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Tom tat
Pt van dé: Voriconazol 1a thudc khdng ndm d3u tay trong didu tri nhiém nam xam 13n do Aspergillus va xudng thang trong mét s6 truong
hop nhiém Candida. Viéc s& dung hop Iy voriconazol gitip t8i wu hoa diéu tri va gidm thiéu ddc tinh do thudc.

Muc tiéu: Khao sat dic diém st dung va ddc tinh lién quan dén voriconazol trén bénh nhan dwoc chi dinh voriconazol diu tri nhiém nam
xam 13n tai Bénh vién Dai hoc Y Dwoc Thanh phd H6 Chi Minh (BV PHYD TPHCM).

D6i twong va phuwong phap nghién ciru: Nghién clru cdt ngang mo ta trén hd so bénh an clia bénh nhan duoc chi dinh voriconazol diéu tri
nhiém nam xam 1an tai BV DPHYD TP.HCM tir thang 10/2021 dén thang 03/2025. Thong tin vé déc diém dich t&, vi sinh, st dung thudc va céc
déc tinh lién quan dwoc ghi nhan trong ho so bénh an.

K&t qua: C6 220 bénh nhan duoc dua vao nghién clru véi tudi trung 1a 65,7 + 14,1, nam gidi chiém 57,7%. C6 50% dan s& nghién cttu cé
bé&nh nén dai thao dudng. C6 37,7% bénh nhan cé bang chitng chic chin nhiém ndm xam I14n va Aspergillus |3 tdc nhan duoc phan Iap voi
ty 1& cao nhat (54,5%). Trung vi liéu tai va liéu duy tri voriconazol [an luot 13 6,1 (5,6 - 6,9) mg/kg/lidu va 3,6 (3,1 - 4,0) mg/kg/liéu. Cac ché do
liéu thap hon dugc ghi nhan trén bénh nhan xo gan. Ty 1& phi hop vé liéu so véi hudng dan bénh vién cla lidu tai va liéu duy tri [an luot 13
53,0% va 75,0%. Doc tinh trén gan xuat hién trén 16,1% bénh nhan véi thoi diém khéi phat trung vila 7,0 (3,0 - 9,0) ngay. C6 14 bénh nhan

dworc ghi nhan déc tinh trén than kinh va/hoac thi gidc. Hau hét cac doc tinh thuyén giam sau khi gidm liéu ma khéng can phai nglrng thudc.

Két luan: Ty |é hop Iy vé lidu tai voriconazol con thap, trong khi d6 lidu duy tri twong ddi tuan tha hwdng dan diu tri va phi hop véi cac
khuy&n cdo trén bénh nhan chau A. Can t8i uu ché& d liéu kinh nghiém ciing nhu theo d&i ndng d6 thudc dé han ché doc tinh clia voriconazol

trong qua trinh st dung.

Tir khod: voriconazol; ndm xam Ian; déc tinh trén gan; déc tinh trén than kinh; doc tinh trén thi giac
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Introduction: Voriconazole is the first-line antifungal agent primary treatment of invasive aspergillosis, as well as a step-down option for

invasive candidiasis. Proper use of voriconazole plays a crucial role in optimizing therapeutic efficacy and minimizing drug-related toxicity.

Objectives: To assess the use of voriconazole and drug-related toxicity among patients who received this medication for the treatment of

invasive fungal infections at University Medical Center Ho Chi Minh City (UMC HCMC).

Materials and methods: A cross-sectional study was conducted on medical records of patients who received voriconazole for invasive fungal
infections at UMC HCMC from October 2021 to March 2025. Information regarding patient characteristics, microbiology, the uses of

voriconazole and related toxicities were extracted from the medical records.

Results: There were 220 patients included in the study. The mean age was 65.7 + 14.1 years, and 57.7% were male. Half of the patients had
underlying diabetes. The diagnosis of proven invasive fungal disease was made in 37.7% of the study population. Aspergillus was the most
frequently identified pathogen (54.5%). Regarding the use of voriconazole, the loading dose and maintenance dose were
6.1 (5.6 - 6.9) mg/kg/dose and 3.6 (3.1 - 4.0) mg/kg/dose, respectively. Cirrhotic patients received smaller doses for both the loading dose
and the maintenance dose. Overall adherence to hospital guidelines was 53.0% for the loading dose and 75.0% for the maintenance dose.
Hepatotoxicity occurred in 16.1% of the patients with a median onset time of 7.0 (3.0 - 9.0) days. Visual disturbance and/or neurotoxicity
were reported in 14 patients. In most cases, these symptoms resolved spontaneously or improved after dose reduction without requiring

treatment discontinuation.

Conclusion: Overall adherence to hospital guidelines was low for the loading dose, whereas adherence to the maintenance dose was
acceptable and consistent with recommendations for the Asian population. The results from the study emphasized the importance of
individualizing empiric voriconazole regimens as well as implementing therapeutic drug monitoring services to optimize efficacy and reduce

potential adverse events.

