dinh.

Da: ban d6 da dang, ung thu t& bao hic t, ung thu té bao vay, hoi ching Stevens
- Johnson/Lyell.

Tiéu hoa: viém tuy.

Gan mat: r mat, vang da, viém gan, suy gan.
Mién dich: phan vé.

Than kinh: bénh n4o nhiém doc.

Thi giac: phu dia thi, viém day than kinh thi giac.
Than: suy than.

Noi tiét: suy vo thuong than, cudng/suy giap

Sir dung ¢ phu ni 6 thai, cho con ba

Phu nir ¢6 thai: khéng nén st dung, trir treong hop loi ich cho nguoi me vuot troi
nguy co trén thai nhi.

Phu nit cho con b: ngirg cho con b trudc khi bat dau diéu tri bang voriconazol.

Luu y:

Tranh l&i xe hodc van hanh may méc khi ding thude do voriconazol c6 thé gay
anh hudng den thi giac (nhin mo, s¢ anh sang) thoéang qua va cé thé hoi phuc.

Theo ddi enzym gan cta bénh nhan trudc va sau khi diéu tri bang voriconazol.
Udng thudc xa bira an, udng thude trude an 1 gid hodc sau an 2 gio.

Véi dang tiém truyén tinh mach: khéng nén st dung cho bénh nhan suy than trung
binh dén niang (CrCl < 50 ml/ph) dé phong tranh tich liiy ta duoc cyclodextrin thai
trir chu yéu qua than c6 thé gay doc tinh. Trong truong hop sir dung cho dbi tugng
nay, can theo ddi chat ché ndng d6 creatinin huyét thanh.

Isavuconazol*

Chi dinh: Biéu tri nhiém nam Aspergilus xam lan.
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Chéng chi dinh:

Man cam véi isavuconazol*.
Bénh nhan c6 khoang QT ngan c6 tinh chat gia dinh.
Str dung ddng thoi véi ketoconazol, ritonavir liéu cao (> 200 mg méi 12 gio).

Str dung dong thoi vai cac thube cam ting CYP3A4/3A5 manh (nhu rifampicin,
rifabutin, carbamazepin, dan chat barbiturat tac dung kéo dai (vi du:
phenobarbital), phenytoin) hoac cam tng CYP3A4/3A5 trung binh (nhu
efavirenz).

(cu thé xin xem thém Phu luc 4)

Co ché tac dung: tuong tu fluconazol.

Duwoc dong hoc:

Hap thu tt qua duong uéng. Sinh kha dung duong udng dat trén 98% cho phép
chuyén d6i duong tinh mach sang dudng udng.

Ty 1¢ lién két protein huyét tuong cao (> 99%).

Thé tich phan bé: 4,4 - 7,7 L/Kkg.

Chuyén hoa chu yéu qua gan boi hé CYP (CYP3A4 va CYP3AS) hoic qua phan
ung glucuronic hoa.

Thai trir qua phén (46,1%) va nudc tiéu (45,5%), chu yéu dudi dang chat chuyén
hoa.

Thoi gian ban thai (binh thuong/suy than giai doan cubi): IV: 76 - 104 gio; ubng:
56 - 77 gio/ khong c6 thong tin ve thoi gian ban thdi ¢ bénh nhan suy than giai
doan cuoi.

Téac dung khéng mong mugén:
Thuong gap:

Noi tiét chuyén hoa: ha kali méau

Tiéu hoa: tao bon, tiéu chay, budn nén, non.
Co xuong khop: dau lung

Than kinh: dau dau.

Ho hap: ho, kho tho.

Toan than: phu ngoai vi.

Nghiém trong:

Gan mat: viém gan, tic mat, ting enzym gan, suy gan.
Mién dich: phan &ng qua man.

Than: suy than.

Ho hap: suy hé hap.

Khéc: phan tng lién quan dén tiém truyén.
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Sir dung ¢ phu nir o6 thai, cho con ba

- Phu nir ¢6 thai: khong nén su dung, chi sir dung trong truong hop de doa tinh
mang va can danh gia loi ich/nguy co can than.

- Phu nit cho con bi: nén nging cho con bu khi ngudi me diéu tri bing
isavuconazol™.

Luu y:

- Vi bot pha truyén Cresemba: sau khi hoan nguyén, tién thudc isavuconazonium
(tan trong nudc) thuy phan ngay va tao thanh tua isavuconazol* khong tan, vi vay,
can st dung bo tiém truyén co bo loc bén trong (véi kich thudc 16 loc 0.2 um dén
1.2 um, 1am bang polyether sulfon). Khi pha lodng dung dich truyén, tranh rung
lic manh dé han ché hinh thanh tiéu phan.

- Véi vién nang Cresemba, khdng nhai/nghién vién.

3.2.3. Nhom echinocandin

e (Caspofungin

Chi dinh:

- DBiéu tri kinh nghiém khi nghi ngd nhiém nam Candida hoac Aspergilus xam lan.
- Piéu tri nhiém nadm Candida xam lan.

- Diéu tri nhidm ndm Aspergilus xam lan ¢ bénh nhan khéang tri hoic khoéng dung
nap vai amphotericin B, amphotericin B phic hop lipid va/hoac céc azol.

Chi dinh khdc (dwoc khuyén cdo trong Huwong ddn diéu tri):

- Du phong nhiém nam xam lan & bénh nhan ghép té bao gbc cé bénh ghép chdng
chu.

Chéng chi dinh: Man cam vai caspofungin.

Co che tac dung: Cac echinocandin wc che tong hop B (1,3)-D-glucan - thanh phan

thiét yéu trong thanh té bao cua mot s6 loai nam. Péi voi Candida spp., cac

echinocandin c6 tac dung diét ndm nhung thudc lai c6 tac dung kim ndm voi

Aspergilus Spp. Su khac biét nay do sy khac nhau vé thanh phan glucan trong mang

té bao cua cac loai nam.

Duwoc dopng hoc:

- Hap thu qua duong tiéu hda thap nén caspofungin dugc sir dung qua dudng tinh
mach.

- Ty g lién ket vai protein huyét tuong cao (97%). Nong do toi da trong md (92%)
dat dugc sau khi 1,5 - 2 ngay dung thuoc.

- Chuyén héa bing cch tu phan hiy, thiy phan chudi peptid va N-acetyl héa.
Thuoc khong phai 1a co chat, chat ic ché hay cam tng cua hé CYP450.

- Thai trir cham khoi co thé qua nuéc tieu (41%) va phan (34%). 1,4% lieu thai trix
qua nudc tieu dudi dang khong doi.

- Thoi gian ban thai (binh thudng/suy than giai doan cudi): 10 gio/khong ddi.
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- Khong bi thai qua loc mau.

Téac dung khéng mong muén:

Thuong gap:

- Tim mach: ha huyét ap.

- Da: phat ban.

- Tiéu hoa: tiéu chay.

- Ganmat: } ALAT, 1 ALAT, 1 ALP.

- Khéc: sbt, phan ng tai vi tri truyén, run.
Nghiém trong:

- Da: hoi chiing Stevens - Johnson/Lyell.

- Tiéu hoa: viém tuy.

- Gan mat: hoai tir té bao gan, suy gan.

- Mién dich: phan vé, nhidm triing huyét, séc nhiém tring.

- Than: suy than.

- H® hap: tran dich mang phdi, suy hd hap.

- Khac: phu mach.

St dung ¢ phu nér cé thai, cho con bu

- Phu nir c6 thai: khdng nén sir dung trir tredng hop thuc su can thiét.

- Phu nit cho con bu: khéng nén cho con bu khi ding thuéc.
e Micafungin

Chi dinh:

- Diéu tri nhim nam Candida xam lan.

- Dy phong nhiém nam Candida xam 1an ¢ bénh nhan giam bach cau trung tinh kéo
dai (bénh nhan c6 bénh mau ac tinh diéu tri hoa tri liéu hoac bénh nhan ghép té
bao gdc).

Chi dinh khdc (dwoc khuyén cdo trong Hwéng ddn diéu tri):
- Diéu tri kinh nghiém theo huéng nhiém nam Candida hozc Aspergilus.

- Diéu tri nhidm nam Aspergilus xdm 14n & bénh nhan khang tri hoic khong dung
nap vai amphotericin B, amphotericin B phic hop lipid va/hoac céc azol.

Chéng chi dinh: Man cam vai micafungin.
Co ché tac dung: trong tu caspofungin.
Duwoc dong hoc:

- Hap thu qua duong tiéu hoa thap nén micafungin duoc sir dung qua dudng tinh
mach.
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- Ty lé lién két vsi protein huyét twong cao (> 99%). Thudc phan bé nhanh vao céc
mo. Thé tich phan bo: 18 - 19 L.

- Chuyén héa bang nhiéu con dudng khac nhau. Micafungin la co chat cua CYP3A4
nhung day khong phai la con duong chuyéen hoa chinh cua micafungin,

- Thai trir chit yéu qua phan (71%) va nudéc tiéu (11%).

- Thoi gian ban thai (binh thudng/suy than giai doan cudi): 10 - 15 gio/khong doi.
- Khong bi thai qua loc mau.

Téac dung khéng mong muén:

Thuong gap:

- Tiéu hoa: tiéu chay, budn ndn, nén.

- Huyét hoc: giam tiéu cau.

- Than kinh: dau dau.

- Khéc: sét.

Nghiém trong:

- Tim mach: rung nhi.

- Huyét hoc: thiéu méu, tan mau, tiéu ra mau.

- Gan mat: viém gan, suy gan.

- Mién dich: phan ve.

- Than: suy than.

St dung ¢ phu nér cé thai, cho con bu

- Phu nit ¢6 thai: khdng nén sir dung trir truong hop thuc sy can thiét.

- Phy ni cho con b: can nhac loi ich/nguy co dé tiép tuc/ngimng cho con bi khi
dung thuac.

3.2.4. Nhom flucytosin
Chi dinh:
Két hop voi amphotericin B (hoic fluconazol) trong diéu tri:

- Piéu nhiém nidm Candida mau, mang tim hozc tiét niéu khi da that bai voi cac
chong nam luya chon dau tay hoac khéng dung nap véi cac thuoc nay.

- Piéu tri nhiém nam Cryptococcus than kinh trung wong hoic phoi.
Chéng chi dinh:

- Man cam véi flucytosin.

- Phu nir cho con bu.

- Sir dung dong thoi véi cac thude khang virus ¢d cu triic nucleosid tc ché khang
hoi phuc enzym dihydropyrimidine dehydrogenase (DPD) (ganciclovir,
valganciclovir, brivudin, sorivudin).
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Co ché téc dung: Flucytosin c6 tac dung kim nam va diét nam bang cach xam nhap
vao t€ bao nam thdng qua protein van chuyén mang te bao, tao thanh chat chuyén hoa
cd hoat tinh, rc ché tong hop DNA va RNA, tir d6, uc ché tong hop protein cua té
bao nam.

Duwoc dong hoc:

- H:Qip thu nhanh va gan nhu hoan toan qua duong tieu hoa. Sinh kha dung duong
uong khoang 76 - 98%. Thure an lam giam toc d6 hap thu nhung khong anh huong
den muc do hap thu.

- Nong do t6i da cua thudc trong huyét thanh dat dugc trong 1 - 2 gio sau khi uong
thuoc nhung cham hon & bénh nhan suy than (4 - 6 gio).

- Ty I lién két protein huyét tuong khoang thap (< 5%).

- Thé tich phan b6 I6n, khoang 0,5 - 1 L/kg. Thude dugc phén bd rong rai vao cac
md va dich co thé. Thudc dat nong do dicu tri ca trong dich ndo tuay.

- Chi mét luong nho flucytosin dugc chuyén hda béi cac enzym trong rudt tao thanh
5-fluorouracil (5-FTU).

- Thaitru chu ){éu qua nudéce tiéu: 90% dudi dang khong doi. Nong do caa flucytosin
trong nudce tiéu gap 100 lan nong d6 trong huyét thanh & nguoi cd chirc nang than
binh thuong.

- Thoi gian ban thai (binh thuong/suy than giai doan cudi): 4/85 gio.
- Bi thai nhanh qua loc mau.

Téac dung khong mong muén:

Thuong gap:

- Tiéu hoa: dau bung, tiéu chay, budn non, non.

- Than kinh: nham lan, dau dau.

- Tam than: 4o giac

Nghiém trong:

- Tim mach: doc tinh trén tim

- Tiéu hoa: xuat huyét tiéu hoa

- Huyét hoc: giam bach cau, giam tiéu cau, ac ché tuy xuong
- Than: suy than

Sir dung ¢ phu ni co thai, cho con ba

- Phu nir c6 thai: khéng nén sir dung, dac biét trong 3 thang dau thai ky. Chi st
dung trong truong hop de doa tinh mang va khéng c¢6 lua chon nao khac.

- Phu nit cho con bu: chéng chi dinh.
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CHUONG 4. PIEU TRI NHIEM NAM XAM LAN
4.1. Nhiém nim Candida xam lin
Theo phan loai, bénh nhiém Candida xam lan duoc chia 1am 3 loai:
Nhiém Candida mau don doc, nhiém Candida mau xam IAn m6 sau va nhiém Candia
xam lan m6 sdu co cay mau am tinh.
4.1.1. Piéu tri nhiém Candida mau don doc

Nhiém Candida m4u don doc duoc dinh nghia 1a khi phat hi¢n ra trong mau cé nam
Candida, tuy nhién khong tim thay nhiem Candida tai mot vi tri md sau nao khac cua
co thé.

a. Piéu tri dac hiéu

Diéu tri dic hiéu (diéu tri dich) chi dinh khi chan doan chic chan nhiém nim xam
lan.

e Nhém BN khéng c6 giam bach cau hat, khong ghép té bao goc tao mau

Lua chon vu tién:

Caspofungin véi liéu nap 70mg, sau d6 duy tri 50mg hang ngay.
Hogc Micafungin 100mg hang ngay.
Hogc Anidulafungin® véi liéu nap 200mg, sau d6 duy tri 100mg hang ngay

Lua chon thay thé: Fluconazole c6 thé lua chon thay thé cho echinocandin trong truong
hop bénh nhan khdng niang va nhiém loai Candida khong khang fluconazole. Udng
hoac truyén tinh mach vai liéu nap 800mg (12mg/kg), sau d6 duy tri 400mg (6mg/kg)
hang ngay. Puong tinh mach dwoc chi dinh néu khéng dimg dwege dwong uong

Lua chon khéc:

Dan xuat lipid caa Amphotericin B (3 -5 mg/kg/ngay) duoc chi dinh khi bénh nhén
khong dung nap hoic khang véi cac thue chdng nam khac.

Khang nam do véi azole: can chi dinh cho tat ca cac chung Candida phan lap duoc.

Khéang nam dé véi echinocandin nén 1am & bénh nhan truée d6 da duoc diéu tri
bang echinocandin va bénh nhan nhiem C. glabrata hoac C. parapsilosis.

Xudng thang diéu tri

Tur echinocandin sang fluconazole (thwong sau 7 ngay) ¢ bénh nhan lam Sang 6n dinh,
loai Candida nhay véi fluconazole (vi du C. albicans) va cidy mau sau diéu tri khoi
dau véi thude chéng nam cho két qua am tinh.

O bénh nhan nhidm C. glabrata nhay cam véi fluconazole hoac nhay cam véi
voriconazole nén chuyéen dung liéu cao fluconazole 800mg (12mg/kg)/ngay hoac
voriconazole 200 — 300mg (3 — 4 mg/kg) hai lan/ngay.

Thay thé tir Amphotericin B sang fluconazole sau 7 ngay ¢ bénh nhan nhay véi
fluconazole c6 1am sang 6n dinh va cay mau sau diéu tri khdi dau bang thuoe chong
nam cho két qua am tinh.
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Voriconazole 400mg (6mg/kg) hai Ian/ngay cho 2 liu sau do duy tri 200mg (3
mg/kg) hai lan/ngay nén duoc lya chon diéu tri xudng thang dudng udng & bénh nhan
nhiém nam C. krusei.

- Tat ca bénh nhan nhiém nam Candida mau khéng giam bach cau nén duoc kham
chuyén khoa mat trong tuan dau tién sau chan doan.

- Néu c6 diéu kién, co thé cay mau cach 2 ngay dé xac dinh thoi diém khéng con
nam Candida trong mau.

- O bénh nhan c6 catheter tinh mach trung tam, néu nghi ngd nhiém Candida mau
lién quan catheter nén rat catheter cang sém cang tot.

Thoi gian diéu tri nhiém nam Candida mau khéng kém theo nhiém Candida xam
lan mé sau la 2 tuan sau khi cay mau cho két qua &m tinh va cai thién triéu ching do
nam Candida.

e Bénh nhan c6 giam bach cau hat hoic ghép té bao gbc tao mau

Lua chon vu tién:

Caspofungin véi liéu nap 70mg, sau d6 duy tri 50mg hang ngay.
Hoac Micafungin 100mg hang ngay.
Hozc Anidulafungin® véi liéu nap 200mg, sau dé duy tri 100mg hang ngay

Lua chon thay thé: Dan xuat lipid caia Amphotericin B (3 -5 mg/kg/ngay) dugc chi
dinh khi bénh nhan khdng dung nap hoac khang véi cac thudc chéng nam khac.

