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Viale-A study

DiNardo et al. NEJM. 2020



Viale-A study – prophylaxis
recommandation



VIALE-A study - supplement

DiNardo et al. 
NEJM. 2020



EBM – viral prophylaxis

No reported data concerning HSV and/or VZV reactivation in 
the setting of VenAZA

Primair HSV prophylaxis could be not usefull because (1,2,3)
• Not depleted of CD8 T cells
• Either no demonstration of toxicity again CD8 T cells
• => but recommended in VIALE-A (4) and NHS guideline (5)

No reported data concerning hepatitis B reactivation
• - Still recommended to start prophylaxis for anti-HBC + 

patients (3)
Vaccination against influenza is recommended (3).

1. Wade J. Hematology Am Soc Hematol Educ Program (2006)
2. Jonas et al, leukemia. 2019
3. Sandherr et al. Ann Hematol. 2015
4. DiNardo et al. NEJM. 2020
5. https://nssg.oxford-haematology.org.uk/myeloid/protocols/ML-84-azacitidine-and-venetoclax-covid-19.pdf

CD: cluster of differenciation; EBM: Evidence-based medicine; HBC: hepatitis B core antigen; HSV: Herpes Simplex Virus; NHS: National Health Service; VenAza: Venetoclax and 
Azacitidine; VZV: Vesicular stomatitis virus 



What I Do?

• If there is history of herpetic reactivation 
and/or patient already under HSV prophylaxis, 
I deliver acyclovir otherwise, I don’t.

• If there is sign of ancient HBV, I prefer to start 
primary prophylaxis even there is no rational 
to do it.

HBV: hepatitis B Virus;  HSV: Herpes Simplex Virus



EBM – antimicrobial prophylaxis

• Fit AML patient : depend of local policy (i.e. 
HOVON) and guideline due to emergence of 
Resistant bacteria, so more and more we do 
not delivered it anymore.

Taplitz R et al. JCO.2018
=> Gafter-Gvili A et al. Cochrane Database Syst Rev. 2012AML: Acute myeloid leukemia; EBM: Evidence-based medicine



EBM – antimicrobial prophylaxis

• Unfit AML patient (+ for ECIL, - for NICE/NHS)

Maschmeyer G et al. (ECIL) leukemia. 2022

GUO Y et al. Hematology. 2020

AML: acute myeloid leukemia; EBM: Evidence-based medicine; ECIL: European Conference on Infections in Leukemia; NICE: national institute for clinical excellence; NHE: national health 
service. 

RATE of neutropenic fever



Antimicrobial prophylaxis with Ven-
AZA

DiNardo et al. How I treat. Blood. 2020

Jonas B et al. Leukemia. 2019

CYP3A4:  cytochrome P450 3A4; G-CSF: granulocyte-colony stimulating factor; TLS: tumor lysis syndrome; Ven-Aza: Venetoclax and Azacitidine.



What is the risk of infection?

Lee R et al. Cancers. 2021
On S et al. Br J Haematol. 2022

BSI: Bacterial Bloodstream Infections 



So what I do?

• I don’t deliver bacterial prophylaxis because

- Retrospective data shows no evidence of 
benefit.

- Prospective data show concern about the 
spread of MDR bacterial.

- We are in the era when we try to use less 
antibiotic (several + phase 2 studies and 
ongoing phase III SAFE study).

MDR: multidrug resistance. 



EBM – fungal prophylaxis

• FIT AML patient : no longer a discussion

Cornely O et al. 
NEJM.2007

AML: acute myeloid leukemia; EBM: Evidence-based medicine



EBM – fungal prophylaxis

• Unfit AML patient
- Recommended by ECIL
- Indicated by NICE UK guideline

BUT it remains one of the HOT topic in the field…

Majority of the data is retrospective.
One prospective data but results are difficult to 

believe.
So… What are evidences ?

AML: acute myeloid leukemia; EBM: Evidence-based medicine; ECIL: European Conference on Infections in Leukemia; NICE: national institute for clinical excellence



Is there IFI with Ven-Aza?

Zhang A et al. OFID. 2022IFI: invasive fungal infection; Ven/Aza: venetoclax and azacitidine



Is IFI a severe complication?

IFI: invasive fungal infection

Lee R et al. Cancers. 2021



Is the prophylaxis useful?