Keywords: voriconazole; invasive fungal diseases; hepatotoxicity; neurotoxicity; ocular toxicity

1. 'DAT VA,N 'D‘E Nong do voriconazol c6 sy bién thién 16n giita cac
ca thé cling nhu gitta nhitng giai doan bénh khac nhau
Nhi&m ném x&m I4n 12 bénh Iy nhidm tring c6 tj 18 trén cung mot ca the. ,Nguyen nhan la do thuwoc c6 duoc
dong hoc khoéng tuyén tinh bao hoa chuyén hoad qua
enzym cytochrom CYP2C19 va CYP3A4, dong thoi

cling chiu anh huong boi da hinh kiéu gen [6]. Co

miéc bénh va ty 1¢ tir vong cao. Udc tinh toan cau moi
nim c6 khoang 6,5 triéu ca nhiém nam nghiém trong.

Trén ddi tuong bénh nhén suy giam mién dich nhu bénh

ghép tang, giam bach cdu hat kéo dai hoic co bénh
huyét hoc 4c tinh, Aspergillus 1a tic nhan giy bénh

hang dau véi ty 1& tir vong c6 thé 1én dén hon 50% [1].

Voriconazol 1a mét thudc khang nim téng hop thudc
nhoém triazol duoc sir dung ddu tay trong diéu tri nhiém
ndm xam lan do Aspergillus, diéu tri xudng thang trong
mot sb truong hop nhidm Candida xam lan ciing nhu
dy phong nhiém nidm x4m 1an trén d6i twong bénh nhan
suy giam mién dich [2,3]. Mot sb doc tinh quan trong
ctia voriconazol bao gébm ddc tinh trén gan, than kinh
va thi gidc thuong xuyén xay ra v4i tan suit cao va
cling 1a mot trong nhirng nguyén nhan hang dau dan
dén ngung thubc [4,5].
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khoang 13 - 23% dan s6 chau A mang kiéu hinh
CYP2C19 chuyén hoa cham, ddn dén nguy co tich liy
thubc gdy doc tinh khi sir dung lidu khuyén cdo trong

cac hudng dan diéu tri [7].

Tai Bénh vién Pai hoc Y Duoc Thanh phd H6 Chi
Minh (BV PHYD TP.HCM), voriconazol dugc st dung
thuong quy tai cac khoa 1am sang va khoa Kham bénh
ngoai tr trong diéu tri nhiém Aspergillus va Candida
xam 14n [8]. Véi mong mudn cung cip nhitng dir liéu
thuc té vé& tinh hinh su dung voriconazol tai bénh vién,
dé tai dugc thuc hién véi nhitng muc tiéu sau: (1) Khao
sat dic diém st dung voriconazol; (2) Khao sat cac bién
¢6 bat loi lién quan dén st dung voriconazol.
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2. POl TUONG VA PHUONG PHAP
NGHIEN CU'U

2.1. Dditwong nghién ciru
2.1.1. Tiéu chuén chon méu
Bénh nhan diéu tri tai BV PHYD TPHCM tir théng

10/2021 dén thang 03/2025 c6 chi dinh sir dung voriconazol
dudng udng va/hodc duong tiém truyén.

2.1.2. Tiéu chuén logi trir

Bénh nhan du6i 18 tudi, bénh nhan st dung voriconazol

dudi 5 ngay.

2.2. Phuong phap nghién ciru

2.2.1. Thiét ké nghién ciu

Cit ngang md ta.

2.2.2. C& méu

Tét ca ho so bénh an théa tiéu chuan chon mau va khong

thudc tiéu chuén loai trir trong thoi gian nghién ciru.
2.2.3. Cdc tiéu chi khdo sat
Bdc diém chung clia méu nghién ciru

Tubi, gioi tinh, bénh kém, chirc nang gan than nén va cac
yéu t6 lién quan dén tinh trang suy giam mién dich.
Ddc diém nhiém ném xém Ién

Vi tri nhiém ndm, tic nhan vi nim phan lap va mic do
chic chan vé bang chimg nhidm nim cua miu nghién ctru
(chic chan/khéng chéc chin) theo dinh nghia cia TH chic
nghién ctru, diu tri ung thu Chau Au va Nhoém nghién ctu
va dao tao vé bénh nhiém ndm (EORTC/MSGERC) nim
2020 [9].

Ddc diém st dung voriconazol

DPudng dung, lidu tai (mg/liéu va mg/kg/liéu), lidu duy tri
(mg/lidu va mg/kg/lidu), vi tri cia voriconazol trong phac do,
khang ndm trudc khi dung voriconazol, thudc ding kém co
kha nang twong tac voi voriconazol. Dac diém sir dung thude
duogc khao sat trén bénh nhan thong thudng va bénh nhan xo
gan. Tinh phu hop vé liéu va mirc d6 twong tic duoc danh
gi4 dya trén hudng dan ciia BV PHYD TP.HCM [8].
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Déc tinh lién quan dén voriconazol

Doc tinh trén gan: bit thuong vé chirc ning gan bao gom

ting men gan, tang bilirubin.

Doc tinh trén than kinh/thi gidc bao gdm céc tridu chimg
40 giac, o thanh, mo mit, giam thi lyc, s¢ anh sang, rdi loan

mau sac, sang cap... dugc ghi nhan trong ho so bénh an.

Céc bién cb bat loi duoc phan loai theo Tiéu chuan Thong
dung dé Panh gi4 cac bién cd bét lgi phién ban 5.0 (CTCAE
version 5.0) [10].