Lua chon khéc:

Fluconazole c6 thé lya chon thay thé cho echinocandin trong trudng hop bénh nhan
khong nang va nhiém loai Candida khéng khang fluconazole. Udng hoac truyén tinh
mach véi liéu nap 800mg (12mg/kg), sau do duy tri 400mg (6mg/kg) hang ngay.
Puong tinh mach dwoc chi dinh néu khéng ding dwoe dwong uong

Khang nam do véi azole: can chi dinh cho tat ca cac chung Candida phan lap duoc.

Khang nam do véi echinocandin nén Iam & bénh nhan trude d6 da dugce dieu trj

bang echinocandin va bénh nhan nhiem C. glabrata hoac C. parapsilosis.

Xudng thang diéu tri

- Fluconazole 400mg (6mg/kg/ngay) duoc sir dung dieu tri xuong thang trong giai
doan giam bach cau khi Iam sang bénh nhan 6n dinh va mac cac ching nhay cam.

- Diéu tri bang voriconazole 400mg (6mg/kg) hai Ian/ngay trong 2 ngay, sau d6 duy
tri 200 — 300 mg (3 — 4 mg/kg) hai lan/ngay co thé dung diéu tri xudng thang & bénh
nhan giam bach cau c6 tinh trang 1am sang 6n dinh, chung Candida phan lap duoc
nhay cam véi Voriconazole, cdy mau lai tim nam am tinh.

- Déi voi nhiém C. krusei, echinocandin, dan xuét lipid cua amphotericin B hozc
voriconazole dugc khuyén cao str dung.

Thoi gian diéu tri nhiém nam Candida mau khong kém theo nhiém Candida xam

lan md sau la 2 tuan sau khi cay mau cho ket qua am tinh va cai thién triéu ching do

nam Candida va cai thién tinh trang giam bach cau.
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- Kham mét phat hién nhim niam hic mac va thuy tinh thé ngay khi bach Cau phuc
hoi vé gia tri binh thudng. Soi day mat trong tuan dau tién sau khi bach cau hoi
phuc Vé gi4 tri binh thuong.

- O bénh nhan giam bach cau, nguon nhiém Candida hay gap thuong khong phai
la catheter tinh mach trung tam. Do d6 can nhac rat catheter tuy thugc tung truong
hop.

b. Biéu tri kinh nghiém

Diéu tri kinh ‘nghiém chi dinh khi chan doan "nhiéu kha ning" hoic chan doan "co
thé" nhidm nim xam lan. Diéu tri kinh nghiém giup cho viéc dleu tri duoc tién hanh
som, va do d6 tang kha nang thanh cong trong diéu tri nhiém nam xam lan.

e Bénh nhan bénh méu ac tinh c6 hoa tri, hay ghép té bao goc tao mau, c6 giam BC
hat, s6t > 380C va ding khang sinh khéng phai dudng udng > 96 gid

- Nhitng bénh nhan cé sét va giam bach cau, trude d6 da duoc diéu tri khang nam
hoac diéu tri du phong nhiém nam, hoac kem theo dau hiéu ton thuong cac co
quan.

+ Caspofungin truyén TM liéu nap 70mg, sau d6 duy tri 50mg hang ngay (can
nang < 80kg)

+ Hoac micafungin 100mg hang ngay
+ Hoic Anilafungin liéu nap 200mg, sau d6 duy tri 100mg hang ngay
Néu tinh trang 1am sang khong cai thién sau 3 — 5 ngay diéu tri, cAn nhic dung
Amphotericin B liposomal™ 3-5mg/kg/ngay
- Nhiing bénh nhan chi c6 sét, giam bach cau, trudc do chua diéu tri dy phong
nhiém nam:

+ Fluconazole 800mg (12mg/kg) lidu ddu, sau d6 duy tri 400mg/ngay
(6mg/kgingay). Buong tinh mach dwoc chi dinh neu khong ding dwoc duong
uong

+ Hoac Posaconazole 300mg/ngay

+ Hoidc Voriconazole 400mg (6mg/kg) hai lan/ngay cho 2 licu sau d6 duy tri
200mg (3 mg/kg) hai lan/ngay

Néu tinh trang 1am sang khong cai thién sau 3 — 5 ngay diéu tri, cAn nhic dung
Amphotericin B liposomal™ 3-5mg/kg/ngay

e Bénh nhan khong c6 bénh méau &c tinh

bidu trj kinh nghiém nhiém Candida xam lan c6 thé dugc dit ra khi bénh nhan c6
mot hay nhicu cac bénh pham khong vo trung cay ra nam Candida, Candida Score >
3 va/hodc thoa man cac yeu to tién doan Ostrosky - Zeichnet kem theo cac yeu to lam
sang goi y dén nhiem nam Candida.

Lua chon uu tién:

Caspofungin véi liéu nap 70mg, sau d6 duy tri 50mg hang ngay.
Hogc Micafungin 100mg hang ngay.
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Hogc Anidulafungin® véi liéu nap 200mg, sau d6 duy tri 100mg hang ngay

Lua chon thay thé: Fluconazole liéu nap 800mg (12mg/kg), sau d6 duy tri 400mg
(6mg/kg) hang ngay néu bénh nhan chwa duoc dung thudc nhém azole va khong co
chung Candida cu tru khang azole.

Lua chon khéc: Dan xuét lipid caa Amphotericin B (3 - 5 mg/kg/ngay) duoc chi dinh
khi bénh nhan khéng dung nap véi cac thuoc chong nam khéc.

Thoi gian diéu tri kinh nghiém bénh nhan nghi ngo nhiém Candida xam lan giong
nhu diéu tri dac hiéu.

Bing 4.1. Phic db diéu tri hdi chimg nhiém Candida xam lin

Piéu tri ban dau Piéu trj thay thé Piéu trj khac
- Caspofungin véi liéu nap | Fluconazole ¢ nhitng | Dan xuat lipid cua
70mg, sau d6 duy tri 50mg | bénh nhan khong co6 | Amphotericin B (3 — 5
hang ngay. biéu hién 1am sang va | mg/kg/ngay) duoc chi
- . . khong c6 nhiém loai | dinh khi bénh nhan
) Ea(:]a; nggglll'cafungm 100mg Candida khang | khong dung nap hodc
fluconazole. uong | khang véi céc thuoc
- Hogc Anidulafungin® véi hodc truyén tinh mach | chéng ndm khéc.
licu nap 200mg, sau d6 duy | vgi lidu nap 800mg
tri 100mg hang ngay (12mg/kg). Sau d6 duy
tri  400mg (6mg/kg)
hang ngay.

C. Diéu tri thuoc khang nam o nhom bénh nhdn co nguy co cao

< Diéu tri dy phong nhiém Candida xam lan & cac don vi hdi suc cap cau, trén
bénh nhan khéng c6 bénh méau &c tinh:

Piéu tri dy phong khong dugc khuyén cdo ap dung thuong quy ¢ bénh nhan ning,
tuy nhién trong nhitng don vi hoi sirc cap cuu ¢6 ty 1€ nhiem Candida xam lan tir 5%
tré 1€n, can diéu tri du phong cho cac bénh nhan cé nguy co cao.

- Lua chon uu tién: Fluconazole 800mg (12mg/kg) liéu nap, duy tri 400mg/ngay
(6mg/kg/ngay)

- Lua chon thay thé:

+ Hoac Caspofungin véi liéu loading 70mg, sau d6 duy tri 50mg hang ngay

+ Hoac micafungin 100mg hang ngay.

+ Hoac anidulafungin” véi liéu loading 200mg, sau d6 duy tri 100mg hang ngay.
< Diéu tri du phong nhiém Candida xam lan & bénh nhan c6 bénh méu 4c tinh:

Bénh nhan leukemia cap dong tuy, roi loan sinh tiy dugc dieu tri hda chat giai doan

tan céng, nhat la c6 nhiém nam niém mac duong tiéu hoa, can dugc dicu tri du phong

nhiem Candida xam lan.

- Lua chon uu tién: Fluconazole 400mg/ngay (6mg/kg/ngay)

- Luva chon thay thé: itraconazole, voriconazole, posaconazole, micafungin,
caspofungin, hoac anidulafungin®*.
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Trudng hop nghi ngo nhim nam soi, khong dung fluconazole vi khong c6 tac dung
trén ndm soi (huéng dan cu thé xin xem phan " Nhiém Aspergillus xam Ian").

d.

Piéu tri ciru canh

Chi dinh khi tinh trang nguoi bénh tién trién x4u di ngay khi dang diéu tri thudc
khang nm, tuy nhién trude khi két luan nguyén nhan xau di do thubc khang nim
khong c6 hiéu qua can phai xem xét ki ludng tong thé cac yéu té lién quan nhu;
murc d nang, tbe do va su lan rong cua nhidm khuan, cac bénh Ii phdi hop nham
muc dich loai trir tién trién xau d6 1a do cac cin nguyén mai.

Chién luogc diéu tri ciru canh bao gom (i) thay doi thuoc khang nam thudc cac
nhom khac nhau co tac dung; (ii) diéu chinh hodc ddo ngwoc tinh trang c ché
mién dich néu c6 thé; (iii) phau thudt cat bé té chic hoai tir trong cdc truwong hop
coO chi dinh.

C6 thé thém thuoc khang nam vao ligu phap khang nam hién tai hoac c6 thé phéi
hop cac thudc khang nam khac nhom

Khi thay doi thuéc khang nam vi tac dung phu cua thudc, tranh thay céc thudc
khang nam mai c6 tac dung phu tuong tu.

4.1.2. Nhiém ndm Candida xam l4n co quan khac:

Nhiém nam Candida cac co quan khac ngoai mau bao goém: nhiém Candida noi
tang (gan, lach), nhiem Candida 6 bung, nhiem Candida ndi tim mac, nhiem
Candida co xuong khap....

a. Nhiém Candida xém ldn néi tang

Bang 4.2: Piéu tri nhiém nim Candida x4m l4n ndi tang (gan, lich)

Piéu tri ban dau

Dan xuat lipid caa Amphotericin B 3-5mg/kg/ngay

Hogc Caspofungin liéu nap 70 mg, sau d6 50 mg/ngay

Hogc Micafungin 100 mg/ngay

Hogc Anidulafungin® 200mg liéu nap, sau d6 100 mg/ngay trong vai tuan.

Piéu tri duy tri

Fluconazole duong uéng 400 mg (6 mg/kg) hang ngay

Diéu tri duy tri cho dén khi cac tén thuong cai thi¢n dya vao chan doan hinh anh,
thuong la vai thang. Ngtrng dicu tri sém c6 thé dan dén tai phat.

Néu c6 chi dinh hoa tri liéu hozc cay ghép té bao tao mau, khong nén tri hoan diéu
tri ma nén ket hop vai diéu tri thudc chong nam.

Bénh nhan sét cao kéo dai cd thé dung thudc corticoid hoac NSAIDs trong 1 — 2
tuan.

Nhiém ndm Candida trong é bung

Diéu tri thuc chéng nam theo kinh nghiém cho bénh nhan c6 nguy co nhiém nim
Candida va c6 bang chirng 1am sang nhiém trting 6 bung gom phau thuat 6 bung
gan day, ro hau mon hoac viém tuy hoai t.
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- Diéu tri nhidm nim Candida trong 6 bung bao gdm kiém soét nguédn lay két hop
dan Iuu va/hoac lam sach 6 bung.

- Dieu trj thudc chéng nam tuong ty diéu tri nhiém nam Candida méau hodc diéu tri
theo kinh nghiém & bénh nhan ICU khdng c6 giam bach cau.

- Thoi gian diéu tri dya vao viéc kiém soat ngudn lay va dap wng 1am sang.
C. Nhiém nam Candida ndi tam mac

Bang 4.3: Piéu tri nhiém nim Candida ndi tim mac ddi véi van tw nhién

Piéu tri ban diu

Dan xuét lipid cua Amphotericin B 3-5 mg/kg/ngay, ¢ hodc khong co flucytosine
25 mg/ kg 4 lan hang ngay

Hogc Echinocandin duong uéng liéu cao (Caspofungin 150 mg/ngay, micafungin
150 mg/ngay, hoic anidulafungin® 200 mg/ ngay)

Piéu tri duy tri

Fluconazole 400-800 mg (6-12 mg/kg)doi vai bénh nhan mac chung Candida c6
nhay cam véi thuoc, 1am sang on dinh va xét nghiém méau am tinh vagi Candida
HogcVoriconazole duong uong 200-300 mg (3-4 mg/kg) hai lan/ngay Hogc
Posaconazole duong uong 300 mg/ngay ¢ bénh nh&n mac chung khong nhay cam
v6i Fluconazole

- Diéu tri tiép tuc thudc chong nam it nhat 6 tuan sau phau thuat thay van hogc dai
hon ¢ bénh nhé&n &p xe van va bién chung khac.

- O bénh nhan khong thé thay van, kéo dai thoi gian diéu tri véi fluconazole 400-
800 mg (6-12 mg/ kg/ ngay).

d. Nhiém ndm Candida xwong khép
Bing 4.4: Piéu tri nhiém nim Candida co xwong khép
Piéu tri thay thé Piéu tri khac

Piéu tri ban dau

DAn xuat

Fluconazole 400 mg (6 mg/ kg/
ngay) trong 6-12 thang Hodgc
Echinocandin  duong  uéng
(caspofungin 50-70 mg/ ngay,
micafungin 100 mg/ ngay, hoac
anidulafungin® 100 mg/ ngay)
trong it nhat 2 tuan. Can nhac
chuyén sang fluconazol udng
véi lidu twong duong khi diéu
kién lam sang cho phép

Lipid cua
Amphotericin B 3-5
mg/ kg/ ngay it nhat 12 2
tuan.

Phau thuat thao khap,
dan luu, thao khép gia
duoc chi dinh trong tat
ca cac truong hop
viém khop hoai tir

Diéu trj duy tri: fluconazole 400 mg (6 mg/ kg/ ngay 6-12 thang

4.1.3. Nhiém nim Candida mau c6 kém theo xam 14n co quan khéc
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Bing 4.5. Pi¢u tri nhiém nim Candida mau cé kém theo xAm lin cic co quan khic

Vi tri

Thube diéu tri

Thube diéu tri

Thoi gian diéu tri

mau kém viém
noi tam mac

Candida noi tam
mac

Candida noi tam
mac

ban diu duy tri
Nhiém Candida | Nhu nhiém Fluconazole duong | Vai tuan
mau kem xam lan | Candida mau uong 400mg
noi tang (6mg/kg) hang

ngay

Nhiém Candida | Nhu nhiém Nhu nhiém Dua vao viéc kiem
mau kem xam lan | Candida mau Candida méau soat nguon lay va
0 bung dap tng lam sang
Nhiém Candida | Nhu nhiém Nhu nhiém It nhét 6 tuan sau

phau thuat thay
van.

Kéo dai hon 6 tuan
& nhdm bénh
nhan: ap xe van,
khong phau thuat
thay van

Nhiém Candida
mau kém theo
viém xuong khop

Nhu nhiém
Candida mau

Fluconazole
400mg(6mg/kg)
hang ngay

6 -12thang

4.2.

Bénh nhiém ndm Aspergillus (Aspergillosis) chia lam 3 loai: (1) nhiém nam
Aspergillus xam ldn — Invasive Aspergillosis — IA; (2) nhiém ndm Aspergillus man
tinh — chronic form of Aspergillosis; (3) thé di izng do Aspergillus - allergic form of
Aspergillosis. Trong nhidm Apergillus xam lan, c6 dén 85% cac truong hop nhiém
Aspergillus tai phoi va khoang 15% ngoai phdi, c6 thé gap ¢ cac co quan than kinh
trung wong, mat, C4C xoang, ndi tim mac, tiiy xuong, da, phiic mac, tiéu hda, than, tai
va ming ...

4.2.1. Diéu tri nhiém Aspergillus phoi (IPA)

a. Biéu tri dac hiéu

Nhiém Aspergillus xAm lan

Diéu tri dic hiéu (diéu tri dich) chi dinh khi chan doan chic chin nhiém nim xam
lan.

Nhom bénh nhan khdng cé giém bach cdu hat, khéng ghép té bao géc tao mau

Lua chon uu tién:
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- Voriconazole 6mg/kg moi 12h truyen TM trong ngay 1, sau d6 4mg/kg truyen
TM méi 12h trong cac ngay tiép theo. Can nhic chuyen sang voriconazol uéng
véi lidu twong dwong khi diéu kién 1am sang cho phép

- Hoic Isavuconazole* 200mg mdi 8h cho 6 liéu dau, sau d6 200mg/ngay.
Lya chon thay thé:

- Amphotericin B liposomal* 3mg/kg/ngay truyén TM, téi da c6 thé t6i
5mg/kg/ngay

- Echinocandin khdng khuyén céo lya chon diéu tri dau tién, diing khi c6 chong chi
dinh véi cac thuoc nhém azole: Caspofungin 70mg/ngay truyen TM trong ngay
1, sau d6 50mg/ngay truyén TM.

Nhém bénh nhan gi@m bach cau hat, khdng ghép té bao géc tao mau

+ lsavuconazole* 200mg, truyen tinh mach 3 lan/ngay trong 1 — 2 ngay dau, sau
d6 uong 200mg/ngay.