Chen E et al. Leuk & lymph. 2022AFP: antifungal prophylaxis 



Real data
Ref Period Nature of 

study
Site of the 

study

Number
of 

patients
mAGE ND AML R/R AML ELN 

Favorable
ELN Int ELN 

Adverse

1
2014-
2020 retrospective

monocentric 
(tertiary -
Colorado) 144 72 (66-76) 100% 0% 17% 16% 64%

2
2016-
2018 retrospective

monocentric 
(tertiary - CA) 119 69 (18-86) 46% 64% 11% 29% 60%

3
2016-
2020 retrospective

multicentric
(Californie) 235 68 (23-92) 55% 45% na na na

4
2016-
2021

retrospective
monocentric

(tertiary
Boston)

131 72 (22-89) 100% 0% 7,60% 20% 72%

5
2020-
2021

retrospective
Korea

monocentric
(tertiary
hospital)

122 61 (47-70) 32% 68% 20,5 37,7 51

2014-
2021 751

6 2010-
2020

retrospective monocentric
(tertiary)

98 AML 
(118 

patients 
included)

NA NA NA 8,40% 30,30% 41,20%

7
2019-
2020 Prospective multicentric 132 73 (25-84) NA NA NA Na Na

AML: acute myeloid leukemia; ELN Adv: European LeukemiaNet Adverse; ELN Int: ELN Intermediate; mAGE: median age; NA: not applicable; ND AML: 
newly diagnosed AML; R/R AML: Relapsed/Refractory AML



ref n
Antifungal

prophylaxis
mDura
Proph Type of prophylaxis IFI onset IFI

Proven/probab
le

under
prophylaxis

fungal
disease

1 144 10 (6,9%) 31 (9-63)

Anidulafungin (6)
Fluconazole (4)

isavuconazole (1) 25 (17%)
majority

before day 60 8 (5,6%) 0 Aspergillosis

2 119 94 (79%) Na
micafungin (45)

posaconazole (25)
isavuconazole (15)

voriconazole (5)
Fluconazole (4)

15 (12,6%) 72 days (35-
281)

7/8 (12,5%) 12/15 (mold
prop)

7 aspergillus
5 mucor

3 235 158 (67,20%) 65 (1-195)
posaconazole (29%)
voriconazole (19%)

isavuconazole (12%)
echinocandins (5%)

30 (12,8%) 8/12 during
first two-

cyclus

7/5 (5,1%) 5+1/12
4 aspergillus

3 candida
2 mucor

4 131 17% Na
fluconazole (68%)

voriconazole (9,1%)
posaconazole (9,1%)
isavuconazole (14%)

17 (13%) Na 3/1 (3%) 0 Candida
aspergillus

5 122 88,50% Na
fluconazole (98%)
posaconazole (2%) 33 (27%) 55 (26-80) 2/20 (18%)

3 (mold
prophylaxis) aspergillus

751 (6,9-88,5) 120 (16%) 61  (8,1%)

6 98 66% Na Voriconazole (100%) 9 7 prob / 2 
proven

8 Aspergillosis

7 132 not clearly reported Voriconazole
Posaconazole

18
majority 

during 3 first 
cycles

not clearly
reported

not clearly
reporter

Aspergillosis
Candida

IFI: invasive fungal infection; mDura Proph: median duration of prophylaxis

1. Zhang A et al. OFID. 2022
2.Aldoss I et al. Blood Adv.2019
3. On S et al. Br J Haematol. 2022
4. Chen E et al. Leuk & lymph. 2022
5. Lee R et al. Cancers. 2021
6. Hall V et al. OFID.2023
7. Candoni A et al. Am J hemato. 2023



Real data

• Based on these data, some patients are more 
likely to present IFI :

1. R/R AML (2)

2. No response to therapy (2)

3. TP53 mutated (4)

4. Poor PS (4)

5. Therapy-related AML (5)
1.Zhang A et al. OFID. 2022.   2.Aldoss I et al. Blood Adv.2019   3. On S et al. Br J Haematol. 2022  
4. Chen E et al. Leuk & lymph. 2022   5. Lee R et al. Cancers. 2021.
6. Hall V et al. OFID.2023  7. Candoni A et al. Am J hemato. 2023

AML: acute myeloid leukemia; IFI: invasive fungal infection; PS: performance status; R/R AML: Relapsed/Refractory AML



What I do?

• At the diagnostic

If patient is neutropenic, I start VenAza with 
posaconazole.

If patient is non neutropenic, I start only VenAza.

• After ANC recovery,

I stop with fungal prophylaxis

ANC: absolute neutrophil count; VenAza; venetoclax and azacitidine. 



Why do I not deliver posaconazole for 
everybody?

• Toxicity – side effect (1)
Hepatotoxicity, QTc prolongation neurotoxicity
14.7 % experiments toxicity (2)
14% discontinued due to toxicity (3)
• Drug-drug interaction
May expose to under- or overexposure
• Delay to recuperation
Demonstrated for platelet recuperation (28 vs 22 

days) for patient with azoles prophylaxis (4)
• Increase resistance to azoles treatments (5)

1. Chan S et al. Med.Mycol. 2020  2. Ostrosky-Zichner L. Infect. Dis. Thera. 2022 
3.Rausch C. Clin. Infect. Dis. 2022 4. Rausch C et al . Cancer. 2021.  5 Lamoth F et al. Clin Infect Dis. 2017

QTc: QT corrected for heart rate



THANK YOU 

for your attention