2.3. Phuong phap xtr ly sé liéu

Céc dit liéu duoc nhap, quan 1y va luu trit bing phan mém
Microsoft Excel 365. Cac phép kiém thong ké duogc thuc
hién bang phan mém IBM SPSS 27. Thong ké mé ta dugc
str dung dé trinh bay dic diém ciia mau nghién ctru. Cac bién
dinh lugng duoc biéu dién bang gia tri trung binh + d6 1éch
chuan (TB + DLC) hoic trung vi (khoang tir phan vi) (TV
(KTPV)). Céc bién dinh tinh dugc mé ta theo tan sb (ty 1¢
phan tram) (n (%)).

3. KET QUA

3.1. Dic diém chung cia mau nghién ciru

C6 tong cong 220 bénh nhan duoc khao sat vai tudi trung
binh 14 65,7 + 14,1 tudi, ty 1é nam gi6i chiém 57,7%. Ching
t01 ghi nhan 62,7% bénh nhan co it nhét mot tinh trang li€n
quan suy giam mién dich, trong d6 d4i thao dudng co ty 18
cao nhét v6i 50% déan s6 nghién ctru. C6 13 bénh nhan xo
gan, chiém 5,9% dan s nghién ctru. Dic diém chung ciia
mau nghién ctru duoc trinh bay trong Bang 1.

3.2. Dic diém nhiém ndm xam lan

Hau hét bénh nhéan trong mau nghién ciru (77,7%) duoc
chi dinh nuéi cy bénh pham véi ty 1¢ duong tinh 77,2%. Co
81 bénh nhan duoc chi dinh giai phau bénh (36,8%) va 37
bénh nhan dugc chi dinh PCR (16,8%) véi ty 1€ duong
tinh 1an luot 14 90,1% va 100%. Galactomannan dugc chi
dinh trén 13 bénh nhan (5,9%) voi ty 1€ duong tinh 100%.
C6 191 bénh nhan (86,8%) c6 can 1am sang hinh anh hoc
goi ¥ nhi®m ndm x4m 14n. Bang 2 mé ta dic diém vé ty 1&
céc loai bénh pham ciia cac xét nghiém duong tinh ciia mu

nghién ctru.
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Bang 1. Dic diém chung clia mau nghién ciru (n = 220)

Pac diém Két qua
Tudi (ndm) TB+DLC 65,7+14,1
Nam n (%) 127 (57,7)
Gidi tinh
N n (%) 93 (42,3)
Tang huyét ép n (%) 138(62,7)
Pai thdo duong n (%) 110(50,0)
Bénh hé hap n (%) 38(17,3)
Bénh than man n (%) 31(14,1)
Bénh co xuong khop n (%) 31(14,1)
Bénh kém
Ung thu khéi u rén n (%) 29(13,2)
Bénh ly ndo n (%) 28(12,7)
Bénh gan n (%) 26 (11,8)
Bénh mé lién két n (%) 8(3,6)
Diém Charlson TV (KTPV) 4,0(2,0-6,0)
bai thdo duong n (%) 110(50,0)
Ung thu khéi u rén n (%) 29(13,2)
Cac yéu t6 lién quan dén tinh [
, _ SUr dung corticoid kéo dait n (%) 12(5,5)
trang suy giam mién dich
Bénh huyét hoc ac tinh n (%) 8(3,6)
Ghép tang n (%) 2(0,9)
Chtrc ndng than nén SCr (mg/dL) TV (KTPV) 08(0,7-1,1)
(n=219) CrCl (mL/phut) TV (KTPV) 59,1 (42,9-90,6)
AST (U/L) TV (KTPV) 29,0 (21,0-46,0)
ALT (U/L) TV (KTPV) 25,0 (15,0-43,0)
Bilirubin toan phan (mg/dL) TV (KTPV) 0,7(0,5-1,0)
Churc néng gan nén I x TV (KTPV)
Bilirubin tryc ti€p (mg/dL) 0,2(0,1-0,4)
(n=219)
Child—Pugh A n (%) 2(0,9)
Xo gan Child —Pugh B n (%) 8(3,6)
Child — Pugh C n (%) 3(1,4)

1S¢r dung 2 20 mg/ngay prednisolon hodc ligu twong dwong trong > 3 tuan; Tl viét tat: SCr: creatinin huyét thanh; CrCl: d thanh thai creatinin; AST: aspartate
aminotransferase; ALT: alanine transaminase
Phoi va miii xoang 14 vi tri nhiém nam pho bién nhat bao gom 73 bénh nhén (88,0%) c6 hinh anh nam & két qua
voity 1€ 1an lugt 14 63,6% va 25,5%. Aspergillus 1a vi nam
duoc phan 1ap ty 1€ cao nhat (54,5%). C6 83 bénh nhan

(37,7%) c6 bang chimg chic chin nhiém ndm xam lan,

giai phau bénh va 10 bénh nhan (12,0%) c6 két qua ciy

mau duong tinh v6i vi nAm (Bang 3).
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Bang 2. Ty |é cac loai bénh pham c6 két qua duong tinh clia mau nghién ctiru (n = 220)