Nhém bénh nhan ghép té bao géc teo mau khac loai (c6 gi@m bach cau hgt) va
nhém bénh nhan ghép té bao goc tgo mau khac loai (khong gi@m bach cau hgt) va
nhém khac khdng giam bach cau hat CAC Mikc wu tién giam dan:

+ Voncqnazole truyén tinh mach 6 mg/kg mdi 12 gio hoic udng 400mg trong
ngay dau, sau do6 2 — 4 mg/kg tinh mach

+ Hoic Amphotericin B liposomal* 3mg/kg. Téi da c6 thé toi 5 mg/kg/ngay

+ Hodc phdi hop gitra voriconazole khéi dau 6mg/kg sau d6 4 mg/kg 2 lan/ngay,
sau 1 tuan chuyén uong 300mg 2 lan/ngay phoi hop cung Anidulafungin*
200mg/100mg

+ Hodc Caspofungin 70mg tinh mach ngay dau, cac ngay sau 50mg (cho bénh
nhan dudi 80kg), hodc Itraconazole truyen TM 200mg moi 12 gio trong nay
dau, sau d6 200mg cac ngay sau.

+ Hoac Amphotericin B phtic hop lipid 5mg/kg, hodc Amphotericin B
deoxycholate 0,5 - 1 mg/kg/ngay. Toi da co6 thé téi 1,5mg/kg/ngay

Nh6m bénh nhén c6 ho mdu de doa tinh mang: ap dung céc bién phap diéu trj két
hop (nGt mach phoi hodc phau thuat cam mau).

Nhiém Aspergillus khi phé quan xam lén: ding thuéc khang nam nhém azole néu
con nhay cam, hoac amphotericin B nhii dich lipid.

Luu y: han ché t0i thiéu céc tac dong thiic day tinh trang suy giam mién dich (héa
chat hoac cac thuoc e ché mién dich & cac bénh nhan ghép), nén két hop loai bo t6
chuc hoai tir bang bién phap néi soi khi phé quan (tuy tung trueong hop cu thé néu cé
chi dinh).

Thoi gian diéu tri khang nam tdi thiéu 6-12 tuan. C6 thé diéu tri dai hon phu thudc
vao murc d6 va thoi gian e ché mién dich, co quan nhiem nam va bang ching ve cai
thién bénh trén 1am sang va chan doan hinh anh.
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Bang 4.6: Phac d6 diéu tri hoi chirng nhiém nam Aspergillus x4m l4n phdi

Lwa chon wu tién

Lwa chen thay
the

Lwa chon khac

Voriconazole  6mg/kg
mdi 12h truyén TM
trong ngay dau sau d6 4
mg/kg truyén TM mdi
12h trong céc ngay tiép
theo

Hoac voriconazole
duong udng 400mg
ngay dau, nhiing ngay
sau 200-300mg

Bénh nhan giam bach
ciu hatt uwu tién
Isavuconazole® 200mg
truyén TM mdi 8gid
trong 48 gio dau, sau do
200mg.ngay (6 thé
uéng)

AmB liposomal 3
mg/kg ngay
truyén TM.
Itraconazole
200mg moi  6h
truyén TM

ABLC 5mg/kg/ngay truyén TM.
Hoac cAmB 0,5 - 1mg/kg/ngay

Hodc Caspofungin 70mg/ngay dau
roi 50mg/ngay, cac ngay tiep theo
Hoac Micafungin 100-150mg/ngay,
truyen TM

Hodc Posaconazole dudng udng
600mg/ngay chia 2-3lan

Hodc Itraconazole duong uéng
200mg moi 12h

AmB liposomal: Amphotericin B liposomal,

ABLC: amphotericin B phuc hop lipid;

cAmB: amphotericin B thong thuong (dang deoxycholate). cAmB nguy co doc voi
gan, than, mat, roi loan dién giai dan dén rung that. Trong nhitng trueong hop nay can
lva chon Amphotericin B liposomal™ hoic ABLC.

b. Biéu tri kinh nghiém

Diéu tri kinh nghiém chi dinh khi chan doan "nhiéu kha ning" hoic chan doan "co

thé" nhidm nam xam lan.

Piéu tri kinh nghiém gitp dap tGng tiéu chi diéu tri sém, do d6 ting kha ning thanh
cong diéu tri va dé ap dung cho cac quan thé bénh nhan dic thu, hoic cac bénh nhan
c6 nguy co nhiém Aspergillus phdi xam lan cao hoic cac truong hop sét véi dinh
huéng nhiém nam Aspergillus.

- Vi nhém bénh nhan mau 4c tinh c6 hoa tri, hay ghép té bao gbc tao mau, giam
bach cau hat, sét > 38°C va dung khang sinh dudng tiém > 96 gio khong cai thién
triéu ching 1am sang. Cac thuoc lua chon diéu tri theo thir tu vu tién

+ Voriconazole 6mg/kg truyén TM 2 lan/ngay hoac uong 400mgx2 lan/ngay cho
ngay dau tién, cac ngay sau 4mg/kg truyén TM hoac uong 200-300mgx 2

lan/ngay.

+ Amphotericin B liposomal” 3mg/kg/ngay truyén TM; amphotericin B phirc
hop lipid 5mg/kg/ngay hoac cAmB 0,5-1mg/kg/ngay

+ Itraconazole 200mg, truyén TM 2 lan/ngay
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+

+

Caspofungin truyén TM 70mg ngay dau, cac ngay sau 50mg (Vi can ning <
80kg)

Micafungin 100mg/ngay

Bénh nhan co sét, ton thuong phoi da 1am cac xét nghiém loai trir nguyén nhan
nhu do lao ..., khong dap (ng véi diéu tri khang sinh & mot sé6 nhdm bénh nhan
chon loc duéi day: thudc khang nim dau tay 1a voriconazole, thuéc thay thé diéu
tri la amphotericin B

+

+ + + +

+

Trén phim MS-CT nguc ¢6 tham nhiém méi, va/hoic cd tén thuong tic mach
(cat cut) hoac ton thuong an mon mach mau, c6 ho ra mau.

Bénh nhan khong c6 bénh 1y 4c tinh nhung ndm & khoa cé mat do bao tu
nam>25 CFU/m3

Bénh nhan ghép tang dic (gan, than, phdi). Ung thu

Bénh nhan diéu trj corticosteroid kéo dai trén 3 tuan hoic thudc (rc ché mién
dich.

Co dia nghién ruou, lam dung ruou
COPD hoac bénh phéi man véi thay di cau tric phoi
ARDS tién trién

Bénh nhan xo gan nam tai khoa Hoi stc qua 7 ngay. Suy gan. Bénh viém phoi
do vi rut cim

Mac cac bénh nang dang diéu tri tai khoa hoi strc: bong nang, phau thuat tiéu
hoa phuc tap hoac ¢o bién ching, suy dinh dudng.

Nhom bénh nhan ghép tang dic, ghép tim va ghép phoi.

Diéu tri thuoc khang nam ¢ nhom bénh nhdan co nguy co cao

Nhom bénh nhan khdng c6 bénh vé té bao mau ac tinh.

Ghép tang dic (gan, than, phdi...):

+

+

+

Nam & khoa c6 mat d6 bao tar ndm nam trong khdng khi Aspergillus cao

Bénh nhan ghép dang diéu tri cAc thuoc trc ché mién dich, trudc ghép 2-4 tuan
cd diéu tri corticosteroid, thai ghép cap hoac man, hoac cé bach cau da nhan
trung tinh trong mau dudi 500/ml.

Nhan tang cua ngudi mac CMV hoic tang ghép bi thiéu mau kéo dai

Nguoi nhiém HIV ¢6 sé lugng CD4 < 100 té bao/ml, hoic giai doan 1am sang 3
hoac 4.

Bénh nhan ¢ don vi hdi sic cap ctu:

+

+

Suy gan cap, bong dién rong, nhidm tring ning, suy dinh dudng

Bénh nhan COPD c¢6 1 trong cac dic diém: diéu tri corticosteroid liéu cao kéo
dai, khong dap rng vai thuoc khang sinh dang dicu tri

Lam sang: sot kéo dai >96 git khong dap tng véi khéng sinh pho rong, hoic
c6 giam bach cau trung tinh <500/ml
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Bénh nhan dang diéu tri cac thudc e ché TNF-a, cac thudc khang thé don dong
(rituximab, basiliximab, daclizumab...)

Thubc diéu tri;
+ Caspofungin 70 mg ngay dau, tiép theo 50 mg/ngay

+ Amphotericin B liposomal* 3 mg/kg hoac amphotericin B phuc hop lipid 5
mg/kg/ngay

+ Voriconazole 6 mg/kg x 2 lan/ngay truyén tinh mach (uong 400 mg x 2
lan/ngay) ngay 1, sau d6 4 mg/kg x 2 lan tu ngay thur 2 tinh mach, (uong 200-
300 mg x 2 lan/ngay).

+ Itraconazole 200 mg/ngay truyén tinh mach
Nhém bénh nhan mic bénh té bao mau &c tinh

Bénh nhan mac mét trong cac bénh: té bao mau &c tinh (bénh bach cau cap...),
ghép tay dong loai, roi loan sinh tuy co bach cau trung tinh dudi 0,5x109/1, kéo
dai > 7 ngay.

Thubc:

+ Posaconazole 200 mg 3 lan/ngay nhii dich uong hodc 300mg x 4 lan/ngay
(khuyén céo A).

+ Amphotericin B liposomal* 12.5 mg x 2/tuan khi dung (khuyén co B)

+ Hodc voriconazole 200 mg x 2 lan/ngay, micafungin 50mg/ngay (khuyén céo
C).

4.2.2. Diéu tri nhiém Aspergillus ngoai phoi

a. Nhiém Aspergillus mdu

Binh thuong hiém khi phan lap dugc nam Aspergillus trong mau.

Nhom bénh nhan nhiém Aspergillus xam lan ¢ ty 1& ton thuong & nhiéu co quan
va tinh trang s6¢ nhiém khUan phai duy tri thuéc van mach cao, ty 18 tir vong ¢
nhém nay rat cao. Cac yeu t6 nguy co cua nhdm bénh nhan nay bao gom dai
duong, COPD, dung thudc trc ché mién dich kéo dai, tinh trang nhiém khuan nang,
ung thu, ghép tang dac...

Diéu tri giéng nhu véi nhidm nam Aspergillus xam lan phoi.

b. Nhiém Aspergillus ngoai phéi khdc

Bang 4.7. Piéu tri nhiém Aspergillus ngoai phéi

Co quan nhiém Piéu tri lwa chon wu tién | Pidu tri Piéu tri khac
nam Aspergillus thay the
xam lan
Than kinh trung Voriconazole 6mg/kg mdi | AmB
uong (TKTU) 12h truyén TM ngay 1, sau do | liposomal

4 mg/kg truyen TM moi 12h
cac ngay ticp theo
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Co quan nhiém

biéu tri lwa chon wu tién

Piéu tri

Piéu tri khac

nam Aspergillus thay thé
xam lan
Hodc voriconazole udng
400mg ngay 1, nhirtng ngay
sau 200-300mg
Tim (viém noi tdm | Nhu nhiém nam TKTU AmB Két hop phdu thuat van
mac, mang ngoai liposomal | tim, dé phong tac mach.
tim, co tim) Xem xét thuoc khégg
nam suot doi sau phau
thuat van tim
Viém khop, viém Nhu nhiém ndm TKTU Nén két hop can thigp
tuy xuong phau thuat
Noi nhan Nhu nhiém nam TKTU | Amphoteri | Két hop tiém dich kinh
duong uong/TM cinB Amphotericin B
deoxychol | deoxycholate
ate
Xam lan xoang miii | Nhu nhiém nam TKTU AmB Phau thuat cit u nam
liposomal
Tai (viém tai gitra) | Khang nam tai chd, boi, lam | Boi axit Lam sach dng tai, két
thuoc. Nhiém triing ning: boric tai hop phau thuat
voriconazole toan than
Phlic mac Nhu nhiém nim TKTU R0t cé4c thiét bi trong o
duong toan than bung, boé loc méu phuc
mac
Da Nhu nhiém nim TKTU Nén kép hop diéu tri tai
chd, phau thuat néu can
Da day, thuc quan, | Nhu nhiém nim TKTU AmB Phau thuat du phong
rudt, rudt, gan liposomal | xuat huyég, thuang, tac
khi nhiém | ngh&n, nhoi mau
nam gan

Than (t6n thuong
nhu mo than, tac
nghé&n ni¢u quan...)

Nhu nhiém nim TKTU

Giac mac

Piéu tri tai chd: nho
voriconazole, natamycin 5%

4.2.3. Mot s6 luu y trong diéu tri nhiém nam Aspergillus

a. Dieu tri ciru canh

- Chi dinh khi tinh trang ngudi bénh tién trién x4u di ngay khi dang diéu tri thuéc
khang nam, tuy nhién trugc khi ket luan nguyén nhan xau di do thuoc khang nam
khong co hiéu qua can phai xem xét ky ludng tong thé cac yeu to lién quan nhu;

60




mirc d6 nang, toc do va su lan rong cua nhiém khuan, céc bénh Ii phdi hgp nham

muc dich loai trir tién trién xau d6 1a do cac can nguyén mai.

Chién lugc diéu tri ciru canh bao gom (i) thay doi thuoc khang nam thugc cac

nhom khac nhau co tac dung; (ii) diéu chinh hodc ddo nguoc tinh trang ic ché

mién dich néu cé thé; (iii) phau thugt cat bé té chire hogi tir trong cdc truong hop

co chi dinh.

C6 the phoi hop cac thude khédng nam khac nhém néu nhiém nam Aspergillus xam

lan khang tri (xem phan 3.2).

Khi thay d6i thudc khang ndm vi Iy do tac dung phu cia thuoc, tranh thay cac

thuoc khang nam mai c6 tac dung phu tuong tu.

St dung thude khang nam nhém triazole cho ligu phap dieu tri ctru canh can xem

xét tong thé: khang nam triazole da dung trudce do chua, yeu to vat chu, cac yeu

to duoc luc hoc cua thuoc va kha nang dé khang véi thuoc khang nam triazole.

Cac bién phap cai thién hay dao ngugc mién dich trong diéu tri ciu canh:

+ Giam liéu hodc bo hoan toan thubc tc ché mién dich néu c6 thé.

+ Beénh nhan giam bach ciu hat, xem xét dung céc chat kich thich dong bach
cau.

+ Dung interferon- v tai t6 hop du phong ¢ bénh nhan u hat man tinh.

Phéi hop thudc khdng ndm

Khang khuyén céo phodi hop diéu tri thusc khang ndm nhu 1a mot lya chon dau
tay cho tat ca cac truong hop nhiém nam va nghi ngo nhiém nam Aspergillus.

Truong hop Voriconazole c6 MIC = 2mg/ml: phdi hop voriconazole va
echonocandin hoic diéu tri Amphotericin B liposomal* don doc (vi du nhiém nam
Aspergillus 6 bénh nhan bénh phoi man)

Voriconazole c6 MIC > 2mg/ml: lga chon Amphotericin B liposomal*;
amphotericin B phac hop lipid; Voriconazole két hop vai anidulafungin®;
Posaconazole két hop caspofungin.

Theo déi nong dé thuéc khang ndm

Nén tién hanh theo ddi ndng do thué‘c Itracongzolq, Voriconazole, Posagonazole
va Isavuconazole* trong qua trinh di€u tri nhiem nam Aspergillus xam lan.
Itraconazole: dich lidu dy phong 1a dat nong d6 day 0,4 — 5mg/L, me:lu‘ duoc lay
sau khi bat dau li¢u trinh diéu tri 5 — 7 ngay, sau d6 dinh lugng hang tuan.
Voriconazole: dich liéu du phong 1 nong do day dat 1 —5,5 mg/L, nong do day
dat 2-6 mg/L 1a phu hop cho cac bénh nhan nhiém nam hang, ldy mau dinh  luong
sau 2-5 ngay bt dau liéu trinh diéu tri va nhic lai cho dén khi dat duoc nong do
dich.

Posaconazole: dich cho liéu dy phong nong d¢ day can dat > 0,7 mg/L, dich diéu
tri cho bénh nhén cé bang chung hay nghi ngo nhiem nam Aspergillus xam lan
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can dat > 1mg/L, lay mu dinh lrong nong do vao ngay thr 5 tir khi bat du ligu
trinh diéu tri.

- lsavuconazole*: nong do dich dat hiéu qua diéu tri 1a 2-3 mg/L, lay mau ngay thi
5 tur khi bat dau liéu trinh diéu tri.

d. Theo déi dép irng diéu tri

Nén xét nghiém GM huyét thanh lién tiép & nhiing bénh nhan c6 bénh gan ac tinh
hogc c6 ghép te bao goc tao mau ma cé nén GM téng cao, nham danh gid tién trien
va dap trng diéu tri cling nhu tién lugng két qua diéu tri thuoc khang nam.

4.3. Nhiém nim Cryptococcus

4.3.1. Nhiém nim Cryptococcus & ngudi HIV (-)

a. Bénh nhan khong co giam mviéNn dich, khong {631 thwong thd:n kinh trung wong,
bénh Iy o phoi hodc ngoai phoi murc do nhe (1 6), hoac nuoi cay dwong tinh nhung
khong co triéu churng

- Lua chon wu tién: fluconazole: 400-800 mg/ngay, udng 1 lan, trong 6 thang

- Hodc: itraconazole: 400 mg/ngay, udng 1-2 lan, trong 6 thang

- Lya chon thay thé khi c6 chong chi dinh voi nhom azole: amphotericin B
deoxycholate: 0,7 - 1 mg/kg tiém TM, 1 lan/ngay; hodc amphotericin B
liposomal™: 3-6 mg/kg tiém TM, 1 lan/ngay; hodc amphotericin B phuc hop lipid:
5 mg/kg tiém TM, 1 lan/ngay.

