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Evaluation of efficacy and safety of intravenous itraconazole followed by oral solution in treatment of

invasive pulmonary fungal infections in patients with hematological malignancy WANG Ling, LI Hua-wei,
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[ Abstract] Objective To evaluate the clinical efficacy and safety of intravenous itraconazole followed by

oral solution in treatment of patients with hematological malignancy who were suffering from invasive pulmonary

fungal infections (IPFI). Methods

Total of 54 patients with IPFI from January 2009 to December 2011 in our

hospital were analyzed, retrospectively. All patients were administrated with itraconazole combined with recombinant

human granulocyte colony-stimulating factor (thG-CSF). Results There were 6 proven cases, 26 probable cases and

22 possible cases among those patients. The effective rates of patients with proven IPFI, probable IPFI and possible
IPFI were 16.67% (1/6), 69.23% (18/26) and 72.73% (16/22), respectively. The effective rate of patients with proven
IPFI was significantly lower than that of patients with probable IPFI (P = 0.029) and possible IPFI (P = 0.022).

According to the opportunity of treatment, patients were divided into preemptive/empirical treatment group and goal/

rescue group. The average duration of itraconazole therapy of the effective group was significantly longer than that

of ineffective group (29.97 = 4.71 vs 15.42 £ 3.24, t = 13.36, P = 0.000). The effective rate of preemptive/empirical

therapy group was significantly higher than that of goal/rescue therapy group (74.42% vs 27.27%, ' = 6.595, P =

0.010). Agranulocytosis was an independent risk factor of IPFI patients with hematological malignancy. Conclusions

Itraconazole is safe and effective in treatment of IPFI patients with hematological malignancy; thG-CSF could enhance

the curative effect.
[ Key words]
Efficacy; Safety

N A RO SR DR 0 N A T 25 ) 45 e 3%

DOI: 10.3877/cma.j.issn.1674-1358. 2013. 03. 023
TEF AL 271000 8%, ZR2TH O BB
WIEE: BEE R, Email: tatql@163.com

Itraconazole; Invasive pulmonary fungal infections; Hematological malignancy;

IR,z kTR R gy, 2t A
JTREGTR 29, B BB B T Rk R L
AT B R KR AW R R 2 — o ARSI o Hr
20094F1 H £20114E12 A% rimmﬁé*a‘#ﬂﬂi%lﬁ



- 424 -

SR (1 (3 N P D R PR 96 R SIS T
BITRL DRI T

BRERE

e

—. IR R

5441 g Y AR 20094E1 H £20114E12 A
W AR . o, SivE32m, Lo pk224,
R 18~T76%, TAIHERR61S, Pk (40.02 +
13.40) % . Jrh, ZPEMEg i G s, Sk
Aok A i 2910, 2 R e IR 106, W
JA1LH] . NALEE RS O i BRI T 7 /T SA T iS4
WA S, A R G TR

=N Wi S A

ARG R R, BEBCTR T, 43 H 2 )k
R IL BREEFE, PR AR AT 70 H i
BHARE (GMIRE) Al (1, 3) -B-DA B L
(GRS Ko fr, AT E e kUi Ed. S
E ) AR A ST RN 72 TV IE R 28t
FHARHE VA TT LI R RS, B R o i e/ 2 R
TRYT AR H AR /AR R4l

N CUIES

A7 il MR S 200 mg/ik,  ERKRE,  1R/12 hy
HM2 d, 25200 mg#f ki 1/d. F kIR TT
FEhT7~21d, B ATEIREEA % Jo o b i e 1
20 ml QU/d) 5 JrFEs~14d, EIrFE12~35d.

9. Mg H

TG IO SR B A I REAT S, DA RS A
iR I REAR . ARTE ARk . fEZR 2R AL 25
B, WA AR, S Ih6E. B, k.
O UL S BT e s B0 TR AR ) 27 A DG 52 56 DA Jig
HCTEhA LS.

F TR E

P T8 181 AR S A 1) U 4 2 W I DR T 9T R
ST e OB SR, ARIE. SEE
= RO RS A KRR, @B S BT

Fp At R S R Ip i s (1) 201346 H 55745 £5338] Chin J Exp Clin Infect Dis (Electronic Edition), June 2013, Vol. 7, No. 3

B, AL B4R IR IR ©WR: MG
WA U, AU, @R 2572 hiits
T BUF BN E . B B I AT IR
B, PTG R 2R

AR a7 =2 G L

I FHSPSS 13.04 1 H A b 28, TH 80wtk o i
R, TR VORER A S, WP < 0.05K % 57
BHA G5 .