Céc xét nghiém duoc chi dinh Loai bénh phdm c6 két qua duong tinh Két qua, n (%)
M6 vung miii xoang 52 (64,2)
Giai phau bénh (n = 81) M6 phdi 26 (32,1)
Khact 3(3,7)
Bénh pham dudng hé hap 125 (71,0)
Dich vét thuong 21(11,9)
Nudi cdy (n = 176)
Méu 20(11,4)
Khac? 10(5,7)
bam 22 (59,5)
PCR (n=37) Dich phé& quan 14(37,8)
Mau 1(2,7)
Mau 9(69,2)
Galactomannan (n = 13)
Dich phé& quan 4(30,8)
Phéi 130(55,1)
Hinh anh hoc (n = 236)
Mii xoang 106 (44,9)

Bénh pham giai phau bénh khac: mo thanh quan (n = 2), md tuyén yén (n = 1); 2 Bénh pham nudi cdy khac: nudc tiéu (n = 6), 6ng thong catheter (n = 2), md phdi
(n=1), mdsinh thiétda (n=1)

Bang 3. Dic diém vj tri nhiém nam, tac nhan vi ndm phan 1ap va mirc dd chic chin vé béng chirng nhiém ndm clia mau nghién ciru (n = 220)

Pic diém Két qua, n (%)
Phéi 140 (63,6)
Mdii xoang 56 (25,5)
B Than kinh trung uong 13(5,9)
Vi tri nhiém nam
Mau 12 (5,5)
Da, m6é mém 3(1,4)
Khac? 3(1,4)
Aspergillus spp. 120(54,5)
Tac nhan vi ndm phan 3p| Candida spp. 80(36,4)
duoc Khéng dinh danh 34 (15,5)
Khac? 11(5,0)
Chic chén 83(37,7)
) y o Gidi ph3u bénh 73 (88,0)
Bang chitng nhiém nam chac chan
Cay méu duong tinh 10(12,0)
Mtrc dd bang chirng nhiém| Khong chic chin 137 (62,3)
nam -
Hinh anh hoc 120(87,6)
Bing chitng nhiém nam khong chéc chan3 3{32; céy/PCR bénh pham khong vo 108 (78,8)
Galactomannan 13(9,5)

1Vj tri nhi€m ndm khéc: day thanh (n = 2), phiic mac (n = 1); 2 TAc nhan khac: Kodamaea ohmeri (n = 1), Trichosporon asahii (n = 1), Mucor (n = 2), ndm sgi (n = 6),
nam hat men (n = 1); 3Trong s& 137 bénh nhan cé béng chirng nhiém nam khong chac chdn, mdi bénh nhan cé thé cé nhiéu déc diém goi y nhiém ndm bao gdm can lam

sang va/hoéc hinh anh hoc va/hodc nudi cdy, PCR
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3.3. Dic diém st dung voriconazol

Ty 1& bénh nhan dugc bat dau didu tri voi voriconazol
bang duong udng 1a 64,5% va duong tiém truyén 1a 35,5%.
Phan 16n bénh nhan duoc chi dinh lidu tai véi trung vi 6,1
(5,6 - 6,9) mg/kg/liu. Bénh nhéan xo gan, dic biét xo gan
Child-Pugh C, dugc sir dung liéu tai va lidu duy tri déu thap
hon so v&i bénh nhan théng thuong. Trong s6 94 bénh nhan
duoc theo doi dén khi hoan thanh dot diéu tri, tong thoi gian
st dung voriconazol trung vi 1a 21,0 (13,8 - 93,0) ngay. Pac

Bang 4. Dic diém str dung voriconazol ciia m3u nghién ciru (n = 220)

diém sir dung voriconazol ctia bénh nhan trong mau nghién
ctiu duogc trinh bay trong Bang 4.

C6 68,6% bénh nhan trong nghién ctru dugc sir dung mot
trong cac thube trc ché bom proton c6 kha ning twong tac
can than trong vé6i voriconazol. Trong cac tuong tac chong
chi dinh, ¢6 3 trudong hop bénh nhan st dung dong thoi voi
rifampin phai ngung voriconazol dé tiép tuc phac do khang
lao. Bic diém cac thude ding kém c6 kha ning tuong tac véi
voriconazol dugc mo ta & Bang 5.