Truong hep lua chon diéu tri nhw trén khong hi¢u qud (khong cai thién tinh trang

sau 2 tuan diéu tri hoac tinh trang bénh nhan xau di), thay thé bang:

Lua chon uu tién:

- amphotericin B deoxycholate: 0,7 - 1 mg/kg tiém TM, 1 lan/ngay; hoic
amphotericin B deoxycholate: 0,7 - 1 mg/kg tiém TM, 1 lan/ngay va flucytosine:
100 mg/kg/ngay, chia 4 1an uéng mdi 6 gio hodc amphotericin B liposomal™: 3-6
mg/kg tiém TM, 1 lan/ngay;

hosc amphotericin B Iipqsomgl*: 3-6 mg/kg tiém TM, 1 lan/ngay va flucytosine:
100 mg/kg/ngay, chia 4 lan uong mai 6 gid hodc amphotericin B phuc hop lipid:
5 mg/kg tiém TM, 1 lan/ngay;

hoac amphotericin B phtrc hop lipid: 5 mg/kg tiem TM, 1 lan/ngay va flucytosine:
100 mg/kg/ngay, chia 4 lan uong moi 6 gio.

Lua chon thay thé:

- fluconazole: 400-800 mg/ngay, uéng 1 lan va flucytosine: 100 mg/kg/ngay, chia
4 lan uong moi 6 gio.

Xem xét chi dinh phiu thuat khi ton thuong & xuong, phoi ton tai kéo dai hozc

khong dap tng diéu tri.

b. Bénh nhan co giam mién dich, hoac ¢ ton thiwong than kinh trung wong, hodc
ton thuong o phoi hay ngoai phoi muc do nang khong kem theo ton thwong than
kinh trung wong

Piéu tri tin cong
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Lua chon uvu tién:

amphotericin B deoxycholate: 0,7 - 1 mg/kg tiém TM, 1 lan/ngay; hoic
amphotericin B liposomal™: 3-6 mg/kg tiém TM, 1 lan/ngay;

hodc amphotericin B phuc hop lipid: 5 mg/kg tiém TM, 1 lan/ngay va
flucytosine: 100 mg/kg/ngay, chia 4 lan ubng mdi 6 gid, diéu tri trong 2 tuan,
sau d6 néu dich ndo tay am tinh:

fluconazole: 400-800 mg/ngay, udng 1 lan;
hoic itraconazole: 400 mg/ngay, uéng 1-2 lan trong 8 tuan
Lya chon thay thé: diéu tri trong 6 dén 10 tuan

amphotericin B deoxycholate: 0,7 - 1 mg/kg tiém TM, 1 lan/ngay; hoic
amphotericin B deoxycholate: 0,7 - 1 mg/kg tiém TM, 1 lan/ngay va
flucytosine: 100 mg/kg/ngay, chia 4 1an uéng mdi 6 gio; hodc amphotericin B
deoxycholate: 0,7 - 1 mg/kg tiém TM, 1 lan/ngay va fluconazole: 400-800
mg/ngay, uéng 1 lan.

hodc amphotericin B liposomal™: 3-6 mg/kg tiém T™M, 1 lan/ngay; hoic
amphotericin B Iiposqmalf: 3-6 mg/kg tiem TM, 1 lan/ngay va flucytosine: 100
mg/kg/ngay, chia 4 lan udng moi 6 gio (trong 2 tuan); hoac amphotericin B
Iiposomgl*z 3-6 mg/kg tiém TM, 1 lan/ngay va fluconazole: 400-800 mg/ngay,
uong 1 lan.
hoiic_amphotericin B phicc hop lipid: 5 mg/kg tiém TM, 1 lan/ngay; hoic
amphotericin B phac hop lipid: 5 mg/kg tiém TM, 1 Ian/ngay va flucytosine:
100 mg/kg/ngay, chia 4 lan ubng mdi 6 gio (trong 2 tuan); hogc amphotericin
B phtc hop lipid: 5 mg/kg tiém TM, 1 lan/ngay va fluconazole: 400-800
mg/ngay, uong 1 lan.

Lua chon khac: diéu tri trong 6 dén 10 tuan

fluconazole: 400-800 mg/ngay, uéng 1 lan va flucytosine: 100 mg/kg/ngay, chia 4

lan uéng moi 6 gio.

Piéu tri duy tri

fluconazole: 200 mg/ngay, uéng 1 lan.
Piéu tri hd tre khac

- Dan luu dich néo tuy khi ¢6 ting ap luc noi so (choc tay song qua da).

- Xem Xxét chi dinh phau thuat khi tén thuong ¢ xuong, phoi, than kinh trung wong
ton tai kéo dai hoac khong dap ung diéu tri.

4.3.2. Nhiém nam Cryptococcus & ngudi HIV (+)

a.  Viém mang néo do Cryptococcus

Diéu tri bao gdm 3 giai doan: tn cdng, cung cb, va duy tri
Piéu tri tAn cdng: trong it nhat 1a 2 tuan

Lua chon uu tién:

amphotericin B deoxycholate: 0,7 - 1 mg/kg tiém TM, 1 lan/ngay;
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hoic amphotericin B liposomal™: 3-6 mg/kg tiém TM, 1 lan/ngay;
va flucytosine: 100 mg/kg/ngay, chia 4 1an uéng mdi 6 gio
Lwa chon thay thé:

amphotericin B phtrc hop lipid: 5 mg/kg tiém TM, 1 lan/ngay va flucytosine:
100 mg/kg/ngay, chia 4 1an udng mai 6 gio;

hogc amphotericin B I|po§omal: 3-6 mg/kg tiém TM, 1 lan/ngay va
fluconazole: 800 mg/ngay, uong hoac tiém TM;

hodc amphotericin B deoxycholate: 0,7 - 1 mg/kg tiém TM, 1 lan/ngay va
fluconazole: 800 mg/ngay, uong hoac tiém TM;

hodac amphotericin B liposomal™ 3-6 mg/kg tiém ™, 1 lan/ngay; hoic
amphotericin B deoxycholate: 0,7 - 1 mg/kg tiém TM, 1 lan/ngay;

hoac fluconazole 400 mg/ngay, uéng hoic tiém TM va flucytosine: 100
mg/kg/ngay, chia 4 1an uéng mdi 6 gio; hoic

fluconazole: 800 mg/ngay, ung hoic tiém TM va flucytosine: 100 mg/kg/ngay,
chia 4 lan uong mai 6 gio; hoic
fluconazole: 1200 mg/ngay, ubng hoic tiem TM

Diéu tri ciing cd: trong it nhat 1a 8 tuan

Bat dau sau 2 tuan diéu tri tan cong thanh cong (tinh trang 1am sang cai thién va cay
lai dich ndo tay am tinh)

Lva chon vu tién:

fluconazole 400 mg/ngay, ung hoic tiém TM

Lwa chon thay thé:

itraconazole: 400 mg/ngay, udng chia 2 1an
Piéu tri duy tri

fluconazole 200 mg/ngay, ubng trong it nhat 1 nam.
Ngurng diéu tri duy tri: khi thoa man tieu chuan dudi day

Diéu tri ban dau day du (tin cong, cang cd) va diéu tri duy tri it nhat 1 nim, va
Khong c6 triéu chirng nhiém Cryptococcus, va

CD4 > 100 té bao/mm? trong > 3 thang va diéu tri HIV bang ART thanh cdng (tai
luong HIV dudi ngudng ac che).

Piéu trj duy tri trg lgi khi CD4 giam < 100 té bao/mm?,

Khéng ngimg dieu tri duy tri cho tré em dudi 2 tudi. Doi Vi tré tir 2-5 tudi nging
diéu tri duy tri khi tré 6n dinh va di€u tri ARV cung véi thuoc khang nam duy tri it
nhat 1 nam va co ti 1€ % CD4 > 25% hoac so6 lugng CD4 > 750 té bao/mm3.

b.  Nhiém Cryptococcus ngoai phéi hodc ton thwong phéi lan téa, khéng cé tén
thuong than kinh trung wong

Diéu trj gidng nhidm Cryptococcus ¢ ton thuong than kinh trung wong.
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C.  Nhiém Cryptococcus ton thwong phéi mét 6, khéng cé ton thwong than kinh
trung wong va co khang nguyén Cryptococcus trong mau

fluconazole 400 mg/ngay, uéng trong 12 thang.

Luuy

O phu nir ¢6 thai, lya chon diéu tri an toan nhat 1a ding amphotericin B phuc
hop lipid hoac amphotericin B ?Iiposomal*. ~Dung flucytosine va dung
fluconazole trén 400 mg/ngay cé thé gay di tat bam sinh cho thai nhi.

Echinocandin khéng c6 tac dung trén Cryptococcus.
4.4. Viém phéi do Pneumocystic Jirovecii

Tat ca bénh nhan suy giam mién dich c6 bang chiing viém phoi do Pneumocystic
jirovecii phai diéu tri bang Trimethoprim 15-20 mg/kg/ngay va Sulfamethoxazole 75-
100 mg/kg/ngay chia bon liéu hang ngay. Pinh luong duoc nong do thudc
Sulfamethoxazole hoac Trimethoprim 1a can thiét va bat budc & bénh nhan dung
duong tinh mach. Thoi gian diéu tri théng thuong 1a 3 tuan. it nhat diéu trj 7 — 10
ngay méi c6 dap ung lam sang.

Diéu tri thay thé gom Primaquine 30 mg/ngay phéi hop véi Clindamycin 600 mg ba
lan/ngay; hoic Atovaquone don tri liéu 750 mg hai lan/ngay; hoic Pentamidine
duong tinh mach 4 mg/kg/ngay.

Diéu tri b6 sung khang sinh & bénh nhan nhiém HIV c6 viém phoi do Pneumocystis
mtc d trung binh dén nang biéu hién thiéu oxy mau niang (Pa0z < 70 mmHg thg khi
troi hoac chénh &p oxy phé nang-dong mach > 35). Cac bénh nhan nay nén duoc diéu
tri thém prednisone 40 mg hai lan/ngay trong 5 ngdy, sau d6 40 mg/ngay tir ngay thi
6 dén thir 11 va sau d6 1a 20 mg/ngay dén ngay thi 2.

Diéu tri du phong bang co-trimoxazole ¢ hiéu qua ngin ngira viém phdi do
Pneumocystis jirovecii, dugc khuyén cao cho nguoi 16n, phu nit mang thai, dang cho
con bu va tré phoi nhiém hoac nhiem HIV:

- Tré phoi nhiém véi HIV: bat dau diéu tri cho tat ca céc tré, bat d?}u tr 4 - 6 tuan
sau sinh, cho dén khi hét nguy co lay truyén HIV hoac tré dugc khang dinh khéng
nhiém HIV.

- Tré <5 tudi nhiém HIV: bat dau diéu tri cho Tat ca cac tre, Nging khi tré duoc 5
tuoi.

- Tré nhiém HIV > 5 tudi: bat dau diéu trj khi CD4 < 350 té bao/mm?® hoic giai
doan 1am sang 3 hodc 4. Ngumg khi 1am sang 6n dinh (diéu tri ARV it nhét 12 thang
va khong c6 biéu hién ctia nhiém HIV giai doan 1am sang 2, 3, 4) va tai luong HIV
dudi 200 ban sao/ml hodic CD4 > 350 té bao/mm®,

- Ngudi truong thanh, phu nit mang thai, dang cho con ba nhiém HIV: bit dau diéu
tri khi CD4 < 350 té bao/mm3 hoic giai doan 1am sang 3 hodc 4. Ngung khi lam
sang 6n dinh (diéu tri ARV it nhat 12 thang va khong c6 biéu hién ciia nhiém HIV
giai doan 1am sang 2, 3, 4) va CD4 > 350 té bao/mm3 hodc tai lvong HIV duéi
200 ban sao/ml.

4.5. Nhiém nam Talaromyces Marneffei
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Nén bit dau diéu tri bang thuc khang nim ngay khi duoc chin doén.

Phan loai mic do:

Nang: t6n thuong nhiéu co quan kém suy hé hap hoac suy tuan hoan.

Trung binh: ton thuong nhiéu co quan khéng kém suy hé hap hoic suy tuan hoan.
Nhe: chi ¢ ton thuong da.

Diéu tri ban dau:

Nhiém Talaromyces marneffei mic dg trung binh dén ngng: Dan xuat lipid cua
amphotericin B truyén tinh mach (3 den 5 mg/kg/ngay) hodc phirc hop lipid
amphotericin B (ABLC) (5 mg/kg/ngay) trong hai tuan, tiép theo la itraconazole (200
mg X 2 lan/ngay) trong 10 tuan.

Nhiém nam Talaromyces marneffei hé than kinh trung wong: Dan xuét lipid cua
amphotericin B truyén tinh mach 5 mg/kg/ngay tr 4 dén 6 tuan, tiép theo Ia
itraconazole (200 mg x 2 lan/ngay) trong 10 tuan.

Diéu tri thay thé:

Nhiém Talaromyces marneffei mirc dp trung binh dén ngng: Voriconazole tiém
tinh mach (6 mg/kg moi 12 gio vao ngay dau, tiép theo 12 4 mg/kg mai 12 gio) trong
3 ngay, sau d6 chuyén sang udng voriconazole (200 mg x 2 lan/ngay) trong 12 tuan.

Nhiém Talaromyces marneffei mirc dg nhe: Uong itraconazole (200 mg x 2
Ian/ngay) trong 8 dén 12 tuan ma khong diéu tr bang amphotericin B. biéu tri thay
thé bang voriconazole dudng udng 400 mg mdi ngay mat 1an vao ngay thi nhat, tiép
theo 1a 200 mg x 2 lan/ngay trong 12 tuan.

4.6. Nhiém nim khac

4.6.1. Nhiém nam Coccidioides immitis phoi

Dicu trj thudc khang nam ngay tai thoi diém chan doan c6 triéu chimg suy kiét, bénh
nhé&n co6 bénh phai lan toa hoac cd bénh dong mac nhu dai thao duong.

Diéu tri ban dau bang azole dudng udng voéi lidu > 400mg/ngay ¢ bénh nhan khong
cO thai.

Nhiém nam Coccidioides immitis phdi dang nét khdng triéu ching khéng phai diéu
tri.

Nhiém nam Coccidioides immitis phoi dang hang khong triéu chimg diéu tri thudc
khang nam.

Viém phdi man tinh do nam Coccidioides immitis nén diéu tri bang duong udng bang
fluconazole hogc itraconazole. Piéu tri bang phau thuat (noi soi Iong nguc) khi ton
thuong toN tai trén 2 nam va triéu ching con ton tai sau ding diéu tri thuéc khang
nam.

(")’ bénh nhan v& hang nam Coccidioides nén nhanh chéng boc vé va giai phau hang
nam. Néu va ra khoang mang phoi nén dat sonde dan luu mang phoi. Bicu tri thuoc
bang azole duong uong hoac Amphotericin B néu bénh nhan khdng dung nap azole
hoac da trai qua hai lan phau thuat.
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CAc thudc khang nam diéu tri nhiém nam Coccidioides:

Thuéc Liéu Ghi chu
Amphotericin | 0,5 — 1 mg/kg/ngay IV Diéu tri ban dau
B
Fluconazole | Du phong: 200mg/ngay FDA khdng phé duyét
Thap:  400mg/ngdy hoic 6 —
12mg/kg/ngay
Cao: 800 — 1200mg/ngay
Itraconazole | 200mg méi 12h FDA khong phé duyét
Posaconazole | 400mg mdi 12h duong udng FDA khéng phé duyét
Voriconazole | 200mg hoac 4 mg/kg mdi 12h FDA khong phé duyét

4.6.2. Nhiém nam Histoplasma phoi
* Nhiém nam Histoplasma phoi cap mirc d trung binh dén ning

Diéu trj bang dan xuat lipid cia Amphotericin B véi liéu 3 - 5 mg/kg/ngay truyen TM
trong 1 - 2 tuan, sau do chuyeén sang Itraconazole 200 mg 3 lan/ngay trong 3 ngay va
tiep theo duy tri 200 mg/ngay, tong thoi gian dicu tri itraconazole la 12 tuan.

Dicu trj thay the bing Amphotericin B deoxycholate vi lieu 0.7 - 1,0 mg/kg/ngay
truyén tinh mach) ¢ bénh nhan c6 nguy co thap doc cho than.

Methylprednisolone 0,5-1,0 mg/kg/ngdy tiém tinh mach trong 1-2 tuan déu tién dieu
tri chong nam nén dung & bénh nhan c6 bien chiing hd hap nhu giam nong d6 oxy
trong mau hoac suy hd hap.

* Nhiém nam Histoplasma phoi cap mirc d9 nhe dén trung binh
Diéu trj 1a thuong khong can thiét.

Bénh nhan c6 triéu chimg kéo dai > 1 thang nén diéu trj bang Itraconazole 200 mg 3
lan/ngay trong 3 ngay va sau d6 200 mg mot hoac hai lan/ngay trong 6-12 tuan).

