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Abstract

Background: The Programme de gestion thérapeutique des médicaments (PGTM) (a therapeutic drug

managemert p;osr%:n)fperfgrmgdade_scrip:iyv: analyisto iqtenltifvthe indications for which selected antifungals Table 1. Patients baseline characteristics (N=604) Table 2. Criteria at the initiation of the antifungal (N=604) Figure 2. Total antifungal agents prescribed Figure 3. Sequential prescription of antifungal agents » Retrospective data collection
were prescribed in the five Quebec university teaching hospitals. . ) )
Methods: Retrospective analysis of adult patients who received selected antifungals between April 1512014 and . as . Criteri Liposomal Anidulafungin | Caspofungin | Micafungin | Posaconazole | Voriconazole per patlent (N—1 086) [N _ . , , » Fluconazole and itraconazole exclusion
March 31 2015 (liposomal amphotericin B, anidulafungin, caspofungin, micafungin, posaconazole, Characteristic rteria Amohotericin B | n = 3 = 40 Antifungal ﬂ Echinocandin (36%) F|U00nazo!e (16%) » Limited number of patients
voriconazole). Fluconazole and itraconazole were excluded from the study unless they were administered prior Age (median; standard deviation) 58 (61;15) n nmp480 ericin b 1 n = n= Posaconazole (20%) » Ampho B liposomal (7%) R o _ )
. : . : L . : : = = . 0 0

e [ 0| e | nml v | amed
i T G e bl i Weight Kg (median; standard deviation) 72 (70;16) Febrile neutropenia n = 100 4 (8.3%) 0 42(17%) | 15(37.5%) | 19(152%) | 20 (14.2%) : i i

ese patients, a total of 104 aspergillosis, 99 candidiasis and 100 febrile neutropenia episodes were reported. : p = . . - LA /0 AMGUIGEEIRG RS > Echinocandin (38%) ) Fluconazole (20%)
Posacona_zole_(72°/u) reprqsgnt§ the mqst frequgnt antifungal administere_d for pr(_)phylaxis. For the manggement Antifungal allergy 11 (1.8%) Fever n = 228 16 (33.3%) 0 122 (49.4%) | 25 (62.5%) | 24 (19.2%) 41 (29.1%) N=287 » Voriconazole (22%) » Others (23%)
f Il d candid fect le (77%) and ech dins (80% tively th
P T e e e et L U e Clnical condition Fever (without any other criteria) n =60 |  8(167%) | 0 203%) | 6(15% | 206% | 12(85% ‘

. 0

neutropenia. However, in 25 patients (17%) receiving prophylaxis, 101 (39%) receiving empiric treatment, 5 (4%) Acute myeloid leukemia (AML) induction 111 (18.4%) Galactomannan (positive)* n = 33 1(2.1%) 0 7 (2.8% 0 1 (0.8%) 24 (17% 5 ; ; . . .
being treated for aspergillosis and 40 (53%) patients being treated for candidiasis infection, the choices of Stem cell transplantation (SCT) & Bone . - L ) (26%) L) Antifungal 3 - SRRl (i) | ARG (20%) » Posaconazole is the most frequently prescribed antifungal agent

: : - o : A P 102 (16.7%) Imaging (positive) * n = 64 6 (12.5%) 0 18 (7.3%) 0 3 (2.4%) 37 (26.2%) N=113 » Voriconazole (23%) » Others (30%)
antifungals were not consistent with available guidelines at the time of data collection. Finally, it should be noted t lantation (BMT ol 7 = . - = 72%) f hvlaxis. All oth t : il d f

, , elnes at i ! dae nally, It S ot marrow transplantation (BMT) — (72%) for prophylaxis. All other agents are primarily used for
that 40 patients (53%) were prescribed caspofungin as first line candidiasis treatment without initially receiving Soli 20 (11.6% Culture (positive) * n = 162 22 (45.8%) 1(33,3%) 82 (33.2%) | 10 (25%) 6 (4.8%) 41 (29.1%)
fluconazole or amphotericin B. olid organ graft (11.6%) ~ 11 (22.9% . . . 1(0.8% . ) b Voriconazole (26%) » Posaconazole (17%) treatment;
Cﬁnﬁ:juzlon: rFfurtherd a?alys(ljs t(i better u[[lde:':stanfilthelunderl]}ungi.;easo?s for tthe e)éte_mswe us;ehof echll_[(l;cefmdlns ; o . = (6.50/) T - N47 : IEIChmocanIdm g gé’; » Ampho B liposomal (17%) » Voriconazole (77%) is the most frequently prescribed antifungal
should be performed. In order to promote the optimal use of antifungal agents and improve the quality of care, cute myeloid leukemia consolidation 5% *: positive before the initiation of the antifungal agen = uconazole A - .. . )
the PGTM plans to develop local guidelines and algorithms for the treatment and prophylaxis of fungal infections. Graft versus host disease (GVHD) 38 (6.3%) %: based on each antifungal agent for aspergillosis (empiric or curative therapy);
Broad dissemination of this information to health care professionals will be a priority. Chronic leukemia 14 2.3%) F 4 St fth b I . I It (N 428) T bl 8 c It It (N 436) » Echinocandins are the most frequently prescribed antifungal
. : ' : L : igure 4. Site ot the biological culture (N= able o. bulture results (N= agents (80%) for candidiasis (empiric or curative therapy);
Acute lymphocytic leukemia (ALL) 13 (2.2%) Table 3. Prophylaxis or treatment at the initiation of the antifungal (N=604) S 0) Gl py);