Dic diém st dung voriconazol Két qua
R . ... | Kinhnghiém n (%) 34(15,5)
Vi tri cta voriconazol trong phac do
Diéu tri theo tac nhan n (%) 186 (84,5)
) Caspofungin n (%) 16(7,3)
\ljzfi:gnazrf;m truge khi - ding Fluconazol n (%) 12(5,5)
Amphotericin B n (%) 4(1,8)
Liéu téi*
S6 bénh nhan duoc dung lidu tai n (%) 166 (75,5)
buong tiém n (%) 72(43,3)
buong dung .
buong udng n (%) 94 (56,6)
Bénh nhan théng thudng (n = 155) mg/liéu 354,2 65,8
(TB £ BLC hodc TV (KTPV)) mg/kg/lidu 6,1(5,7-6,9)
Bénh nhan xo gan Child —Pugh A, B (n=8) mg/liéu 2875+ 83,4
(TB £ DLC hodc TV (KTPV)) mg/kg/liéu 6,0+1,38
Lidu tai2 Bénh nhan xo gan Child —Pugh C (n = 3) mg/liéu 166,7 +57,7
(TB £ DLC hodc TV (KTPV)) mg/kg/liéu 29+14
Toan bd mau (n = 166) mg/liéu 347,6+72,0
(TB £ BLC hodc TV (KTPV)) mg/kg/liéu 6,1(56-6,9)
Phu hop v&i huéng dan bénh vién (n = 166) n (%) 88(53,0)
Liéu duy tri?
Bénh nhan théng thuong (n = 207) mg/liéu 199,6 + 33,6
(TB £DLC hodc TV (KTPV)) mg/kg/lidu 3,6(3,1-4,0)
Bénh nhan xo gan Child —Pugh A, B (n = 10) mg/liéu 144 £ 60,2
(TB £ DLC hogc TV (KTPV)) meg/kg/lidu 2,8+1.2
Liéu duy tri Bénh nhan xo gan Child —Pugh C (n = 3) mg/liéu 83,3+289
(TB £ DLC hodc TV (KTPV)) mg/kg/liéu 1,4+0,7
Toan bd mau (n = 220) mg/liéu 195,6 + 39,1
(TB £DLC hodc TV (KTPV)) mg/kg/lidu 3,6(3,1-4,0)
Phl hop v&i huéng dan bénh vién (n = 220) n (%) 165 (75,0)
buong tiém n (%) 73(33,2)
Puong dung ”
budng udng n (%) 147 (66,8)
S6 bénh nhan tiép tuc st dung voriconazol ngoai tru n (%) 134 (60,9)
Thi gian dot didu tri* (TV (KTPV)) ngay 210
(13,8-93,0)

1 Liéu tai duogc str dung vao ngay dau tién, 2 lieu, cdch nhau 12 gid; 2 Khdo st trén 166 bénh nhan cé s dung liéu tai; 3 Lidu duy tri dwoc st dung tir ngay thit hai tré

di, cch nhau 12 gi®» hodc 24 gid trén 3 bénh nhan xo gan; 4 Xét trén 94 bénh nhan duoc tiép tuc theo di sau khi hoan thanh dot diéu tri va ngung thudc
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Bang 5. Cac thudc dung kém c6 kha ning twong tac véi voriconazol

3.4.2. Béc tinh trén thén kinh vé/hodic thi gidc

C6 14 bénh nhan xuét hién doc tinh trén than kinh vi/hodc
thi giac trong qua trinh st dung voriconazol. Cac triéu chiing
duoc ghi nhan chu yéu gdm c6 md mét, 4o giac, 4o thanh,
sang, v6i 86% xay ra trong tuan dau tién dung thude va tu
thuyén giam sau khi duoc giam lidu. Pic diém mo ta cac
trudong hop doc tinh trén than kinh/thi giac lién quan dén
voriconazol dugc trinh bay trong Bang 7.

Bang 7. Dic diém doc tinh trén than kinh va/hoic thi giac lién quan dén

(n=220)

Thudc tuong tac! Két qua, n (%)
Tolvaptan 4(18)
Ivabradin 4(18)

Tuong tac chéng chi | Quetiapin 3(14)

dinh? Rifampin 3(14)
Domperidon 2(0,9)
Colchichin 2(0,9)
Esomeprazol 87(39,5)

Twong téc can than Pantoprazol 51(23,2)

trong Rabeprazol 13(5,9)
Tacrolimus 3(14)

1Thudc cé kha néng tuong tac véi voriconazol dugc liét ké trong hwdng dan
clia BV DHYD TP.HCM; 2 Thei gian st dung ngan khodng 2 - 3 ngay, sau dé
bénh nhan duoc ngung mét trong hai thudc, khéng ghi nhan hau qua trén

lam sang

3.4. Poc tinh lién quan dén voriconazol

3.4.1. Béc tinh trén gan

C6 180 trong s 220 bénh nhan ciia mau nghién ctru
(81,8%) dugc danh gia chirc ning gan day du trude va trong
khi st dung voriconazol. Trong do, ddc tinh trén gan ¢ d6 1
chiém ty 1& cao nhat (28,3%), va ty 1¢ doc gan tir do 2 tro 1én
chiém 16,1%. Thoi diém khoi phét doc tinh trén gan c6 trung
vila 7,0 (3,0 - 9,0) ngay (Bang 6).

Bang 6. Dic diém ddc tinh trén gan lién quan dén voriconazol cia mau
nghién ctru (n =220)

Dic diém Két qua, n (%)
S6 bénh nhan dugc danh gia chirc ndng gan day dd 180 (81,8)
Po1 51(28,3)
Phan loai dbc tinh theo murc do 852 18(10,0)
nghiém trong D63 10(5,6)
o4 1(0,6)
Déc gan tir d6 2 trd 1én 29 (16,1)
Thoi diém khéi phat doc tinh trén
R TV (KTPV) 7,0(3,0-9,0)
gan (ngay)
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voriconazol trén 14 bénh nhan ctia mau nghién ctiru