* Nhiém nam Histoplasma phéi man tinh
Dieu trj bang Itraconazole 200 mg 3 lan/ ngay trong 3 ngay, sau do mot lan/ngay hoic
hai lan/ngay trong it nhat 1 nam. C6 thé duy tri 18-24 thang dé ngan nguy co tai phat.
Nén dinh luong ndng do trong méau cua Itraconazole sau khi bénh nhan diéu tri duogc
it nhat 2 tuan dé dam bao tiep xuc véi thuoc thich hop.
4.6.3. Nhiém nam Sporothrix schenckii phoi
Déi véi truong hop nhiém nam Sporothrix phdi nghiém trong hoac de doa tinh mang,
diéu tri bang dan xuat lipid cua Amphotericin B 3 - 5 mg/kg/ngay hoac cé thé dung
Amphotericin B deoxycholate 0,7-1,0 mg/kg/ngay.
Sau khi bénh nhan c6 phan ing tich cuc véi diéu tri Amphotericin B, c6 thé duoc
thay the duy tri tiep bang Itraconazole 200 mg hai lan/ngay duong uong trong 12
thang.
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Déi véi treong hop nhidm ndm Sporothrix phdi it nghiém trong, diéu tri bang
ltraconazole 200 mg hai lan/ngay dudng udng trong 12 thang

Nén dinh luong nong do trong mau cua Itr,aconazole sau khi bénh nhan diéu tri dugc
it nhat 2 tuan dé dam bao tiép xuc vai thuoc thich hop.

Néu ton thwong khu tra nén két hop phau thuat véi liéu phap Amphotericin B.

4.6.4. Nhiém nam Blastomyces phoi

Doi voi truong hop nhiém nam phoi Blastomyces mire d6 trung binh dén nang, dicu
tri ban dau bang dan xuat lipid amphotericin B 3 - 5 mg/kg/ngay hoic Amphotericin
B deoxycholate 0,7-1 mg/kg/ngay trong 1-2 tuan hogc cho dén khi cai thién, sau do
diéu tri ticp theo bang ltraconazole 200 mg 3 lan/ngay duong uong trong 3 ngay va
200 mg hai lan/ngay den khi tong thoi gian dicu tri 1a 6 dénl2 thang.

Doi vé6i truang hop nhiém nam phoi Blastomyces mitc d6 nhe dén trung binh, dieu trj
bang Itraconazole 200 mg 3 lan/ngay duong uong trong 3 ngay va 200 mg hai
lan/ngay dén khi tong thoi gian diéu tri 1a 6-12 thang

Nén dinh lugng nong do trong mau cua Itr,aconazole sau khi bénh nhan diéu tri dugc
it nhat 2 tuan dé dam bao tiép xuc véi thuoc thich hop.

4.7. Nhiém mét so loai nam hiém giip khac

Cac loai nam hiém khac méi gom Zygomyces, nim mau sang cua hyaline

(Hyalohyphomycoses), nam chia sac t6 melanin trong vach té bao
(Phaeohyphomycoses) va nhiém nam Trichosporon.

Phac do diéu tri:

NAm Piéu tri ban diu Piéu tri thay thé

Zygomyces Dan xuét lipid cia Amphotericin | Posaconozole 400 mg
B 5 mg/kg/ngdy  hoic | uéng hai lan/ngay hoic
Amphotericin B deoxycholate | 200 mg uéng 4 lan/ngay
0,7 — 1 mg/ kg/ngay

Paecilomyces/ Voriconazole Posaconazole
Trchosporon
Fusarium Voriconazole hoac Posaconazole

hoic dan xuat lipid cua
Amphotericin B

Scedosporium Voriconazole 200 mg dudng tinh

apiospernum mach hoac uong hai lan/ ngay;
hodc posaconozole 200 mg bon
lan/ngay

Scedosporium Chua xac dinh

prolificans

Phaeohyphomyces Itraconazole hogc voriconazole | Posaconazole 200 mg bdn
200 mg duong uong hai lan/ngay | lan/ngay, flucytosine

100mg/kg/ngay
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CHUONG 5. CAC BIEN PHAP KHAC DU PHONG NHIEM NAM XAM
LAN
5.1. Bénh nhan ngoai tra

Tranh cac khu vuc cd nhiéu bui ban 6 nhiém nhu céng truong xay dung, phong ¢
hodac nha am moc. Peo khau trang du phong khi di vao cac khu vuc 6 nhiem.

Han ché tiép xtc véi maéi truong bui ban, tranh 1am céc hoat dong ndng nghiép, tiép
xuc vai dat, phan bon. Peo day du dung cu bao ho nhu khau trang, gang tay, tung khi
phai lam viéc trong moi truong ban, 6 nhiem.

5.2. Bénh nhan ngi tra
5.2.1. Céch ly bénh nhén

- Bénh nhan ¢6 yéu t6 nguy co cao nhu bénh nhan suy giam mién dich, bénh nhan
dieu tri hoa chat, bénh nhan sau ghép tang can dugc nam dieu tri tai phong cach
ly dé giam nguy co nhiem nam.

- Bénh nhan c6 nguy co cao ndm phong cach ly, khong nam chung phong véi véi
cac bénh nhan dang c6 bénh nhieém trung.

5.2.2. Céc yéu cau cua phong cach ly
- V& thdng khi phong, phong bénh nhan cé hé sé trao doi khong khi trén 12;
- Phong céach ly nén c6 hé théng tao &p luc khong khi duong;

- Phong cach ly nén trang bi b¢ loc khdng khi HEPA cho phép loai bé cac phan tur
bui, bao tir nam c6 kich thude > 0,3 micromet duong kinh.

- Khéng cho phép nhitng ngudi dang méac bénh nhiém tring cap tinh vao thim bénh
nhan trong phong céch ly.

- Khoéng mang cay cbi, hoa vao trong phong cach ly.
5.2.3. Thuc hién tot vé sinh ring miéng

- Danh rang it nhat 2 lan/ngay

- Khoéng dung chung ban chai danh rang

- Slc miéng bang nudc mudi am

- Céc truong hop nhiém nam Candida viing miéng nhe ¢6 thé diing 1 s6 nhém thuéc
dé diéu tri tai cho nhu: Clotrimazol, Miconazol, Nystatin... Néu tinh trang khong
cai thién nén chuyén sang Fluconazol duong toan than.

- Phét hién va diéu tri kip thoi nhiém nim ving miéng miii va hau hong
5.3.  Tuan thii c4c quy tic vé vé sinh ban tay va mang ging

V& sinh tay bang con hoac chlorhexidine c6 hiéu qua trong viéc lam giam ty Ié lay
nhiem Candida.

Céc thoi diém can vé sinh tay:
- Trudc khi cham vao bénh nhan.
- Trudc cac thu thuat sach va vo trung
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Sau khi phoi nhiém véi dich co thé cua bénh nhan.
Sau khi cham vao bénh nhan.
Sau khi tiép xtc vao méi trudng xung quanh bénh nhan.

Cac quy tdc vé si¢ dung ging tay:

Mang gang tay v0 khuan khi thyc hién cac thi thuat vo tring nhu ddt duong truyen
trung tam, dat o6ng sonde bang quang.

Mang ging tay sach khi lam tiép xdc véi méu, dich tiét co thé va cac chit tiét va
dung cu c6 nguy co gay nhieém khuan chéo.

Thay géng khi lam cac thu thuat khéc nhau trén cung mot bél’lll nhan dac ,biét khi
thay doi vi tri tiep xuc trén co thé bénh nhan tr vung bi nhiém tring dén vung
sach.

Khong sir dung chung ging tay khi cham soc cho nhiéu bénh nhan.
Vut bo gang sau khi hoan thanh thu thuat.
Rira tay sau khi bo gang.

Déi Vi cac bénh nhin cé dwong truyén tinh mach trung tam:

Ul tién dat dudng truyén tinh mach & phia trén cao (ving co, chi trén).
Kiém tra chan catheter va thay bing hang ngay.

Danh gid mire d§ cn thiét hang ngay cuia duong truyén tinh mach trung tam va
rat sém ngay khi co thé.
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Phu luc 1: Liéu dung cé&c thudc chéng nam

TT | Tén hoat chat Puwong | Liéu thong thwong Liéu ding cho bénh Liéu dung cho bénh
dung nhan suy than nhan
suy gan
I. Nhom Polyen
1 | Amphotericin B | Truyén | Nguoi lén: Suy than, loc mau: Khéng can chinh liéu
deoxycholat ™ Lidu thuong dung: 0,8 — 1 mg/kg/ngay Khéng can chinh liéu
Liéu ti da: 1,5 mg/kg/ngay (ddi vi BN nang)
2 | Amphotericin B | Truyén | Ngudi Ion: 3- 5 mg/kg/ngay Suy than, loc méu: Khoéng can chinh liéu
phic hep lipid ™ Khdng can chinh liéu
1. Nhém Echinocandin
3 | Caspofungin Truyén | Nguoi lon: Suy than, loc mau: Nguoi lon:
™ Khéng can chinh lieu

Liéu nap: 70 mg/ngay dau

Liéu duy tri:

- Can niang < 80 kg: liéu 50 mg/ngay
- Can nang > 80 kg: liéu 70 mg/ngay

Tré em (12 thang - 17 tudi):
Liéu nap: 70 mg/m?ngay dau (khong vuot
qua 70 mg)
Liéu duy tri: 50 mg/m2/ngay. C6 thé ting liéu
Ién 70 mg/m? (khong vuot qua 70 mg/ngay)

Suy gan mac do TB
(Child-Pugh ttr 7 -9
diém): Liéu nap: 70
mg/ ngay dau. Liéu duy
tri: 35 mg/ngay

Suy gan muac do nang:
Chua co dir liéu l1am
sang

Tré em: chua c6 dir
liéu Iam sang
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TT | Tén hoat chat Puwong | Liéu thong thwong Liéu ding cho bénh Liéu dung cho bénh
dung nhan suy than nhéan
suy gan
4 | Micafungin Truyén Nguoi I6n, TE > 4 Treem<4 | Suy than, loc mau: BN suy gan nhe va TB:
™ thang tuoi thang (gom | Khoéng can chinh liu Khoéng can chinh liéu
catre so BN suy gan nang:
sinh) Khuyén cao khong sir
Piéutri | >40kg: 100 mg/ngay | 4-10 dung
Candida | (c6 the tang 1én 200 mg/kg/ngay
xam lan | mg/ngay)
<40 kg: 2 ?
mg/kg/ngay (c6 thée
tang lén 4
mg/kg/ngay)
Du phong | > 40 kg: 50 mg/ngay | 2 mg/
nhiem <40kg: 1 kg/ngay
Candida mg/kg/ngay
111. Nhém Azol
5 | Fluconazol Udng Ngudoi lon Cler < 50 ml/phat: Giam | Khang can chinh lieu
Truyén Liéu nap: 800 mg/ngay dau (12 mg/kg) 50% lieu moi 24 gi6- | Sir dung than trong
™ Liéu duy tri: 400 mg/ngay (6 mg/kg) Loc mau ngat quang: bo
sung 100% licu sau loc
(ngay khéng loc tinh lieu
theo Clcr)
Loc mau lién tuc: 200-
400 mg mdi 24 gio
Tré em tir 28 ngay tuoi - 17 tudi: 6 - 12 Chua c6 nghién ctu trén
mg/kg/ngay. To6i da 400 mg/ngay tré em suy than
Tré so sinh 0 -14 ngay tudi: 6 - 12 mg/kg mdi 72
gio
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TT | Tén hoat chat Puwong | Liéu thong thwong Liéu ding cho bénh Liéu dung cho bénh
dung nhan suy than nhéan
suy gan
Tré so sinh 15 - 27 ngay tudi: 6 - 12 mg/kg moi
48 gio
6 | Itraconazol Truyén | Nguoi lén: Cler < 30 ml/phat: Str dung than trong
™ Liéu nap: 200mg mdi 12 gio (ngay 1 va 2) Chong chi dinh do tich
2 N X PR . Iy ta duoc
Liéu duy tri: 200mg mdi 24 gid (tir ngay the 3 | %Y :
trc”fdi) y g Mol 24 gi6 (tir ngay thir hydroxypropyl-p-
s R . . cyclodextrin
Liéu cho tré em: dix liéu con han chée. Khuyén y
cao khong nén sir dung.
Udng Ngudai 16n: 200 mg mbi 12 gio Khong can chinh liéu Str dung than trong
(vien) | Tré em: Khuyén cao khong sir dung. St dung than trong
7 | Voriconazol Truyén | Nguoi I6n, tré em > 15 tuoi hoac tré em 12 - 14 | Cler < 50 mi/phit: Suy gan mtrc d6 nhe va
™ tuoi co can nang > 50 kg Chuyén sang duong TB (Child-Pugh A, B):
Liéu nap: 6 mg/kg mdi 12 gio (trong 24 gio | uong hodc ding thuoc | iy dyng liéu nap nhu
dau) do tich liy ta duoc binh thuong. Liéu duy
Liéu duy tri: 4 mg/kg mdi 12 gio Sulfobutylether beta tri: 50% licu duy tri
- Y . . cyclodextrin sodium binh thuong
Tré em (2 - <12 tudi hoac 12 - 14 tudi cé can o ,
ning < 50 kg) (I?lll\rl]éoc mau: tranh su (Sgﬁf-?darf, m(flc g)@ nﬁng
Lidu nap: 9 mg/kg mdi 12 gio (trong 24 gic ’ .. -niid-fugh ©): chua
déﬂ; ap: 9 mg/kg moi 12 gic (trong 24 gid Tré 2 - <12 tuoi suy than | co nghién ctru
. < hua ¢6 nghién cau 29 Ai
Lieu duy tri: 8 mg/kg moi 12 gio CHTa CONSHIEn © Tre2 <12,tUO' suy ,
. : . - : . gan chua c6 nghién ctru
uong Nguoi 16n, tre em > 15 tudi hoac tr¢ em 12 - 14 | Khong céan chinh lieu
tuoi cg’) can ngng > 50 kg Tré 2 - <12 tudi suy than
Liéu nap: 400 mg moi 12 gio (trong 24 gio chua c6 nghién cuu
dau)
Liéu duy tri: 200 mg mdi 12 gid
Udng Tré em (2 - <12 tudi hodc 12 - 14 tudi ¢ can Khong can chinh liéu

nang < 50 kQ)
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TT | Tén hoat chat Puwong | Liéu thong thwong Liéu ding cho bénh Liéu dung cho bénh
dung nhan suy than nhan
suy gan
Licu duy tri: 9 mg/kg méi 12 gio (t6i da 350 | Treé 2 - <12 tudi suy than
mg moi 12 gio) chua c6 nghién ctiru
Tré em < 2 tudi: Khdng khuyén céo sir dung
8 | Posaconazol Truyén | Diéu tri va du phong nhiém nim xam lan: Cler < 50 ml/phiit: Sir dung than trong.
™ Liéu nap: 300 mg mdi 12 gio (24 gid dau) Chuyén sang duong Khong can chinh lieu
Liéu duy tri: 300 mg mdi 24 gid uong hogc dl:xng thuoc
Tré em < 18 tudi: dix lidu vé& d6 an toan va hiéu do tich [y ta duoc
. AN i i Betadex Sulfobutyl
qua chua duoc thiéet lap Ether Sodium
Udng Liéu tuong tu duong truyén TM Khong can chinh liéu Sir dung than trong.
(vién) Khoéng can chinh licu
9 | Flucytosin Udng Ngudi 16n: 25 mg/kg moi 6 gio Cler 20 - <40 (ml/phat): | St dung thén trong.
(5-fluorocytosin; Tré em: Chua c6 diy du dit liéu 25 mg/kg moi 12 gio Khdng can chinh licu.
5-FC) Cler 10 - <20 (ml/phut):
25 mg/kg moi 24 gio
Cler <10 (ml/phat): 25
mg moi 48 gio
Truyén | Nguoi lon: 50 mg/kg mdi 6 gio. Cler 20 - <40 (ml/phat): | St dung than trong.
™ 50 mg/kg moi 12 gio Khoéng can chinh liéu.

Tré em: Chua c6 day du dir liu

Clcr 10 - <20 (ml/phat):
50 mg/kg moi 24 gio
Cler <10 (ml/phat): lidu
khoi dau 50 mg/kg, cac
lidu tiép theo dua trén
ndng d6 thudc trong mau
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Phu luc 2: Hwéng din pha truyén cac thudc chéng nam

1. Nhom Polyen

Huwéng din pha truyén Amphotericin B deoxycholat va Amphotericin B phitc hep lipid

Cac buoéc
thwc hién

Amphotericin B deoxycholat

Amphotericin B phic hep lipid

Hoan - Thém 10 ml nuéce cat pha tiém - Léc lo nhe nhang cho dén khi hét can mau
nguyén vO tring vao lo thube dé duoc vang ¢ day lo
dung dich c6 nong d6 5mg/ml
Pha loang - Dung dung dich glucose 5% c6 | - Rat liéu amphotericin B theo can nang cua
pH > 4,2 dé pha lodng dung dich | bénh nhan tir lo (cac lo) vao bom tiém vo
trén véi ty 16 1:50 dé duoc nong | khuan 20ml bang kim tiém c¢& 17-19
do 10 mg/100 ml - Thay kim tiém ¢& 5 um c¢6 mang loc di kém
lo thudc, bom thudc vao chai dung moi
glucose 5% dé dugc dung dich c6 nong do
1mg/ml (véi bénh nhan nhi hoac c6 bénh tim
mach, néng d6 dung dich sau pha c6 thé la
2mg/ml)
Truyén - Liéu test (Ian truyén thudc dau | - Truwdc khi truyén: Lic nhe va lic déu chai
thudc tién): 1 mg Amphotret (10 ml dich truyén amphoterincin B
dung dich nong d6 0,Img/mlda | | j4, test (1an truyén thude du tién): 1mg
pha ¢ trén), truyen tinh mja.ChA (twong wng véi 1ml dung dich da pha
trOAn g 20-30 phut.,Thee do[benh lodng) truyén tinh mach biang bom tiém
nhzim tropg 30,ph}1t. I\_IAeu b.ef]h . | dién trong 15 phut. Theo ddi bénh nhéan
nhan khong co dau hicu di ang thi | 400 39 phit. Néu bénh nhan khang c6
tiep tyc truyen thuoc. diu hiéu di wng thi méi tiép tuc truyén
- Thoi gian truyén: trong 2 - 6 thudc
g’i(‘)r. Truyen Chézlm co }hé giamcac | Tée dp truyén: 2,5 mg/kg/gitr
tac dung phu cuaa thuoc o .
- Thoi gian truyén: néu kéo dai > 2 gio, can
lic nhe chai dich truyén mdi 2 gio
Luuy - Chi si# dung Glucose 5% lam | - Chi s dung Glucose 5% lam dung méi pha

dung moi pha loang.

