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Analysis of Adverse Reactions and Clinical Treatment Experience of Voriconazole in Patients with Invasive
Fungal Disease

CHEN Xu, HE Ren, YANG Weiwei, CHEN Saizhen, ZHU Junfei, CHEN Jianlin, YANG Xi*[Taizhou Central
Hospital(Taizhou University Hospital), Taizhou 318000, China]

ABSTRACT: OBJECTIVE To provide reference for the safe and effective use of voriconazole by analyzing the medical
record information and clinical treatment effect of voriconazole adverse reactions in Taizhou Central Hospital. METHODS
The blood concentration monitoring results of voriconazole in 280 patients with invasive fungal disease in Taizhou Central
Hospital from December 2015 to December 2020 were retrospectively analyzed. Naranjo’s quantitative score scale was used to
determine the correlation of adverse reactions and NCI-CTCAE standard was used to evaluate the severity of adverse reactions.
Meanwhile, the main clinical intervention measures and outcomes were summarized. RESULTS 52 patients had suffered from
adverse reactions, the median trough concentration was 3.80(1.80, 5.93)ug'mL"!, and no life-threatening adverse reactions were
observed. Hepatotoxicity, central nervous system toxicity and visual impairment were the most common adverse reactions, and
the trough concentration was (5.17+3.39), (4.45+3.74), and (4.21£3.01)ug-mL"!, respectively. The incidence of adverse reactions
was not related to age, gender, underlying disease and infection sites, valley concentrations in those with adverse reactions were
higher than in none. Meanwhile, the concentration of patients suffered from hepatotoxicity was higher than without adverse
reactions(P<0.05). The main treatment methods of the adverse reactions were withdrawn voriconazole, symptomatic treatment
and reduction 50% dosage, according to the NCI grade and trough concentration. Finally, 51 patients had good prognosis.
CONCLUSION Patients with high trough concentration are more likely to have adverse reactions, and the incidence of
voriconazole adverse reactions is not affected by age, gender, underlying disease and infection site. And to ensure the safety of
medication, the upper limit of trough concentration could be set to 4 ug-mL~". The trough concentration and NCI grade should be
taken into account when dealing with the adverse reactions.

KEYWORDS: voriconazole; adverse reaction; clinical treatment
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1 BEREFE
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ARG g Bl A ST . DFSERT S0 2015
AF 12 H—2020 4F 12 ALE BN AL R BEfE 2 AR
ST R TT (5 Ik 245 25 RN 22 i ' TE 2 2Y) HLSC i
I 2259 B W I A VA A s T o A AR SRR . (DR
& IFD 2 & b B2 28 Mk B e TR HES
PR QAR E B E | IR SRR, HE
Brbrit: OIRITARIRL fiH ;. QR HREMA AT
A2 BE R 5 Q2R FEMEIR YT R A B
41 % (total bilirubin, TBIL)>3 {5 E# {4 LR, &K
% i (alanine aminotransferase, ALT). & H 5%
fiff (aspartate aminotransferase, AST)>5 £ 1FEH{H [
FRE . AR C 2t G Mo BE BRI e 2
B R SAHEG S 202042),
1.2 24 B8 W pA T i Tl

wREATHMARE, 2O07EH 7 RS
30 min R IR LI A 0 2SR B s A RES T A
i, BT R ST R T AR 6 RAREIAF
FaASHREE , W B AR 11 FE5 2557 30 min FhEGH
o L0 R i 2
1.3 BdlEisE

) FH B2 Be {5 845 PR &R 4 (hospital information
system, HIS)UAR B EIGIKGORL, dh. OHARF
B e AR RBTESE, QIRYTER, W
PRA7 MM BE . R . BIFHZG . BT
i SRR HAE s A R RNAR S . HAMEEAR
R 52 7 A7 JE I 388 o R 5 2 it A B s o A T 2 49 R
BEIAS RO R R Ge 5545 .
14 ARG S AR

SR ST R R s i S HL ™ o AR B E AR
HR M EEGHEIE X, R bR E S0 R
Naranjo’s PPt 11 3¢ F1 3 [ [l 37 988 A 90 i DA
RN AR BTN AR E(NCI-CTCAE)S.0 FRP AR
i Naranjo’s WA &%, H2W 54 R KRG
RPN “HBE=9451)7. “RATHE(~8 41)” . “Tl e
(1~4 43" F AT BE(<0 43)” 4 M54 ; NCI-CTCAE
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SEERBEE R AR BER A . Bovk . A BV H W
ARG SNZRR ;4 9. fE by, WERARIT
59 SARFMMIEMIET,
1.5 Sitmik

B E R EIREE A Excel $dE%, %M IBM
SPSS Statistics V 22.0 S MR T EE 4347 o
ERSH R Y +s Fom, R ¢ 85, 9F
ERS TR R, Median(Q1, Q3)#7~, ZH[H]
FLBCR BRI 50 s THECERER A 2 s, DA
P<0.05 =R HBAGI AR X
2 HR
2.1 BHE R

LGN 280 Bl , K AELR ST FRMAR CZG WA
RN 52 1511(18.57%) . M3 1 Al UL, KA R I
BEPMREE S TREEANR RN EE(P<
0.05), {HFENISARRIE | JEREPNG | BRYL TR (FR
JEAM) . IFD 22 (BRI R IZ W Ah) 1 28 U ik

R 280 FIRar L A2 A A 0 F A0l RAFAE
Tab. 1 Sociodemographic and clinical characteristics of 280
patients with voriconazle medication