g X

—\ WHRER

A CT RSB B 1) S s R B XA 1) &5 15 B 4]
PORISE, Hoh1s#] (27.78%) /R EAMIHEAS,
3961 (72.22%) EF XML 65 (11.11%) &
A AR

o IRIREFE

AHFFTS 4 g vk R IE 4815 (88.88%)
A2 1E38.5°CLL by fFErxmik isr 4611 (85.19%)
ZAERR A2 E (46.30%) A Mk, S
T2 PR IR o

= R B A A

61 (11.11%) £85 M Jrs BRI ih 2 B 1 9 Bk
1249 (22.22%) BEFEIGFREFEMAYE, 2000 thas
IS IR AW RE R AT . PR 22 B B 301
116 (20.37%) 83 3% 222 X L5 GMAR 5634 4 BH
ML 3 HREE S22 IR GIREG I A B

WU RT3

N S4B B iz gLl RIS Wrdi26] .
Pz d 224 . S HAREETIRIRKZEA (P =
0.029) FHLIZ4 (P =0.022) , K sHkd 5z
HERTGIFEL (F=0.071, P=0.791) ; %
1B S B RS ARRBORTT AN SR = R B
GitEE X (F=6.595, P=0.010) , W#El.

Fo AR RTE R R T R

HRA B FITE20~35 d, 1 (29.97 +

R AR S W E T RO R

BRE| [ R (D B (D WL (D JeR D HRE (%)
Va2 1}
iz 6 0 1 2 3 16.67
& R 2 W 26 3 15 6 2 69.23
iz 22 2 14 4 2 72.73
THITIFAL
itV Weat X dREEhg 43 4 28 8 3 74.42
SRk Eibhd 11 1 2 4 4 27.27

e ARCR= CREPIE+ BRBIED /5B



i) 20134E6 H 55745 %53 3] Chin J Exp Clin Infect Dis (Electronic Edition), June 2013, Vol. 7, No. 3 - 425 -

4.71) d; BB EHEITFE12~20 d, P (1542
+ 324) d, ERrASiH¥EN (t=13.36, P=
0.000; 95%CI: 12.36~16.74) .

75~ RN S 2 RSB IR 597 S0 R R

AR NG BB oAl B 7 S i S g VA EE|
thG-CSF (5 pg/kg) , KiéiMait-Eozwimi I, Hoki
N Mot = FEL AL 2N 8.93 d (3~21 d) - R
Porhr 2 f ke = (1 ) AR 20 o < 10 A= 10 A
45 36f<< 10 dIf B 1T A 432190 18151= 10 d
H BT B RBH.. WALRIT AR ER BG4
R X (F=27.447, P=0.000) .

L. AR

P N FE A b BRI S, 18 (1.85%)
IVHATESE R, RIAEHOE L, SXRERIT I
ey 141 (1.85%) B IR A AR AL Bl
KPR ETH S, SRITRIT R WA IR . N
R 11 AR R R R B R S Y o

W

DA M B AT S R R A gk R )
PUR W) W R IOER S 3 0 N DL R s
AL 240 PO RS AR A8 DR 25 TR s e, A A SR I e e
BRI 2 HIR IO 5o il A2 IR B0 v S e B
DLIREAS B 2 — o IPFUMIGIR R I G = 55 ek, 7
PIvs A 2 Bl AR A I A4S T IS U 2R
7, FFURPUE BRI AR I O, WOERA R
T IR B2,

L) 28 56 T BT BB VA T AT A S0 S T
I AT 1k WA R 0 R K G R AR I R £ DA
A2 95 191 (1) 28 56 11 36 97 R Il K 12 W7 o 481 1) 4 8
WY A, TR W RVE T RE e I B ok
IPFIITIG , AW/ AR i8I 4B E iR IT
HRERA (714.42%) W Fm T H s/ 06741
(27.27%) - FL, EEHRLHIT PR SR IT
R ESIPS

H i [ 4 405 FIPFLR AT 27 98 kL 2 51
PERBUR T DR 2 B RE R R A 3, Mha i s o b
{545 32 4F 188 T R AT AR 9T Fp 54451 3% 1 it
o R PR 32k S, L R L R R 4
65.63%, 55 EHNAMIFIT—EL.