- Dung dich thuéce di pha lodng
nén su dung trong 8 gio ¢ 25°C va
24 gio ¢ 2-8°C, bao quan tranh
anh sang

- Nén si dung bg day truyen

riéng, bé lwong thuoc thira sau khi
truyen.

loéng.

- Dung dich thuoc da pha lodang si dung trong
24 gio ¢ 2-8°C trong diéu kién vo khuan.

- Nén si dung bg day tryyén riéng, bo lwong
thuoc thera sau khi truyen
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2. Nhom azol

Huwéng din pha truyén cac thuéc chéng nAm nhém azol

Céac
bwéc
thuc hién

Itraconazol
(theo théng tin san pham
Sporanox 1V, nha san xuét
Janssen-Cilag Ltd)

Voriconazol
(lo bot pha tiém)

Posaconazol

Hoan
nguyén

Thém 19 ml nudc cat
pha tiém hoac NaCl
0,9% vao lo thubc
bot voriconazol dé
dugc 20 ml dung
dich ¢6 nong do 10
mg/ml

Pha
loang

Rat hét luong thudc vao bom
tiém, sau d6 bom toan bo thé tich
(25 ml) dung dich thudc dam dac
vao tdi truyén trong 1 lan bom
cham duy nhét (1én dén 60 giay).
Tron nhe nhang cac thanh phan
trong tai truyén. Dung dich
truyén s& tré nén trong sudt
nhung c6 thé quan sét thy taa noi
tai (dugc mo ta c6 dang soi dén
bdng, mo mo, hat tring). Nhiing
taa nay khong anh huong dén
chat lugng san pham.

Dung dich hoan
nguyén dugc pha
lodng bang dung moi
tuong hop (nhu NaCl
0,9%, NaCl 0,45%,
Glucose 5%) dé
dugc dung dich co
nong do 0,5-5 mg/ml

Chuyén toan bd dung dich
thuéc (16,7ml) vao chai
chura khoang 150 - 283 ml
dung méi twong hop (nhu
NaCl 0,9%; NaCl 0,45%)
dé dat duoc dung dich cd
nong do trong khoang 1-2
mg/ml

Truyén
thuoc

Téc do truyen: 1 mi/phat (khoang
25 giot/phit). Truyén 60ml thi
ding truyén (twong ¢ng Vi
200mg Itraconazol).

Khéng dugc truyén Itraconazol
cung luc voi bat ky thubc hay
dung dich nao khac. Can trang ky
duong truyén bang NaCl 0,9%
trugc  va sau khi truyén
Itraconazol néu dung chung
duong truyén vai cac thude khac.

Truyén thuéc trong
khoang 1-3 gio, toc
d6 khong vuot qué 3
mg/kg/gio

Truyén cham trong khoang
90 phut qua duodng tinh
mach trung tdm bao gom
duong truyén tinh mach
trung tdm hoac duong
truyén tinh mach trung tam
tir ngoai Vvi.

Néu khong co6 duong
truyén tinh mach trung
tam, c6 thé dua qua tinh
mach ngoai Vi v&i nong do
pha lodng Kkhoang 2
mg/ml, thoi gian truyén
khoang 30 phut.
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Céc Itraconazol Voriconazol Posaconazol
bwéc (theo théng tin san phém (lo bot pha tiém)
thuc hién Sporanox IV, nha san xuat
Janssen-Cilag Ltd)
Luuy - Dung dich sau khi pha nén dugc | Dung dich sau khi - Dung dich thuéc dam dic

st dung ngay lap tic va nén duoc
bao vé tranh anh sang mat troi
truc tiép (c6 thé tiép xuc vai nh
sang binh thuong trong phong khi
tiém truyén).

- Chi pha thuéc trong tdi truyén
duoc cung cap. Chi sir dung cac
don vi dong goi kém theo san
pham bao gém tdi truyén, day
ndi véi khoa 2 dau va bo loc bén
trong 6ng 0,2 um va dng tiém.

hoan nguyén va pha
loang nén dugcC st

dung ngay.

ban dau phai duoc pha
loang trudc khi st dung,
khong dugc tiém bolus
tinh mach.

- Dung dich sau khi pha
lodng nén str dung ngay.
Néu khéng sir dung ngay
duoc, ¢6 thé bao quan dén
24 gio & 2-8°C trong diéu
kién vo trung.

3. Nhom echinocandin

3.1. Caspofungin (Huéng dan pha thuéc véi liéu dung cho nguoi 16n)

Hoan nguyén:

- Lay lo thudc (70 mg hoic 50 mg) trong tu lanh ra dé & nhiét ¢ phong, thém 10,5 ml
nudc cat pha tiém vo tring. Nong do lo thude sau khi hoan nguyén sg 1a 7,2 mg/ml

(lo 70 mg) hoac 5,2 mg/ml (lo 50mg).

- Khi hoan nguyén, khoi bot mau trang dén tring nga s& tan hoan toan. Lic nhe cho
den khi dung dich trong suét.
- Dung dich di hoan nguyén c6 thé bao quan trong vong 24 gio ¢ nhiét do dudi 25°C.

Pha loadng:
- Dung mdi pha lodng gom: nudc mudi tiém vo tring (NaCl 0,9%, 0,45 %, 0,225 %)
va dung dich Ringer lactat. Thé tich dung mdi can 1a 250 ml (c6 theé giam con 100 ml
neu can thiet) ’ o
- Thé tich dung dich thuoc sau hoan nguyén ¢ trén can lay dé pha lodng (theo bang
3.4):
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Hwéng din pha truyén caspofungin

2. £ Nong dé ché pham | Néng dd ché pham
. Thé tich thuoe da hoan | /' ch 21 (sau khi | v thé tich dich
Lieu dung nguyén can lay de pha ha loa A i h
lodng pha loang trong 250 t[uyen giam (pha
ml) lodng trong 100 ml)
70 mg 10 ml 0,28 mg/ml Khong khuyén céo
70 mgnggf lo 50 14 ml 0,28 mg/mi Khong khuyén céo
50 mg 10 ml 0,20 mg/mi 0,47 mg/mi
35 mg cho suy gan
mtrc d6 vura (tur 1 5mi 0,14 mg/mi 0,34 mg/mi
lo 70 mg)
35 mg cho suy gan
muc do vua (tur 1 7ml 0,14 mg/mi 0,34 mg/mi
lo 50 mg)

*Néu khong co lo 70mg, liéu 70 mg c6 thé pha tir 2 lp 50 mg

Truyén thudc: Truyén cham khoang 1 gio

Luuy:

Kiém tra bang mat thuong dung dich thuéc xem c6 vt la hoac bi bién mau trong khi
pha thubc va trude khi truyén. Khong duoc dung néu dung dich bi duc hoic két taa.
Dung dich sau pha lodng str dung trong 24 gio ¢ nhiét do dudi 250C hoac 48 gio ¢
2-80C trong diéu kién vo khuan.

Khéng st dung bat ky dung méi nao chira Glucose dé pha truyén Caspofungin.
Khong tron 1an hozc truyén Caspofungin cling véi cac thude khac.

3.2. Micafungin

Hoan nguyén:

Bom cham vao doc theo thanh lo thuéc 5 ml dung dich pha truyén NaCl 0,9% hoac
Glucose 5% (lay tir chai 100ml). Cé gang dé giam thiéu viéc tao bot cua dung dich
dam dac.

Xoay lo nhe nhang. Khong duoc lac. Thudc s& dugc hoa tan hoan toan. Dung dich
sau khi hoan nguyén nén duoc st dung ngay. Loai bo ngay phan thudc con thira
khong dung dén.

Pha loéng:

Rat toan b luong thudc dd hoan nguyén vao chai dung dich pha tiém da dung ban
dau. Nén sur dung ngay dung dich da pha loang. Nén dao ngugc chai dung dich nhe
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nhang, khdng lic manh dé tranh tao bot. Khdng nén sir dung dung dich van duc hoic
co tua.

Truyén thudc: Thai gian truyén trong khoang 1 gio

Luuy:

Chai dung dich sau khi pha lodng nén duoc bao quan trong tdi mau tranh anh sang

Do 6n dinh vat 1y va héa hoc cua thudc duy tri trong 96 gio & 250C véi diéu kign
tranh anh sang va pha thuoc theo dang huéng dan trén.

Khéng tron 1an hoic truyén chung dung dich Micafungin véi cac thudc khac.
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Phu luc 3: Hwéng din dw phong phan &ng di &ng do tiém truyén
Amphotericin B phic hgp lipid hoac Amphotericin B quy wéc

Trwdrc khi truyén liéu déu 15-30 phut
Tiém tinh mach 50mg Hydrocortison va 10mg diphenhydramin (Dimedrol)

Khéng xdy ra e Xdy ra phdn rng khi

phadn trng khi L tiém truyén
tiém truyén e -
A

Truyén Amphoterin B téc d6 2,5mg/kg/gi® Truyén Amphoterin B tdc d6 1,6mg/kg/gid

Xay ra phan ung

Khéng xady ra )
khi tiém truyén

phén tng khi

P - YR

4----——-—=—-—=-====

Truyén Amphoterin B téc d6 2,5mg/kg/gi® Truyén Amphoterin B téc do 1,6mg/kg/gi®

Néu trong qud trinh tiém truyén amphotericin B vdn xdy ra cdc phén tng dj irng
Tiém tinh mach 50mg hydrocortison va 50mg pethidin

C6 thé can nhac st dung methylprednisolon véi liéu trong dwong (20 mg hydrocortison
tuong duong v4i 4 mg methylprednisolon) dé thay thé khi khéng c6 hydrocortison
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Phu luc 4: Twong tac cin lwu y ciia cac thuéc nhom Azol

Luu y Thudc Hau qua Xir tri
FLUCONAZOL
Chéng | Astemizol, cisaprid, erythromycin Kéo dai khoang | Chdng chi dinh phéi hop
chi dinh | (1V), halofantrin, pimozid, quinidin, | QT
terfenadin
Nghiém | Rifampicin | ndng d6 1 liéu fluconazol
trong fluconazol
Acenocoumarol, alfetanil, 1 ndng do, 1 Theo doi doc tinh, can

amitriptylin, carbamazepin,
celecoxib, cyclosporin, fentanyl,
Ivacaftor, methadon, midazolam
(ubng), nortriptylin, NSAIDs
(naproxen, lornoxicam, meloxicam,
diclofenac), olaparib, phenytoin,
rifabutin, saquinavir, sirolimus,
statins (atorvastatin, simvastatin,
fluvastatin), sulfonylureas
(clorpropamid, glibenclamid,
glipizid, tolbutamid), tacrolimus,
thudc chen kénh canxi (nifedipin,
nicardipin, amlodipin, verapamil va
felodipin), tofacitinib, vinblastin,
vincristin, warfarin, zidovudin

nguy co ddc tinh
cua thuoc bi
tuong tac

nhic| liéu thudc bi twong
tac (cyclosporin | conl/2
licu).

ITRACONAZOL

Chéng | Alcaloid nAm cya ga (vi du
chi dinh | ergotamine)

1 nguy co doc
tinh cua alcaloid
cua 10a mach
(ndn, budn ndn,
hoai tir dau chi,
thiéu mau cuc
bd do co thét
mach,...)

Chong chi dinh phéi hop

Statins (simvastatin, lovastatin)

1 nguy co bénh
co hoac tiéu co
van cap (dau co,
moi co, yéu co)

Chéng chi dinh phéi hop
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Luu y Thudc Hau qua Xir tri
Astemizol, cisaprid, disopyramid, T nguy co kéo Chédng chi dinh phbi hop
dofetilid, dronedaron, halofantrin, dai khoang QT
mizolastin pimozid, quinidin,
terfenadin
Aliskiren, bepridil, dabigatran, 1 nong d9, 1 Chéng chi dinh phéi hop

darifenacin, domperidon, eplerenon,
felodipin, irinotecan, ivabradin,
lercanidipin, lurasidon, methadon,
midazolam (udng), nisoldipin,
nisoldipin, quetiapin, ranolazin,
sertindol, ticagrelor, triazolam

Mot s6 truong hop ddac biét:

- Fesoterodin, solifenacin, colchicin,
telithromycin: & bénh nhan suy
gan/than ndng

- Vardenafil: & BN trén 75 tudi

- Sildenafil: vai chi dinh tang ap
dong mach phoi

nguy co dgc tinh
cua thuoc bi
tuong tac

Nghiém
trong

Carbamazepin*, efavirenz, isoniazid,
nevirapin, phenobarbital, phenytoin,
rifabutin*

| ndng @6
itraconazol

(*1 nong do, 1
nguy co doc tinh
cua
carbamazepin,
rifabutin)

Tranh phdi hop. Néu bt
budc phoi hop, 1 liéu
itraconazol

Apixaban, atorvastatin, axitinib,
ciclesonid, colchicin, dabrafenib,
dasatinib, ebastin, eletriptan,
everolimus, fentanyl, ibrutinib,
lapatinib, nilotinib, riociguat,
rivaroxaban, salmeterol, simeprevir,
sunitinib, tamsulosin, temsirolimus,
tolterodin, trabectedin, vardenafil (¢
bénh nhan dudi 75 tudi)

1 nong dg, 1
nguy co ddc tinh
cua thudc bi
tuong tac

Tranh phdi hop. Néu bat
budc phdi hop, theo dbi
doc tinh, | liéu thude bi
tuong tac

Ciprofloxacin, clarithromycin,
darunavir, erythromycin,
fosamprenavir, indinavir, ritonavir,
telaprevir

1 nong dg, 1
nguy co ddc tinh
cua itraconazol

Theo doi doc tinh, can
nhac| li€u itraconazol
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Luuy

Thube

Haiu qua

X tri

Acenocoumarol, alfentanil,
alitretinoin (uong), alprazolam,
aprepitant, aripiprazol,brotizolam,

1 nong do, 1
nguy co dgc tinh
cua thuoc bi

Theo dbi doc tinh, cAn nhic
| liéu thudce bi tuong tac

bilastin, bortezomib, bosentan, tuong tac
budesonid, buprenorphin (IV va
ngam dudi ludi), buspiron,
busulphan, cilostazol, cinacalcet,
cyclosporin, dexamethason, digoxin,
docetaxel, erlotinib, fesoterodin,
fluticason, gefitinib, haloperidol,
Imatinib, indinavirb, ixabepilon,
maraviroc, methylprednisolon,
midazolam (IV), nadolol,
oxybutynin, oxycodon, perospiron,
ponatinib, praziquantel, reboxetin,
repaglinid, risperidon, ritonavir,
saquinavir, saxagliptin, sildenafil
(v6i chi dinh rdi loan cuong duong),
sirolimus, solifenacin, sufentanil,
tacrolimus, tadalafil, telithromycin,
thude chen kénh canxi nhém
dihydropyridin khac, tolvaptan,
trimetrexat, verapamil, vinblastin,
vincristin
Antacid | hap thu Ubng antacid 1 gid trude
itraconazol (v4i | hoac 2 gio sau itraconazol
dang vién nang)
POSACONAZOL
Chéng | Alcaloid ndm cwa ga (vi du 1 nguy co doc Chédng chi dinh phéi hop
chi dinh | ergotamine) tinh cta alcaloid
cua 106a mach
(ndn, budn ndn,
hoai tir dau chi,
thiéu mau cuc
bd do co that
mach,...)
Statins (simvastatin, lovastatin va 1 nguy co bénh | Chdng chi dinh phdi hop

atorvastatin)

co hoac tiéu co
van cap (dau co,
moi co, yéu co)
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Luu y Thudc Hau qua Xir tri
Astemizol, cisaprid, halofantrin, T nguy co kéo Chéng chi dinh phéi hop
pimozid, quinidin, terfenadin dai khoang QT

Nghiém | Carbamazepin, efavirenz, | ndng d6 Tranh phdi hop
trong phenobarbital, phenytoin, primidon, | posaconazol
rifabutin* (*1 ndng do, 1
nguy co cua
rifabutin)
Antacid, thudc khang H2, thudc ¢ | | hap thu Tranh phéi hop
ché bom proton posaconazol
(véi dang hon
dich uong)
Sirolimus 1 ndng do, 1 Tranh phdi hop. Néu bat

nguy co dgc tinh
cua sirolimus

budc phdi hop, | licu
sirolimus, theo doi nong do
thudc trong mau

Alprazolam, atazanavir, cyclosporin,
midazolam, ritonavir, tacrolimus,
thudc chen kénh canxi (diltiazem,
verapamil, nifedipin, nisoldipin),
triazolam, vinblastin, vincristin

1 nong o, 1
nguy co ddc tinh
cua thude bi
tuong tac

Theo dbi doc tinh, can nhic
| liéu thudc bi twong tac
(cyclosporin | con 3/4 liéu,
tacrolimus | con 1/3 liéu,
theo dbi ndng d6 thude
trong mau).