» Echinocandins are the most frequently prescribed agents (68%)

I N TRO D U CTI 0 N o o i Culture Culture n %
Other cancer 113 (18.7%) Liposomal Anidulafungin | Caspofungin | Micafungin | Posaconazole | Voriconazole || Bronchoalveolar lavage | 129 | 30,1% | > C albioans ) T ' for empiric therapy of febrile neutropenia;
oS g e o[ = N n=% n=189 n= i ' o » According to the guidelines, many patients received an
) ) )

: - : . = Sputum 95 22,2% » Aspergillus 86 19.7%
adult fungal infections in Quebec’s university teaching hospitals; Cystic fibrosis 16 (2.6%) Prophylaxis (n=151) 2 (1.3%) 1(0.7% 19 (12.6% 0 108 (71.5% 21 (13.9%) Blood 79 18,5% -9 _ : = °° patient’s chart:
N Intestinal disease 50 (8.3%) Empiric therapy (n=259) 24 (9.3%) 2(08%) | 141(54.4%) | 30(116%) | 8(31%) | 54 (20.8%) Urine | 60 | 14,0% mioast(nicowniolCaid ) 012 9.6% o
> 0p ungal ag g g Comorbidity Curative therapy (n=194) | 22(11.3%) | 0 87 (44.8%) | 10(52%) | 9(46%) | 66(34%) " Collection/abcess | 51 | 11,9% > Candida (unknown strain) 28 6.4% * Prophylaxis: 17%
efficacy and safety profiles; Neutropenia 186 (30.6%) : ’ b Candida (not albicans) 19 4.4% o Empiric therapy: 44%
. . . . : Others 10 2,3% Ho i 0 ) ) )
» Antifungal costs account for a substantial portion of hospital budgets. Hemodynamic instability 103 (17.1%) _ N o _ - i > C. parapsilosis L 2% o Aspergillosis curative therapy: 7%
It is therefore important to ensure that they are used wisely; Hepatic impairment 102 (16.9%) Table 4. Curative or empiric therapy at the initiation of the antifungal for specific SIONE | 4] oo : g :‘ms.e ' p :: ) :f » According to Quebec provincial guidelines, a deviation of 53%
: - . _ . tropicalis .3% o ’
» The Programme de gestion thérapeutique des meédicaments (a Renal Functl.on (creatinin clearance) dlagnoses (N_327) Note : 38% patients had a culture b Other fungi 31 7.1% was observed for candidiasis treatment (nO fluconazole or
therapeutic drug management program) performed a descriptive > 60 mi/min 369 (64.4%) o amphotericin B beforehand)
) ) - S : ’ - I/mi 136 (22.5% Liposomal Anidulafungin | Caspofungin | Micafungin | Posaconazole | Voriconazole ge - PP . '
analysis to identify the indications for which the selected antifungals iozggmr%r;:n 79 :13 1,,/0 ; Amphotericin B | n=3 n=40 n=125 n =141 Table 7. Justifications for switching antifungal
- . 0
o : . : o e —
are pre_scnbed in th_e five um\{ersny teaching hospitals in Quebec, and T o n therapy (N=564) Table 9. Justifications for use of combination .
to provide an overview of their use. e ——— T Aspergillosis (n=103) 5 (5C ; OF) 0 15(8C;7E) | 1(0C;1E) | 3(3C;0E) |79 (53C;26E) ’ th (N=51)
_ B Candidiasis (n=99) 4 (3¢ ; 1E) 0 66 (48C; 18E) | 13(8C;5E) | 3(3C;OF) |13 (13C;O0F) n % erapy (N= RECOMMENDATION
Other care units 370 (61.3%
Mortalty bt Febrile neutropenia (n=100) | 4 (0C ; 4E) 0 42 (36E)* 15 (0C ; 15E) | 19 (0C ; 4E)* | 20 (0C ; 16E)* > Inadequate clinical response 143 25.4% A & CO 0 S
METHODS End of stud 213 (35.3% C: tive th o % iric th . ke i tient ived hylaxi - » Culture results 133 23.6% e n N l } . I. h d .d I. d I d
nd of study (35.3%) . curative therapy; E: empiric therapy; *: one missing patient received a prophylaxis o . . . ST 57 ore > Inadequate clinical response 31 50.6% Based on the main pub ished guidelines, develop an
Durina antifunaal treatment 165 (27.3%) : some patients are missing because they had a febrile neutropenia with a diagnosis of candidiasis or aspergillosis for which they received a treatment. c . . ays . . .
g g < = x o N i itivi disseminate common antifungal utilization criteria and