A RREARR KEARKRN

(il (n=280) o # (n=228) #(n=52)
e 63.64+16.05  63.95£15.56  62.10£17.90 0.553
T kg 59.78+11.64  59.92+11.55  59.17+12.03  0.978
BHn(%) 178(63.57) 141(61.84) 37(71.15) 0.208
SRR/ (%)
COPD 62(22.14) 51(22.27) 11(21.15) 0.849
MR RS 129(46.07) 105(46.05) 24(46.15) 0.989
LK 18(6.43) 15(6.58) 3(5.77) 0.830
TS 2(0.07) 2(0.09) 0 0.364
A& Gt 9(3.21) 7(3.07) 2(3.85) 1.000
HoAthy 47(16.79) 35(15.35) 12(23.08) 0.179
YR /(%)
Jiti 274(97.86)  224(98.25) 50(96.15) 0.682
ATEN: W 2(0.71) 2(0.88) 0 0.364
F R 1(0.36) 1(0.44) 0 0.521
JiE s 1(0.36) 1(0.44) 0 0.521
JiF 2(0.71) 0 2(3.85) 0.034
IFD 2 Wi 25/
n(%)
iz 7(2.50) 6(2.63) 1(1.92) 1.000
IR W 52(18.57) 36(15.79) 16(30.77)  <0.001
iz 38(13.57) 34(14.91) 4(7.69) 0.170
KA 163(58.21) 135(59.21) 26(50.00) 0.349
LR A 20(7.14) 17(7.46) 5(9.62) 0.657
AR/ 2.70(1.50, 4.43)2.80(1.60, 4.38)3.80(1.80, 5.93) 0.013
pg-mL~!
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RIZGH) AN K 2 W Naranjo’s #4531 & NCI-CTCAE
JRERR R 2,
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Tab. 2 Adverse reactions of voriconazole occurred in 52
patients

Naranjo’s PF43 NCI-CTCAE 4%
AIEE TEE ARTTRE 5 1 H2 M3 RANRS K
4 0 0

S R/
pg-mL™!
SRR
(n=20)
CNS #ft:
(n=25)
DL A
(n=16)
RIS
(n=1)
UG |
(n=1)
T4 i iE 1
(n=1)
Ffi(n=1) - MR A el W

517339 1 11 7 1 8 8

445+3.74 0 7 16 2 8§ 4 13 0 O

421+£3.01 0 4 11 1 16 0 0 0 O

- - 1 - - - 1 - - -

2.3 ARV AR ZE AR

W e A I EE . ONS BEPE AL i i
BEMRIRE, KR —F2Z R RG22 R,
D R R, KA B AW S TR

®3 S2PIRAESRREAEIERT IR %S

REANRRBEH, ZRA50015E L (P<0.05);
M &4 CNS Bk . e S B SR EEAR
JN B Z A A R 28 e R Wae it m L, 45
RILE 1,

P=0.005
15
TT'-]. 10
2
s
r 4.45 . 421
0

JreEtk:  CNS gt MREREE

REHE
7 BLRRE

Bl1 REMHM. CNSHEK, IXEFSEARLESRR
REEZEWAKEZR

Fig. 1 Difference of trough concentrations among the
patients with hepatotoxicity, CNS toxicity, visual impairment
and no drug adverse reactions

2.4 ARV AL K

AN BN AL B AR el | e
PLBE VAT 45 . IFEEME . CNS Bt Ao i
BE BRI 3, Hop MR R YT 4G TR
JRPEAS IR . S H R EE S AT, CONS B
PEXPREIR Y A 3mSR R sl A
Fo B4, 44 BlEFL TG fsilyss, 7 4
KRETHLFE, 1 FIFEEE R (NCI 239 1 9k
T ReFE bRt — 20

Tab. 3 Clinical interventions and prognosis of 52 patients with adverse reactions

T 13t HFREE(n=20) CNS P (n=25) MR (n=16) AR /ug-mL!
(2N 2NCL2 4% 1 ], 141 ) 1(NCI 3 %) 1(NCI 1 %%) 435
PR RHE IR YT 2(NCT 3 % 2 f5il) 0 0 5.25
a2l 0 12(NCI3 4 741, 2426, 143 %]) 2(NCI1%k) 4.02
X HE IR YT 3INCI3Z 1, 246 1§, 14140 0 0 5.23
W A 1(NCI 3 %) 8(NCI3 % 5%, 12%3 i) 9(NCI 1 %) 3.89
IR A RAE SR T 2(NCI2 % 1, 141 i) 1(NCI 2 %) 0 4.20
XFRETRYT 6(NCI2 %% 3 fl, 14 3 ) 1(NCI 2 %) 0 3.63
ENGEL] A(NCI2 2% 2 5], 1% 2 1) 2(NCI 1 %) 4(NCI 1 %) 2.47
ADR #1H

s 12(60.00%) 15(60.00%) 13(81.25%)
iR g 7(35.00%) 10(40.00%) 3(18.75%)
JinsE 1(5.00%) 0 0

T AR ARSI R4S T IFD YGIT 250 . *HR TR - RIA25a . Or il BRI BE s0R VD e Bl , 22 ONS Btk ho 3 4l i v
SR N R 2y, RIEERAE . Al 50%.
Note: *—Voriconazole discontinued and no further antifungal agents for the treatment of IFD were prescribed. *—alternate antifungal agents to caspofungin,
itraconazole capsules or posaconazole suspension, administration of voriconazole was alternated from intravenous drip to oral in three patients who
suffered CNS toxicity and with no dose change. “~reduction 50% dosage.
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