VORICONAZOL

Chéng
chi dinh

Alcaloid cua 16a mach

1 nguy co doc
tinh cua alcaloid
cua ldoa mach
(nén, budn non,
hoai tir dau chi,
thiéu mau cuc
bd do co thét
mach,...)

Chong chi dinh phéi hop

Sirolimus

1 ndng do
sirolimus

Chéng chi dinh phéi hop

Astemizol, cisaprid, pimozid,
quinidin, terfenadin

1 nguy co kéo
dai khoang QT

Chéng chi dinh phéi hop

Carbamazepin, phenobarbital,
rifampicin

| ndng d6
voriconazol

Chéng chi dinh phéi hop
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Luu y Thudc Hau qua Xir tri
Efavirenz (liéu > 400 mg/lan/ngdy) | | nong do Chong chi dinh ph01 hop.
voriconazol, 1 Néu phéi hop, licu
noéng do voriconazol 400 mg x 2
efavirenz lan/ngay, liéu efavirenz
300 mg x 1 lan/ngay.
Ritonavir (liéu > 400 mg/lan x 2 | nong do Chéng chi dinh phéi hop
lan/ngay) voriconazol v6i lidu cao ritonavir.
Tranh phdi hop voi licu
thap ritonavir (100 mg x 2
lan/ngay), chi phdi hop khi
loi ich vuot trdi nguy co
Nghiém | Phenytoin | ndng do Tranh phdi hop. Néu phoi
trong voriconazol hop, liéu voriconazol 5
mg/kg (IV) hoac 200 - 400
mg (dudng udng) x 2
lan/ngay (bénh nhan > 40
kg).
Rifabutin | ndng d6 Tranh phéi hop. Néu bit
voriconazol, 1 budc phdi hop, lidu
noéng do voriconazol 5 mg/kg (1V)
rifabutin hodc 200 - 350 mg (duong
ubng) x 2 lan/ngay (bénh
nhan > 40 kg).
Everolimus 1 nong do, 1 Tranh phéi hop

nguy co dgc tinh
cua thuoc bi
tuong tac

Acenocoumarol, alfentanil,
alprazolam, cyclosporin, fentanyl,
lovastatin, methadon, midazolam,
NNRTIs (delavirdin, nevirapin),
NSAIDs (diclofenac, ibuprofen),
omeprazol, oxycodon, sufentanil,
sulfonylureas (tolbutamid, glipizid,
glyburid), tacrolimus, thudc trc ché
protease (saquinavir, amprenavir,
nelfinavir), triazolam, vinblastin,
vincristin, warfarin

1 nong do, 1
nguy co ddc tinh
cua thuée b
tuong tac

Theo dbi doc tinh, cAn nhic
| liéu thudc bi twong tac
(cyclosporin | conl/2 lidu,
tacrolimus | con 1/3 liéu -
theo ddi ndng d6 thude
trong mau; liéu omeprazol
| conl/2 lidu)
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Phu luc 5: Piéu kién thanh toan bao hiém y té theo Thong tw s6 30/2018/TT-BYT

Thuéc Puong Ty Ié thanh toan Hang bénh vién
dung dwerc sir dung
Fluconazol | Uéng 100% Tat ca cac co sO
kh&m, chira bénh
Truyén 100% Hang dic biét,
tinh mach hang I, II, 111, IV
ltraconazol | Udng 100% Hang dic biét,
hang I, II, 111, IV
Truyén 100% Hang dac biét,
tinh mach hang I, 1l
Posaconazol | Ubng Quy BHYT thanh toan 50% trong truong hop: | Hang dac biét,
- Nhiém ndm  Fusarium, nhiém nam | Hang |
Zygomycetes, bénh niam Cryptococcus, bénh
NAmM MAau va u nam & nhhirng bénh nhan mac
bénh khéang tri véi cac thubc khaq hoac nhirng
BN khong dung nap véi cac thuoc khac;
- Bénh nam Coccidioides immitis, bénh nam
Coccidioides immitisrdﬁ that bair hoac khong
dung nap véi cac thuoc chong nam khac.
Voriconazol | Udng Quy BHYT thanh toan 50% trong diéu tri: Hang dic biét,
- Nhiém Asperillus nAm xam lan; Hang |
- Nhiém Candida huyet trén bénh nhan khang
giam bach cau; ,
- Nhiém nam Candida xam lan niang khang
fluponazol;
- Diéu tri nhiém nam ning gay ra béi
Scedosporium spp. va Fusarium spp. cho
nhitng BN khong déap g cac diéu tri khac.
Caspofungin | Truyén | Qu¥ bao hiém y té thanh toan trong truong hop: | Hang dic biét,
tinh mach | g3\ tri theo kinh nghiém nhidm nim xam | Hang |
1an (Candida hoac Aspergilus) ¢ BN nguy
co cao co sdt, giam bach cau trung tinh;
- D1§:u tri nhiém nim Candida xam l4n;
- Diéu tri nhiém nam Aspergillus xam lan &
bénh nhan khang tri hoic khéng dung nap
vai cac tri liéu khac.
Flucytosin | Truyén 100% Hang dic biét,
tinh mach hang I, 11

86




10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

TAI LIEU THAM KHAO

Monica A. Garcia-Solache and Arturo Casadevall (2010). Global Warming Will
Bring New Fungal Diseases for Mammals. mBio. (1): e00061-10.

Robert, V. A., and A. Casadevall (2009). Vertebrate endothermy restricts most
fungi as potential pathogens. J. Infect. Dis. (200):1623-1626.

Bongomin F et al. (2017) Global and multi-nationaal prevalence of fungal diseaes
— Estimate precision. J. Fungi. (3): doi:10.3390/jof3040057

Brown GD et al. (2012) Hidden killer: Human Fungal Infections. Sci. Transl. Med
(4): 165rv13.

Ascioglu S et al. (2002). Defining opportunistic invasive fungal infections in
immunocompromised patients with cancer and hematopoietic stem cell transplants:
an international consensus. Clin. Infect. Dis. (1): 7-14.

Forbes BA, Sahm DF, Weissfeld AS. Bailey & Scott’s (2007). Diagnostic
Microbiology. MOSBY Elsevier. 12th edition: 629-636.

C d’Enfert and Bougnoux ME (2014). Human fungal infections. Elsevier :1-13.
Saville, S.P., Lazzell, A.L., Monteagudo, C., et al., (2003). Engineered control of
cell morphology in vivo reveals distinct roles for yeast and filamentous forms of
Candida albicans during infection. Eukaryot. Cell 2, 1053-1060.

Sudbery, P.E., (2011). Growth of Candida albicans hyphae. Nat. Rev. Microbiol 9
(10), 737-748.

Nguyen, V.Q., Sil, A., (2008). Temperature-induced switch to the pathogenic yeast
form of Histoplasma capsulatum requires Rypl, a conserved transcriptional
regulator. Proc. Natl. Acad. Sci. U.S.A. 105, 4880-4885.

Azie, N., Neofytos, D., Pfaller, M., et al., (2012). The PATH (Prospective
Antifungal Therapy) Alliance® registry and invasive fungal infections: update
2012. Diagn. Microbiol. Infect. Dis. 73, 293-300.

Gudlaugsson, O., Gillespie, S., Lee, K., et al., (2003). Attributable mortality of
nosocomial candidemia, revisited. Clin. Infect. Dis. 37, 1172-1177.

Lass-Florl, C., (2009). The changing face of epidemiology of invasive fungal
disease in Europe. Mycoses 52, 197-205.

Lion T, (2017). Human Fungal Pathogen ldentication: Method and Protocols,
Methods in Molecular Biology., vol 1508. Springer Science+Business Media New
York.17-65.

Almeida F, Rodrigues ML, Coeellho C. The still underestimated problem of fungal
diseases worldwide. Frontiers in Microbiol. Doi: 10.3389/fmicbh.2019.00214

Kaur H, Chakrabarti (2017). A. strategies to reduce mortality in adult and neonatal
candidimia in developing countries. J. Fungi. (3):1-20.

Lone SA, Ahmad A. Candida auris — the growing menace to global heath.
doi:10.1111/myc.12904.

Cortegiani A et al. (2018). Epidemiology, clinical characteristics, resistance, and
treatment of infections by Candida auris. J Intensive Care. (6):69.

Neofytos D, Fishman JA, Horn D et al (2010). Epidemiology and outcome of
invasive fungal infections in solid organ transplant recipients. Transpl Infect Dis
12(3):220- 229.

87



20.

21.

22.

23.

24,

25.

26.

217.

28.

29.

30.

31.

32.

33.

34.

35.

36.

Rajasingham R et al. (2017). Global burden of disease of HIV-associated
cryptococal meningitis: an updated analysis. The Lancet Infect Dis. (17):837-881.
Williamson PR et al (2016). Cryptococcal meningitis: epidemiology, immunology,
diagnosis and therapy. Nature Rev Neurology.. doi:10.1038/nrneurol.167.
Sokulska M, Kicia M, Wesolowska M, Hendrich AB (2015). Pneumocytis
jorovecii-from a commensal to pathogen: clinical and diagnostic review. Paracitol
Res. (114):3577-3585.

Masur H (2015). HIV-Related Opportunistic Infections Are Still Relevant in
2015. Top Antivir Med. Aug-Sep;23(3):116-9.

Rey A, Losada C, Santillan J, Fiorentini F, Schiaffino M, Peroni HJ, Giunta D,
Barcan L, Waisman G (2015). Pneumocystis jirovecii infection in patients with and
without HIV: A comparison. Rev Chilena Infectol. Apr;32(2):175-80.

Solano L MF, Alvarez Lerma F, Grau S, Segura C, Aguilar A (2015). Pneumocystis
jirovecii pneumonia: Clinical characteristics and mortality risk factors in an
Intensive Care Unit. Med Intensiva. 2015 Jan-Feb;39(1):13-9.

Limper AH, Adenis A, Le T, Harrison TS (2017). Fungal infections in HIVV/AIDS.
Lancet Infect Dis.

Chan JFW, Lau SKP, Yuen KY, Woo PCY (2016). Talaromyces (Penicillium)
marneffei infection in non-HIV-infected patients. Emerg Microbes Infect. 2016 (5),
e19; doi:10.1038/emi.2016.18.

Ning C et al., (2018). Accuracy of rapid diagnosis of Talaromyces marneffei: A
systemic review and meta-analysis. Plos ONE. (13): e0195569.

Beardsley J, Denning DW, Chau NV, Yen NTB, Crump JA, Day JN. . (12015).
Estimateing the burden of fungal disease in Vietnam. Mycoses. (58):101-106.
T.Y.Tan, L.Y.Hsu, M. M. Alejandria va cong su (2016), Antifungal susceptibility
of invasive Candida bloodstream isolates from the Asia-Pacific region, International
society for human and animal mycology, 54, 471 — 477.

Nguyén Nhi Ha, Pham Hong Nhung (2017). Tinh hinh nhiém nim mau tai Bénh
vién Bach Mai tir thang 1/2016 dén thang 12/2016. Tap chi nghién cau y hoc.
(107):1-7.

Bui Thi Van Nga, et al.,(2016). Nghién ctu dic diém vi khuan - vi nim tai Vién
Huyét Hoc truyén mau TW nam 2015. Y Hoc Viét Nam.

Thuy L et al. (2011). Epidemiology, seasonality, and predictors of outcome of
AlDS-associated Penicillium marneffei infection in Ho Chi Minh City, Viet Nam.
Clin Infect Dis. (52):945-952.

Beardsley J, Halliday CL, Chen SC-A, Sorrell TC (2018). Responding to the
emergence of antifungal drug resistance: perspectives from the bench and the
bedside. Future Microbiol. (13):1175-1191.

Pfaller MA, Diekema DJ, Gibbs DL et al (2010). Results from the artemis disk
global antifungal surveillance study, 1997 to 2007: a 10.5-year analysis of
susceptibilities of Candida species to fluconazole and voriconazole as determined
by CLSI standardized disk diffusion. J. Clin. Microbiol. (48):1366-1377.

Lockhart SR, Etienne KA, Vallabhaneni S et al. (2017). Simultaneous emergence
of multidrug-resistant Candida auris on 3 continents confirmed by whole-genome

88



37.

38.

39.

40.

41.

42.

43.

44,

45.

46.

47.

48.

49.

50.

51.

52.

sequencing and epidemiological analyses. Clin. Infect. Dis. (64):134-140.

Tan, T.Y, Hsu, L.Y et al.,(2016). Antifungal susceptibility of invasive Candida
bloodstream isolates from the Asia-Pacific region. Medical Mycology Advance
Access. (0);1-7.

Taccone F, Van den Abeele A-M, Bulpa P et al (2015). Epidemiology of invasive
aspergillosis in critically ill patients: clinical presentation, underlying conditions,
and outcomes. Crit. Care. (19), 7.

Leonardelli F, Macedo D, Dudiuk C, Cabeza MS, Gamarra S, Garcia-Effron G
(2016). Aspergillus fumigatus intrinsic fluconazole resistance is due to the naturally
occurring T301l substitution in Cyp51Ap. Antimicrob. Agents Chemother.
(60):5420-5426.

Perlin DS, Rautemaa-Richardson R, Alastruey-lzquierdo (2017). The global
problem of antifungal resistance: prevalence, machanisms, and management.
Lancet Infect Dis.2017: e383-92.

Pinto E, Lopes V, Faria MA, Lameiras C.(2018). Aspergillus species and antifungal
susceptibility in clincal setting in the North of Portugal: Cryptic species and
emerging azoles resistance in A. fumigatus. Frontier in Microbiol. 2018. 9:1656.
Alastruey-lzquierdo A, Alcazar-Fuoli L, Cuenca-Estrella M (2014). Antifungal
susceptibility pro le of cryptic species of Aspergillus. Mycopathologia. 2014 (178):
427-33.

Antinori S et al. Candidemia and invasive candidiasis in adults: A narrative review.
Eur J Intern Med. 2016 Oct;34:21-28.

Bassetti M et al. A multicenter multinational study of abdominal candidiasis:
epidemiology, outcomes and predictors of mortality. Intensive Care Med.
2015;41(9):1601-1610

Clancy CJ, Nguyen MH. Finding the "missing 50%" of invasive candidiasis: how
nonculture diagnostics will improve understanding of disease spectrum and
transform patient care. Clin Infect Dis. 2013;56(9):1284.

Clancy CJ, Nguyen MH. Diagnosing Invasive Candidiasis. J Clin Microbiol 2018.
56:€01909-17.

De Pauw B, Walsh TJ, Donnelly JP, et al. Revised definitions of invasive fungal
disease from the European Organization for Research and Treatment of
Cancer/Invasive Fungal Infections Cooperative Group and the National Institute of
Allergy and Infectious Diseases Mycoses Study Group (EORTC/MSG) Consensus
Group. Clin Infect Dis. 2008;46(12):1813-1821.

Leroy O and AmarCand Study Group. Epidemiology, management, and risk factors
for death of invasive Candida infections in critical care: a multicenter, prospective,
observational study in France (2005-2006). Crit Care Med. 2009;37(5):1612.
Kullberg BJ et al. Invasive Candidiasis. N Engl J Med 2015;373:1445-1456.
Thoéng tin ké toa thudc Amphotret, nha san xuat Bharat serum and vaccines limited,
India. S6 dang ki VN — 18166-14.

Thong tin ké toa thuéc Ampholip, nha san xuat Bharat serum and vaccines limited,
India. S6 dang ki VN — 19392-15

Charles Craddock et al, Best practice guidelines for the management of adverse

89



53.

54.

55.

56.

57.

58.

59.

60.

61.

62.

63.

64.

65.

66.

67.
68.

69.

events associated with amphotericin B lipid complex, Expert Opin. Drug Saf.
(2010) 9(1):139-147.

Thong tin ké toa thuéc Amphotret, nha san xuat Bharat serum and vaccines limited,
India. S dang ki VN — 18166-14.

Théng tin ké toa thuéc Ampholip, nha san xuat Bharat serum and vaccines limited,
India. S6 ding ki VN — 19392-15.

Caroline A., et al (2018), “The Renal Drug Handbook: The Ultimate Prescribing
Guide for Renal Practitioners”, 5th edition, CRC Press.

Cunha BA, et al. (2015), Antibiotic essentials, 14th edition, The Health Science
Publish.

David NG, et al (2017), “The Sanford guide to Antimicrobial Therapy 2017, 48th
edition, Antimicrobial Therapy Incorporated.