b Retrospective descriptive analysis » Switching to oral route 438 8.5% Pathogen with a low sensitivity or 8 15.4%
v Ipuv ysIS; > Side effects a4 7.8% synergy desired ' algorithms to all five university teaching hospitals. Priority
ired i - ients’ - i . i o i Table 5. Posaconazole prophylaxis vs clinical conditions : 0 irst li iri : T o :
» The required information was gathered from patients’ charts; Figure 1. Initial vs final therapeutic intention (N=604) prophy > gpo plat|ent :5 2_7 ;, > :Lrss; ;?tz ;o;;r::;lr;ﬁj ::atment of o 13.7% should be given for candidiasis and empiric therapy;
i iteria: » Drug Interaction 4 5% ...
o t ENE e e e .o T b Conduct a further study to assess clinicians’ adherence to
: : : 1 n n nsolidation '
* adult patients who received selected antifungals between April 1 _ 1\2 — _ _ LG U Rl D) > Unknown 32 5.7% > Other 1 20, these recommendations;
2014 and March 31t 2015; Phrlrlna[y _ 124 (205%) Primary prophylaxis n = 95* 65 10 6 12 34 3 2 SeT o 12.6% A . o
* Selected antifungals: liposomal amphotericin B, anidulafungin, . P Ll sl L TG B ; 0 : ° . . +:36% of patients who let the hospital on an oral antifungal received an i et hat posaconazole as primary prophylaxs s 8
caspofungin, micafungin, posaconazole, voriconazole. Secondary 19 (3,1%) _Unknown prophylaxis n = 5* 1 1 . 2 . L 1 "W antifungal unti discharge from hospita. ’ appropriate choice;
Fluconazole and itraconazole were excluded from the study unless prophylaxis 20 (3,3%) *:more than one clinical condition is possible for each patient . . . e s . . » Ensure that combinations of antifungals are warranted;
they were administered prior or concurrently to the antifungal drug 8:;[/)— Table 10. Curative or empiric therapy for final specific diagnoses (last antifungal prescribed) (N=346) L t ich 1 toralB I
being studied. This situation was considered in the analysis. optons B ———— Table 6. Initial vs final therapeutic intention for specific diagnoses _ : : : : . Cniciens 1o SWICh Trom  paremordl 10 8
) _ 10 (1,7%) Liposomal Anidulafungin | Caspofungin Posaconazole | Voriconazole | Fluconazole administration as soon as the patlents clinical condition
» Exclusion criterion: Amphotricin B :
* Antifungals prescribed by a route of administration other than Empiric ‘ 259 (42,9%) m C E C E C E C E c E C E C E fnis;
orally or parenterally. therapy 223 (36,9%) n | Prophylaxis | Treatment n | Prophylaxis | Treatment Aspergillosis n = 82 ] . T ol 811 lesl 710 0 » Improve documentation in patient’s chart by providing
» A random sampling procedure was used when required to include a Curative 194 (32,1%) Aspergilosis 104 1 103(696;34F) | 94 2 92 (Bac; B) Systemic candidiasis**n =133 | 10 0 0 1 61 3 | 15 1 5 0 2% 2 | 10 0 details in the progress notes.
: : . . o Candidiasis 99 0 99 (76C;23E) | 133 0 133 (127C ; 6E)
thera . .
maximum of 50 patients for each antifungal, in each university P 283 (46,9%) Febrile neutropenia 100 15+ 85 (756" 112 10 102 (84E) Febrile neutropenia n = 84 0 3 0 1 o 22| 0 6| 0 2 |0 20| 0 0
teaching hospital. A sampling procedure was conducted if necessary . :
(with a random Excel formula) 0 50 100 150 200 250 300 C: curative therapy; E: empiric therapy C: curative therapy; E: empiric therapy
) *: these patients received antifungal prophylaxis during hospitalization prior to the episode of febrile neutropenia *: combination

I initial therapeutic intention n (%) [ Final therapeutic intention n (%) **: 10 (initial) or 18 (final) patients with a diagnosis of aspergillosis or candidiasis with a febrile neutropenia. These patients needed curative therapy. ** catheter associated candidiasis: n=8 www.pgtm.qc.ca %
" . " =