. |Liéu duy
Liéu tai o Ngay
STT | (mg/ke (mg/kg | Ko Biéu hién XU tri Két qua
ia N phat
figu) Jliéu)
1 50 3 Ao thj Gidm ligu | Cai thién
2 3,9 2 Ao thj Gidm ligu | Cai thién
3 Giam thi
5,6 2,8 5 | trwong mét Gidmligu | Caithién
phai, o thj
4 8,7 7 |Nhin d6i mau Giam liéu Cai thién
5 6,3 4,2 1 |N6iméd,sdng|  Giam liéu Cai thién
6 Ngl g3, ri
6,3 4,2 5 | loan trigiac Giam liéu Cai thién
cap tinh
7 Mo mat, anh
3,6 6 | huwangsinh Giam liéu Cai thién
hoat
8 60 40 3 Sangfap vé Pregz?balln, Cai thién
dém zopiclon
1 59 | 39 | a4 | hotn [|KnOmexTdAC) iian
hiéu
10 Khé ngl, néi
m&, nghién R N
, | Kh rtrid 25 eloin
9,3 4,7 4 | rdngkhingu, ong ).(A ridac Caithién
5 , hiéu
ao thanh, ao
thi
1 Sang, cufong ., ... [Tinhtrang
tay bat Khéng xr tri dac N
5,7 3,8 2 N . . bénh
thuong khi hiéu «
) ndng hon
ngl
12 [ [ Tinh trang|
44 4 Choar:g Vang, Ngung thudc bénh
sang <
nang hon
13 . P ~_ [Tinh trang|
59 40 14 M’o‘ mat: Doi khar)g nam bénh
chéng madt khac .
nang hon
14 N N
Sang cap kéo Shuyen du’d?g Sang
4,2 17 . . |udng sang duong| | .
dai 23 ngay tiam nhiéu hon
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4. BAN LUAN

4.1. Dic diém chung ciia mau nghién ctru

Phén 16n bénh nhan trong nghién ciru 1a nguoi cao tudi
(64% bénh nhan tir 60 tudi trd 1én). Py 1a dan s6 thuong
¢6 nhidu bénh nén ciing nhu suy giam chic ning da co
quan, do d6 c6 nguy co tich lity voriconazol gay doc tinh
phai nging thude [11]. Dit liéu tir cac thir nghiém tién 1am
sang cua voriconazol cho thay nong do voriconazol c6 thé
tang 80 - 90% trén nguoi cao tudi, do do viée sir dung thude
trén ddi twong nay can than trong, theo ddi ndng do thudce ciing
nhu theo ddi cac bién ¢b c6 hai chit ché trong qua trinh sir
dung [12].

Ty 1& bénh nhan c¢6 bénh huyét hoc trong nghién ctru cua
chiing t6i chiém ty 1& 3,6%, thap hon rat nhiéu so v&i cac
nghién ctru trong tu trong khu vire chau A vi ty 18 ghi nhan
1én dén 39% - 82% [4,5,13]. Piéu nay phan anh thyc t& 1am
sang va mo hinh bénh tat tai BV PHYD TPHCM, trong do
viéc tiép nhan diéu tri ndi tra bénh nhan huyét hoc con han
ché va da s6 truong hop dugc chuyén dén céc trung tim
huyét hoc chuyén khoa. Nguoc lai, ngoai céc yéu td nguy co
nhiém ndm xam 14n truyén thong chiém 17% dén s6 nghién
ctru bao gdm bénh huyét hoc 4c tinh, giam bach cau hat kéo
dai, bénh ghép tang, st dung thude tre ché mién dich 1au dai,
chiing t6i ghi nhan c6 dén 50% dan s6 ¢6 bénh nén dai thao
dudng. Pudng huyét cao dai ding dugc xem nhu mot trang
thdi suy giam mién dich nhe giy ra boi cac phan (mg viém
lam giam chirc ning cac té bao mién dich. Do do, déi thao

duodng va kiém soat dudng huyét kém can duoc ghi nhan la

mot trong cac yéu té nguy co nhiém Aspergillus xam lan [14].

4.2. Dic diém nhiém nam xam lan

Giai phau bénh, nudi cdy vi ndm tir dich v6 khuan hozc
PCR mb 14 nhiing tiéu chuén vang dé chan doan chic chan
nhiém nam xam l4n [9]. Tuy nhién, ty 1& bénh nhan dugc
chan doan chic chin chi chiém 37,7%, tuong dong vdi cac
nghién ctru khéao sat viéc st dung voriconazol tai khu vuc
chau A véi ty 18 18 - 44% [4,5,15]. Trén thyc té, sinh thiét
mot tha thudt xam 14n ¢6 kha ning gy ra nhiéu bién ching
do d6 khong dugc thuc hién mot cach thuong quy. Ngoai ra
ty 1¢ phan lap dugc tac nhan vi nim trong cac dich sinh hoc
vo tring nhu méau hay dich ndo tuy rat thip va co thoi gian
tra két qua kéo dai va c6 thé 1én dén 4 tuan ddi voi
Aspergillus [16]. Do d6, phan 16n bénh nhan dugc chan doan
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nhiém nim x4m lan v&i muc d bang chimg “nhiéu kha ning”
hodc “co thé” thong qua su phdi hop cac tiéu chi 1am sang,
hinh anh hoc, diu 4n sinh hoc (galactomannan va beta-D-
glucan), nuoi cay bénh pham khéng v tring va cac yéu td
nguy co tir bénh nhan. Cac xét nghiém nay khi dugc thyuc
hién trén bénh ph?im pht hop c6 d6 nhay va d6 dac hi€u cao
va déu dugc khuyén cao thuong quy trong chan doan va diéu

tri nhiém nim xam l4n [17].