Electronic Medicine Compendium (eMC), SmPC of Diflucan (Pfizer Ltd.),
Sporanox (Janssen-Cilag Ltd.), Noxafil (Merck Sharp & Dohme Ltd.), Vfend
(Pfizer Ltd.), Candidas, Mycamine (Astellas Pharma Ltd.), Ancotil (Mylan Ltd.),
Fungizone (Bristol-Myers Squibb Pharmaceuticals Ltd.), Abelcet (Teva Pharma
B.V.) via https://www.medicines.org.uk/emc, accessed on July 14th, 2019.
Grayson ML, et al (2018), “Kucer’s the use of antibiotics: a clinical review of
antibacterial, antifungal, antiparasitic, and antiviral drugs”, Section 3 (volume 2):
antifungal drugs. 7th edition, CRC Press, Taylor & Francis Group.

IBM Micromedex, https://www.micromedexsolutions.com, accessed on July 13rd,
20109.

Infectious Diseases Society of America (2016), "Clinical Practice Guideline for the
Management of Candidiasis: 2016 Update by the Infectious Diseases Society of
American", Clinical Infections Diseases, 62(4): €1-50. doi: 10.1093/cid/civ933.
Infectious Diseases Society of America (2016), "Practice Guidelines for the
Diagnosis and Management of Aspergillosis: 2016 Update by the Infectious
Diseases Society of America”, Clinical Infections Diseases, 63(4):e1-e60. doi:
10.1093/cid/ciw326.

Johns Hopkins Medicines (2015), Antibiotic Guidelines (2015-2016) - Treatment
Recomendations for Adult Inpatient, Bukupedia.

Laurence Brunton, et al. (2017), “Goodman and Gilman's The Pharmacological
Basis of Therapeutics”, 13th edition, McGraw Hill Professional.

National Comprehensive Cancer Network (2017), “Prevention and Treatment of
Cancer-related Infections (Version 2.2017)”.

US. Food and Drug Administration, Label of Ancobon (Valeant Pharmaceuticals
North America LLC) via https://www.accessdata.fda.gov, accessed on July 14th,
2019.

Russel E. Lewis, Mayo Clinical Proceeding, 2011, 86(8), tr. 80.

Altintop A, Ergul B, Koc N et al (2019). Evaluation of Candida colonization and
use of the Candida Colonization Index in a paediatric Intensive Care Unit: a
prospective observational study. Le Infezioni in Medicina, 27(2), 159-167
Antinori, Spinello et al (2016). Candidemia and invasive candidiasis in adults: A
narrative review. European Journal of Internal Medicine, 34, 21 - 28.

90



70.

71.

72.

73.

74.

75.

76.

77.

78.

79.

80.

81.

82.

83.

Bailly S, Leroy O, Montravers P et al (2015). Antifungal de-escalation was not
associated with adverse outcome in critically ill patients treated for invasive
candidiasis: post hoc analyses of the AmarCAND?2 study data. Intensive Care Med,
41,1931-1940.

Bassetti M, Righi E, Ansaldi F et al (2015). A multicenter multina- tional study of
abdominal candidiasis: epidemiology, outcomes and predictors of mortality.
Intensive Care Med, 41, 1601-1610.

Cristina S, Fernanda B, Luciana L et al (2019). Alginate nanoparticles as non-toxic
delivery system for miltefosine in the treatment of candidiasis and cryptococcosis.
International Journal of Nanomedicine, 14, 5187-5199.

Fatma K, Rania A, Samar C et al (2016). Invasive candidiasis in critically ill
patients. Trends in Anaesthesia and Critical Care, 11, 1-5.

Fernandez-Cruz A, Cruz Menarguez M, Mufioz P et al (2015). The search for
endocarditis in patients with candidemia: a systematic recommen- dation for
echocardiography? A prospective cohort. Eur J Clin Microbiol Infect Dis, 34, 1543—
1549.

Gabriele S, Minggui W, Capparella M R et al (2019). Evaluation of anidulafungin
in the treatment of intra-abdominal candidiasis: a pooled analysis of patient-level
data from 5 prospective studies. European Journal of Clinical Microbiology &
Infectious Diseases, 0934-9723, 1 - 8.

Guarascio A J, Slain D, McKnight R et al (2013). A matched-control evalu- ation
of an antifungal bundle in the intensive care unit at a university teaching hospital.
Int J Clin Pharm, 35,145-148.

Hanson K E, Pfeifer C D, Lease E D et al (2012). p-d-glucan surveillance with
preemptive anidulafungin for invasive candidiasis in intensive care unit patients: a
randomized pilot study. PLoS One, 7, e42282.

Kaufman C A (2015). Complications of candidemia in ICU patients:
endophthalmitis, osteomyelitis, endocarditis. Semin Respir Crit Care Med, 36, 641
649.

Knitsch W, Vincent J L, Utzolino S et al (2015). A randomized, placebocontrolled
trial of preemptive antifungal therapy for the prevention of invasive candidiasis
following gastrointestinal surgery for intra-abdomi- nal infections. Clin Infect Dis,
61, 1671-1678.

Kollef M, Micek S, Hampton N et al (2012). Septic shock attributed to Candida
infection: importance of empiric therapy and source control. Clin Infect Dis, 54,
1739-1746.

Ledn C, Sergio R, Saavedra P et al (2006). A bedside scoring system (“Candida
score”) for early antifungal treatment in nonneutropenic critically ill patients with
Candida colonization. Crit Care Med, 34. 3, 730 - 737

Martin L, Ignacio, Massimo A, Manuel et al (2019). ESICM/ESCMID task force
on practical management of invasive candidiasis in critically ill patients. Intensive
Care Medicine, 45(6), 789-805.

Martinez-Jiménez M C, Mufioz P, Valerio M et al (2015). Combination of Candida
biomarkers in patients receiving empirical antifungal therapy in a Spanish tertiary

91



84.

85.

86.

87.

88.

89.

90.

91.

92.

93.

94.

95.

96.

97.

hospital: a potential role in reducing the duration of treatment. J Antimicrob
Chemother, 70, 3107-3115.

O'Leary, R - A et al (2017). Management of invasive candidiasis and Candidaemia
in critically ill adults: expert opinion of the European Society of Anaesthesia
Intensive Care Scientific Subcommittee. Journal of Hospital Infection, 98(4), 382 -
390.

Ostrosky-Zeichner L (2011). Clinical prediction rules for invasive candidiasis in the
ICU: ready for prime time?. Critical Care, 15,189.

Ostrosky-Zeichner L, Shoham S, Vazquez J et al (2014). MSG-01: a randomized,
double-bind, placebo-controlled trial of caspofungin prophylaxis followed by
preemptive therapy for invasive candidiasis in high-risk adults in the critical care
setting. Clin Infect Dis, 58, 1219-1226.

Pappas P, Kauffman C, Andes D et al (2016). Clinical Practice Guideline for the
Management of Candidiasis: 2016 Update by the Infectious Diseases Society of
America. Clinical Infectious Diseases, 62.

Prattes J, Hoenigl M, Rabensteiner J.et al (2014). Serum 1,3-beta-d-glu- can for
antifungal treatment stratifcation at the intensive care unit and the infuence of
surgery. Mycoses, 57, 679-686.

Rouzé A, Loridant S, Poissy J et al (2017). Biomarker-based strategy for early
discontinuation of empirical antifungal treatment in critically ill patients: a
randomized controlled trial. Intensive Care Med, 43, 1668— 1677.

Vossen M. G., Milacek Ch., Thalhammer F. (2018). Empirical antimicrobial
treatment in haemato-/oncological patients with neutropenic sepsis. ESMO Open
2018;3: e000348. doi:10.1136/esmoopen-2018-000348.

Taplitz R. A. (2018). Antimicrobial Prophylaxis for Adult Patients With
CancerRelated Immunosuppression: ASCO and IDSA Clinical Practice Guideline
Update. J Clin Oncol, 36: 3043-3054.

Wingard J. R (2020). Prophylaxis of invasive fungal infections in adults with
hematologic malignancies. https://www.uptodate.com/contents/prophylaxis-of-
invasive-fungal-infections-in-adults-with-hematologic-malignancies/print.  (last
update: 23/3/2020).

Meidani M, Rostami M, Moulaee S (2012). Blood culture in neutropenic patients
with fever. Int J Prev Med, 3: 141-142.

Garcia-Vidal C, Alastruey-lzquierdo A, Aguilar-Guisado M, Carratala J, Castro C,
Fernandez-Ruiz M et al (2019). Executive summary of clinical practice guideline
for the management of invasive diseases caused by Aspergillus: 2018 Update by the
GEMICOMED-SEIMC/REIPI. Enferm Infecc Microbiol Clin., 37(8):535-541.
Marr KA, Schlamm HT, Herbrecht R, Rottinghaus ST, Bow EJ, Cornely OA et al
(2015). Combination antifungal therapy for invasive aspergillosis: a randomized
trial. Annals of internal medicine, 162: 81-89.

Misch EA, Safdar N (2016). Updated guidelines for the diagnosis and management
of aspergillosis. J Thorac Dis, 8: E1771-E1776.

Patterson TF, Thompson GR I1l, Denning DW, Fishman JA, Hadley S, Herbrecht
R et al (2016). Practice Guidelines for the Diagnosis and Management of

92



Aspergillosis: 2016 Update by the Infectious Diseases Society of America. Clinical
Infectious Diseases, 63: el1-e60.

98. Ullmann AJ, Aguado JM, Arikan-Akdagli S, Denning DW, Groll AH, Lagrou K et
al (2018). Diagnosis and management of Aspergillus diseases: executive summary
of the 2017 ESCMID-ECMM-ERS guideline. Clinical microbiology and infection,
24, Suppl 1: el-e38

99. Jumbo G. T. A, BanWat E. Gyog S. K (2010). Pulmonary and extra pulmonary
manifestations of aspergillosis in clinical practice and potential challenges in
management: An analysis of literature review. Journal of Clinical Medicine and
Research, 2, 11: 185-193.

100. Perfect J. R., Dismukes W. E., Dromer F. et al. (2010). Clinical Practice Guidelines
for the Management of Cryptococcal Disease: 2010 Update by the Infectious
Diseases Society of America. Clinical Infectious Diseases, 50: 291-322.

101. BMJ Best Practice (2018): Cryptococcosis. BMJ Best Practice (last updated: Feb
09, 2018). https://bestpractice.bmj.com/topics/en-us/917/pdf/917.pdf

102. Centers for Disease Control and Prevention, the National Institutes of Health, and
the HIV Medicine Association of the Infectious Diseases Society of America
(2019). Guidelines for the Prevention and Treatment of Opportunistic Infections in
Adults and Adolescents with HIV (last updated: 2019).
https://aidsinfo.nih.gov/guidelines

103. WHO (2018). Guidelines for the diagnosis, prevention and management of
cryptococcal disease in HIV-infected adults, adolescents and children (Supplement
to "The 2016 consolidated guidelines on the use of antiretroviral drugs for treating
and preventing HIV infection™). © World Health Organization 2018, Printed in the
Netherlands. ISBN 978-92-4-155027-7 (51p).

104.Bo Y té (2019). Huéng dan diéu tri va cham séc HIV/AIDS (Ban hanh kém theo
Quyét dinh s6 5456/QD-BYT ngay 20/11/2019 cia Bo Y té). Nxb Y hoc.

105. Jonathan E. Kaplan, C.B., King K. Holmes, John T. Brooks, Alice Pau, Henry
Masur (2009). Guidelines for Prevention and Treatment of Opportunistic Infections
in HIV-Infected Adults and Adolescents. Recommendations from CDC, the
National Institutes of Health, and the HIV Medicine Association of the Infectious
Diseases Society of America. Recommendations and reports, 58, No RR4: 6-10.

106. Supparatpinyo K., Kauffman C. A., Mitty J. (2019). Diagnosis and treatment of
Talaromyces (Penicillium) marneffei infection. Up to date (update Aug 2019).

107. Galgiani J. N., Ampel N. M., MacDonald J. D., Blair J. E., Meyerson S. L.,
Catanzaro A. et al (2016). 2016 Infectious Diseases Society of America (IDSA)
Clinical Practice Guideline for the Treatment of Coccidioidomycosis.
Coccidioidomycosis Treatment Guidelines, 2016. Clinical Infectious Diseases, 63,
6: e112—e146.

108. Limper A. H., Sarosi G. A., Ampel N. M., Bennett J. E., Catanzaro A., Davies S. F.
et al (2011). Treatment of Fungal Infections in Adult Pulmonary and Critical Care
Patients. Am J Respir Crit Care Med, 183: 96-128.

109. Wheat L. J., Freifeld A G. , Kleiman M B., Baddley J W., McKinsey D S., Loyd J
E. (2007): Clinical Practice Guidelines for the Management of Patients with

93



Histoplasmosis: 2007 Update by the Infectious Diseases Society of America. IDSA
Guidelines for Management of Histoplasmosis. Clin Infect Dis.; 45: 807 - 825.
110. Kauffman C A., Chapman S W., Pappas P G. (2007). Clinical Practice Guidelines
for the Management of Sporotrichosis: 2007 Update by the Infectious Diseases

Society of America. Clin Infect Dis.45,10: 1255-1265.

111. Chapman S W., Dismukes W E., Kauffman C A., Proia L A., Bradsher R W. (2008).
Clinical Practice Guidelines for the Management of Blastomycosis: 2008 Update
by the Infectious Diseases Society of America. Clin Infect Dis.; 46, 12:1801-1812.

112. B Y té (2012). “Tai liéu dao tao Kiém soéat nhidm khuan ban hanh kém theo Quyét
dinh s6 5771/BYT-K2DT”

113. Pappas PG, Kauffman CA, Andes DR, et al (2016). “Clinical Practice Guideline
for the Management of Candidiasis: 2016 Update by the Infectious Diseases Society
of America”. Clin Infect Dis. 62(4):el

114. Victorian Advisory Committee on Infection Control (2007). “Guidelines for the
classification and design of isolation rooms in health care facilities”

115. Jane D. Siegel, MD; Emily Rhinehart, RN MPH CIC; Marguerite Jackson, PhD, et
al (2007). “Guideline for Isolation Precautions: Preventing Transmission of
Infectious Agents in Healthcare Settings”. CDC Guideline

116. Klotz SA (2006). “ Oropharyngeal candidiasis: a new treatment option”. Clin Infect
Dis, 42(8):1187

117.Vazquez JA, Patton LL, Epstein JB et al (2010). “Randomized, comparative,
double-blind, double-dummy, multicenter trial of miconazole buccal tablet and
clotrimazole troches for the treatment of oropharyngeal candidiasis: study of
miconazole Lauriad®efficacy and safety (SMiLES)”. HIV Clin Trials; 11(4):186-
96

118. Darouiche RO (1998). “Oropharyngeal and esophageal candidiasis in
immunocompromised patients: treatment issues”. Clin Infect Dis;26(2):259

119. Klotz SA (2006). “Oropharyngeal candidiasis: a new treatment option”. Clin Infect
Dis.42(8):1187

120. Hamill, R.J., Amphotericin B formulations: a comparative review of efficacy and
toxicity. Drugs, 2013. 73(9): p. 919-34.

121.Wade, R.L., et al., Comparison of adverse events and hospital length of stay
associated with various amphotericin B formulations: sequential conventional
amphotericin b/lipid versus lipid-only therapy for the treatment of invasive fungal
infections in hospitalized patients. P T, 2013. 38(5): p. 278-87

94



		2021-07-14T06:23:51+0700
	Nguyễn Trường Sơn
	Bộ Y tế


		Phòng CNTT - Văn phòng Bộ Y tế - Phone: 024.62732273 - Fax: 38464051 - Email: byt@moh.gov.vn


	2021-07-14T09:20:39+0700
	 Bộ Y tế
	Văn phòng<vanphongbo@moh.gov.vn> đã ký lên văn bản này!


		Phòng CNTT - Văn phòng Bộ Y tế - Phone: 024.62732273 - Fax: 38464051 - Email: byt@moh.gov.vn


	2021-07-14T09:20:58+0700
	 Bộ Y tế
	Văn phòng<vanphongbo@moh.gov.vn> đã ký lên văn bản này!


		Phòng CNTT - Văn phòng Bộ Y tế - Phone: 024.62732273 - Fax: 38464051 - Email: byt@moh.gov.vn


	2021-07-14T09:21:07+0700
	 Bộ Y tế
	Văn phòng<vanphongbo@moh.gov.vn> đã ký lên văn bản này!


		Phòng CNTT - Văn phòng Bộ Y tế - Phone: 024.62732273 - Fax: 38464051 - Email: byt@moh.gov.vn


	2021-07-14T09:21:20+0700
	 Bộ Y tế
	Văn phòng<vanphongbo@moh.gov.vn> đã ký lên văn bản này!


		Phòng CNTT - Văn phòng Bộ Y tế - Phone: 024.62732273 - Fax: 38464051 - Email: byt@moh.gov.vn


	2021-07-14T09:21:27+0700
	 Bộ Y tế
	Văn phòng<vanphongbo@moh.gov.vn> đã ký lên văn bản này!


		Phòng CNTT - Văn phòng Bộ Y tế - Phone: 024.62732273 - Fax: 38464051 - Email: byt@moh.gov.vn


	2021-07-14T09:21:58+0700
	 Bộ Y tế
	Văn phòng<vanphongbo@moh.gov.vn> đã ký lên văn bản này!


		Phòng CNTT - Văn phòng Bộ Y tế - Phone: 024.62732273 - Fax: 38464051 - Email: byt@moh.gov.vn


	2021-07-14T09:22:05+0700
	 Bộ Y tế
	Văn phòng<vanphongbo@moh.gov.vn> đã ký lên văn bản này!