FR R 41 B B 2 L I VRO 4k A B I
SR [ M 7 A B IR 2 . Bonnett 5 PHRIE b M b 41
AT LR e R AR KT L F TR
M0 A7 B R R B Ao e RN R s = 1)

e N ey N = N iR = A D R R N R T IS
MEIN, JEPER . Pk R0 B A7 e B
A8 OB A e = , ZE 5 WF TR SR 40 i d5e =
FREE A< 10 AR RIT AR EE R T= 10d
M, ik, FWEA LS MrhG-CSF, nlhnig
FLAH MO S, 5 B S0 259 B[] B FH AT 4 v e S
2997 3

e s e T = M AT AR, T 22 A
BEI G e, TS B 40 M TC iR i, 3L
W2 B0, BUTFLR IR AT K2 HE Tk
WE. MERE. AR B ek
HR B HRAT ZIPURE s A8 n iz,
BFE L BE. HE. BER. B RAILAAE, 3
ZUIA S AR NI B ()24 o i ma L R
U= BUR VA R I U U 95 o (SR= 7 71
B, SRS A R 1T R

ity FE e 2z A PEA sy, SCBRIRIE s HOAS R
I 22 R AT AN B S B AN ) AR A i b e 2,
DR E I o AR FUIR o B i B e 2 PR
T AR EAERINAN3.7% (2/54) , FEAGAF
INRES o AV AL TEREAR 25 o 0% FH A7 fih BRE WA 1 IR P
AR IWA RN o P M08 T R AR 28 1k
T (10 S5 ) A7 g R WA IOk v S R 1 IRV B
MERAE S SR TR

KRR, R 7 BT VR YT
IPFLEA RORI A, v bhm, o A8
HRCONEAR PR R BT AR A& HrhG-
CSFREMS W [R] BT R 4K

5 % x W

1 Nucci M, Anaissie E. Fungal infections in hematopoietic stem cell
transplantation and solid organ transplantation-focus on aspergillosis. Clin
Chest Med,2009,30(2):295-306.

2 Maschmeyer G. The changing epidemiology of invasive fungal infections:
new threats. Int J Antimicrob Agents,2006,27(1):3-6.

3 De Pauw B, Walsh TJ, Donnelly JP, et al. Revised definitions of invasive
fungaldisease 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.

4 Chowdhry R, Marshall WL. Antifungal therapies in the intensive care
unit. Intensive Care Med,2008,23(3):151-158.

5 Parkins MD, Sabuda DM, Elsayed S, et al. Adequacy of empirical
antifungal therapy and effect of outcome among patients with invasive
Candida species infections. Antimicrob Chemother,2007,60(3):613-618.

6 Caston-Osorio JJ, Rivero A, Torre-Cisneros J. Epidemiology of invasive

fungal infection. Int J Antimicrob Agents,2008,32(2):103-109.

fEER, UG, TS, A5 ARSI YT R A TR R T

~



- 426 -

FoAale R R HA A&

B IR I R LR, IR P FFA4d:,2008,25(10):669-671.

Bonnett CR, Cornish EJ, Harmsen AG, et al. Early neutrophil
recruitment and aggregation in the murine lung inhibit germination of
Aspergillus fumigatus Conidia. Infect Immun,2006,74(12):6528-6539.
JIHEY, H o4y, TR, A AN A A BN G B
I FCREGE b N TRIRIAR R S PR B e 24i85,2007,17(1):32-34,
Boogaerts M, Winston DJ, Bow EJ, et al. Intravenous and oral itraconazole
versus intravenous amphotericin B deoxycholate as empirical antifungal
therapy for persistent fever in neutropenic patients with cancer who are
receiving broad spectrum antibacterial therapy-A randomized, controlled
trial. Ann Intenr Med,2001,135(6):412-422.

Leon C, Ruiz-Santana S, Saavedra P, et al. A bedside scoring system
(“Candida score”) for early antifungal treatment in nonneutropenic critically
ill patients with Candida colonization. Crit Care Med,2006,34(3):730-737.

I3, FA44b BIER. BT RIS T R R R E

s W, FRR, 2013, 7(3): 423-426.

12

13

14

15

AR

A S R AR SR YL 2 i (L TR 20134F:6 H 45745 #531] Chin J Exp Clin Infect Dis (Electronic Edition). June 2013, Vol. 7. No. 3

Okamoto J, Fukunami M, Kioka H. Frequent premature ventricular
contractions induced by itraconazole. Circ J,2007,71(8):1323-1325.
Martino R, Viscoli C. Empirical antifungal therapy in patients with
neutropenia and persistent or recurrent fever of unknown origin. Br J
Haematol,2006,132(2):138-154.
Schuler U, Bammer S, Aulitzky WE, et al. Safety and efficacy of
itraconazole compared to amphotericin B as empirical antifungal therapy
for neutropenic fever in patients with haematological malignancy.
Onkologie,2007,30(4):185-191.
Wingard JR. Empirical antifungal therapy in treating febrile neutropenic
patients. Clin Infect Dis,2004,39(1):38-43.
Cch F B 2012-11-08)
(RSt FhRAE)

AR L R R 09 9T AR AT [T/CD]. P ek