Nam phoi xam 14n (63,6%) va viém mili xoang hoai tir do
nam xam l4n (25,5%) 1 hai vi tri nhiém ndm chiém ty 1¢ cao
nhét trong nghién ciru ciia ching t6i, trong d6 Aspergillus 1
vi ndm dugc phan lap véi ty 1¢ cao nhat (54,5%). Ngoai ra,
¢ 36,4% mau bénh phém phan 1ap duoc Candida.
Voriconazol thuong dugc ding dé xudng thang trong cac
trudng hop nhiém Candida méu khi nguoi bénh da 6n dinh
trén 1am sang va co bang chimg vi nim nhay voriconazol.
Nhimg truong hop phan 1ap duge Candida tir bénh pham
dudng ho hip thuong khong can didu tri do kha ning cao
ngoai nhiém hoic phéan lap duoc vi nam cu tri tai vung hiu
hong [3]. Viéc sir dung voriconazol trén dbi tugng nay can
dya vao nhiéu bang chimg phdi hop bao gdm lam sang, can
1am sang, hinh anh hoc va két qua vi sinh.

4.3. DPic diém slr dung voriconazol

Chung t6i ghi nhan ty 1€ bénh nhan khéi ddng voriconazol
duong udng chiém 64,5%. Két qua nay tuong dong véi
nghién ctru ctia Hamada va cdng sy khi khao sat trén bénh
nhéan ndi tra néi chung (70,3%), trong khi d6 ty 18 thap hon
duogc ghi nhan trong nghién ctru cua Hao Li va cdng su khi
khao sat trén bénh nhan hdi strc (41,5%) [4,18]. Voriconazol
¢6 sinh kha dung dudng udng 1én dén 96%, do d6 gan nhu
¢6 thé quy doi tuong dwong giita dudng tiém truyén va
duong udng [12]. Nhimg bénh nhan nguy kich thuong ¢
van d& vé hap thu thudc dudng udng do giam tudi mau rudt,
ché d6 dinh dudng khéng phit hop hodc tiéu chay lam giam
nong do thudc do d6 thudong duge uu tién sir dung duong
tiém truyén [18].

C6 75,5% bénh nhan dugc sir dung liéu tai voi trung vi 6,1
(5.6 - 6,9) mg/kg/licu, tuan thi khuyén cdo cta cac hudng
dan diéu trj hién hanh nhdm nhanh chéng dua ndng d6 thude
dat muc tiéu diéu tri vao ngdy dau tién [2,7]. Liéu duy tri
voriconazol dugc ghi nhén trong nghién clru co trung vi la
3,6 (3,1 - 4,0) mg/kg/liéu, thip hon so v6i 4 mg/kg/liéu theo
td hudng dan st dung cuia thube [12]. Tuy nhién, két qua nay
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twong dong véi cac nghién ctru tai chau A nhu Nhat Ban,
Han Qudc va Trung Qudc véi trung vi lidu duy tri ghi nhan
tir 2,9 - 3,8 mg/kg/liéu [4,5,18]. Nguyén nhan co thé do
chuyén héa ciia voriconazol qua CYP3A4 va CYP2C19 phy
thudc rat nhidu vao da hinh kiéu gen. Déan s6 chau A co ty 1&
kiéu hinh CYP2C19 chuyén hoa cham c6 thé 1én dén 20%,
tir 46 dan dén nguy co tich lity thudc gy doc tinh, dic biét
1a doc tinh trén gan [19]. Do d6, huéng dan ciia Nhat Ban
cling nhu huéng dan cia BV PHYD TPHCM da khuyén
céo giam lidu duy tri voriconazol 3 - 4 mg/kg/liéu trén bénh
nhan chau A dé giam thiéu nguy co doc tinh [7,8], thép hon
so v6i khuyén céo hién hanh 4 mg/kg/liéu tir cac hudng dan
tir chau Au va Hoa Ky [2,20].

Nghién ciru ghi nhéan chi c6 khoang 6% dan sb sir dung
voriconazol ¢6 bénh kém xo gan ¢ thé do quan ngai 1am
sang vé viéc giam twdi mau gan va giam hoat tinh enzym dén
dén tich lity voriconazol gdy ra doc tinh. Cac mé hinh dugc
dong hoc trén bénh nhan xo gan cho théy voriconazol van 1a
moét lua chon an toan trén d6i tuong nay khi dugc giam lidu
duy tri con mot nira d6i voi Child-Pugh A, B va con % lidu
d6i voi Child-Pugh C [21]. Khi sir dung thudc trén bénh nhan
X0 gan, can tudn tha ché do liéu kinh nghiém dugc khuyén
céo trong cac huéng dan hién hanh, dong thoi theo ddi chat
ch& chirc ning gan va cac doc tinh cua thude trong qua trinh

sir dung.

Voriconazol vira 14 co chat, vira 13 chét e ché enzym
CYP2C19, CYP3A4 va CYP2C9, do d6 can than trong khi
str dung voriconazol dong thoi véi cac thude co tac dong 1én
cac h¢ enzym nay. Gan 70% dan s6 nghién ctru dugc st dung
ddng thoi voriconazol voi mot trong cac thude tre ché bom
proton c6 kha ning 1am ting ndng do voriconazol, tuy nhién
twong tac nay khong doi hoi phai diéu chinh lidu ca hai thude
khi ding dong thoi. Nguoc lai, cac twong tac chdng chi dinh
doi hoi can phai ngung mot trong hai thude do c¢6 thé gay hau
qua nghiém trong trén lam sang. Mot vi du dién hinh 1a
rifampin c6 thé cam (mg men gan lam giam ndng do
voriconazol dén mirc khong thé ting lieu dé dat muc tiéu
diéu trj [8,22].

4.4. Doc tinh lién quan dén voriconazol

4.4.1. Boc tinh trén gan

Chiing t61 ghi nhan c6 80 bénh nhan gap doc tinh trén gan

do voriconazol trong tong s6 180 bénh nhan dwoc danh gia
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chirc nang gan day du trong qué trinh sir dung véi thoi diém
khoi phat trung vi 1la 7,0 (3,0 - 9,0) ngay. Ty 1€ doc gan tir 46
2 trd 1én chiém 16,1%, twong dong véi ty 1¢ dugc bao cao
trong mdt phan tich gdp trén 8745 bénh nhan cuia Wang [23].
Doc tinh trén gan cua voriconazol thuong khoi phat som
trong thang dau tién dung thudc véi biéu hién ting men gan
hodc bilirubin lanh tinh, da phan tu thuyén gidm sau khi giam
liéu ma khong can phai ngung thudc. Doc tinh nay ¢6 sur
twong quan chit ché véi ndng do day cua thude, tuy nhién
mdi trong quan nay chi dugc chimg minh trén bénh nhan
chau A [19]. Do d6, khi st dung voriconazol, can than trong
khi lua chon liéu kinh nghiém ciling nhu theo ddi chat ché
chirc nang gan trong qué trinh sir dung. Ngoai ra, theo doi
ndng d¢ voriconazol ciing da dugc chimg minh ¢6 thé giam
duoc ty 16 doc gan con khoang 6% trén dbi tuong nay [4].

4.4.2. Béc tinh trén thén kinh va/hodc thi gidc

Chung t6i khong dua ra ty 1& doc tinh than kinh va/hodc
thi giac cu thé do c6 nhiéu bénh nhan khéng thé danh gia
muic tri gidc nén va trong qué trinh ding voriconazol (vi du:
bénh nhan hon mé, an than, gidn co, dot quy). Trong sb 14
trudng hop gip doc tinh, cac biéu hién 1am sang dwoc ghi
nhén rat da dang, tir nhin md, thay dbi thi lyc dén ao thanh,
4o thi, va trudng hop nghiém trong nhit ghi nhan nguoi bénh
sang cap kéo dai trong 23 ngay. Hau hét bénh nhan déu cai
thién sau khi giam lidu thudc, twong tr cc bao céo trong y
van vé kha nang hoi phuc doc tinh trén than kinh va/hodc thi
gi4c co lién quan dén voriconazol [4,24]. Biéu nay co thé giai
thich do doc tinh trén thin kinh va/hodc thi giac cua
voriconazol c6 trong quan chit ché véi ndng do day [19].

Thoi diém khoi phat doc tinh dwoc ghi nhan tir 1 dén 17
ngay véi 85,7% xay ra trong tuan dau tién. Doc tinh trén than
kinh va/hodc thi giac khoi phat rét sém, co thé ngay sau liéu
dAu tién, do do viéc theo ddi ndng d¢ voriconazol trong tuan
dau tién khong gitp giam thiéu ty 16 doc tinh, ma chi giap
phat hién qué liéu va diéu chinh liéu khi doc tinh da xay ra,

gitip han ché nguy co phai ngung thube [4], [5].

5. KET LUAN

Nghién ctru da cung cap thong tin vé dic diém bénh nhan,
dac diém nhidm ndm xam 14n, dic diém st dung voriconazol
va cac bién cd bit loi lién quan dén sir dung voriconazol tai
BV DHYD TP.HCM. Két qua nghién ciru cho thay ty 16 bénh
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nhén c6 bang chimg chic chan nhiém ndm con thap, do d6
can co su ting cuong, phdi hop giira cac xét nghiém khac
nhau trong chan doan nhim ndm xam lan. Ty 1¢ phu hop vé
lidu tai con thép, trong khi d6 liéu duy tri twong di tuan thi
hudng dan bénh vién ciing nhu phu hop véi cac khuyén cao
trén dan sb chau A. Poc tinh trén gan va trén than kinh
va/hoic thi giac clia voriconazol xay ra véi tan suét cao,
doi hoi can tdi vu lua chon ché do liéu kinh nghiém ciling
nhu theo ddi ndng d6 thudc va tng dung duoc 1y di truyén
nham nang cao hi¢u qua va han ché céc bién cd bt loi ¢
thé xay ra.

L&i cdm on

Nhém tac gia xin chan thanh cadm on Bénh vién Pai hoc Y
Dugc Thanh phé H6 Chi Minh d tao diéu kién dé thuc hién
nghién ciru nay.

Ngudn ti trg

Nghién ctru nay khong nhan tao trg
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