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❖ A 54-year-old man was diagnosed with high-risk myelodysplastic 
syndrome. Following 2 cycles of induction therapy he entered a complete 
remission and was a candidate for allo-HCT.

❖ He was scheduled to receiving myeloablative conditioning and a 
transplant from a fully matched unrelated donor, as well as GVHD 
prophylaxis included ATG and cyclosporine/methotrexate.

▪ On his screening tests 
before transplantation: 

✓ Both donor & recipient were 
Seropositive for HSV1&2,VZV 
EBV and CMV

✓ Negative for HBV,HCV,HIV,HTLV1 
and Syphilis

✓ IGRA+ , PPD-

Case presentation

▪ In your opinion does this patient need any 
prophylactic antimicrobial regimen?

 



Antimicrobial px based on overall infection risk 

what prophylactic anti-HSV regimen do you 
recommend?

Start & stop 

time?



Viral PX in BMT patients 

• HSV Prophylaxis: with acyclovir 400 mg/BID

• VZV Prophylaxis: with acyclovir 800 mg/BID

what `s your opinion about CMV prevention?



Prevention of CMV disease



Preemptive 
therapy

• Start from 2 weeks after HSCT

Weekly 
monitoring

• CMV PCR or PP65 Ag

At least for the 
first 100 days

Prevention of CMV disease

what should 
we do for PCP 
prophylaxis?



Prophylaxis for PCP



Antifungal PX 





Established risk groups for IFD and 
recommended antifungal 

prophylaxis
Anti-mold prophylaxis in allo-HSCT:
• Prolonged neutropenia before 

transplantation (AL,AA,MDS) 
• MUD, CBT
• Previous mold infection
 ( within 6-9 m before transplant)



Recommendations 
for choice and dose 

of antifungal 
prophylaxis agents

❑In this systematic review and network meta-analysis 
of 69 randomized clinical trials that performed 
comparisons of individual antifungal agents in 14 789 

patients, voriconazole was recommended for 
patients undergoing HSCT.

What do you think about latent 
tuberculosis screening test?

(IGRA+, PPD-)



• in high-income and upper-
middle-income countries

IGRA and 
TST 

• in low income countriestwo-step 
strategy

because of the higher sensitivity of IGRA in immucompromised
patients. interpretation with caution, due to falsely negative or 
indeterminate results. 

For screening of LTB in transplant recipients
Both tests

IGRA
 over TST 



CXR,

Clinical 
assessment

Normal

TST

IGRA

Suspected TB or 
abnormal CXR

Active TB evaluation

> 5 mm

< 5 mm

Observation

Positive Negative

Latent TB

Latent TB

Suspected TB or 
abnormal CXR

Approach to TB 
screening tests



Regimens used for treatment of LTBI

Isoniazid & 
Rifapentine

for 12 w

Rifampin
for 4 m

Isoniazid 
for 9 m



Complete treatment of LTBI before  transplantation 

Delaying transplantation for 1month after 
commencement of LTBI treatment 

Recommendation 
of most guidelines

The optimal 
time

Timing of preventive therapy
❖However, if HSCT is life-

threatening, earlier institution of 
immunosuppressive agents was 
accepted, even in a same day.



❖ He was prescribed with :
✓ Levofloxacin 
✓ Acyclovir 

✓ Voriconazole
✓ Co-trimoxazole

as his preventive regimen, 
as well as Isoniazid with 

vit.B6 for anti-TB 
prophylaxis.

▪ neutrophil engraftment was achieved on day 17 after BMT. 
On day 28 after BMT, complete hematological remission was 
achieved in the BM examination.
Levofloxacin  and voriconazole were discontinued.



Do you recommend any modification in his prophylaxis regimen?

▪ On day +38, acute GVHD of the skin 
(grade II) and abnormal liver function 
tests, indicating an elevation of 
aminotransferases and bilirubin was 
developed .

✓ The patient received The 
topical steroid and high-
dose systemic corticosteroid 
(methylprednisolone, 2 
mg/kg) and additional 
ruxolitinib for insufficient 
control of GvHD following 
tapering of the steroids.



Antimicrobial px based on overall infection risk in GVHD 





Antifungal PX 



Recommendation for allogenic HSCT



• Acute GVHD grade III,IV ,steroid dependent/ refractory

• Acute GVHD grade II in unrelated or mismatched 
donor, persistent or late onset, recurrent CMV, 
Extensive chronic GVHD

Anti mold 
In H.R 

patients:

• Acute GVHD grade II respondent to treatment

• New onset chronic GVHD without steroid therapy

Anti yeast 
in L.R 

patients:

In post-engraftment phase for GVHD:



• voriconazole was restarted.
• Acyclovir, co-trimoxazole, isoniazid 

and monitoring of CMV continued. 

• On day +52, the patient showed a CMV plasma viral 
load of 240 IU/mL.

What do you recommend for the 
management of this patient?



❖ The patient was afebrile with stable vital signs while his cutaneous and 
liver GVHD were improving and his corticosteroid dose was tapering.

❖ There was no significant finding in physical exam.

Is the increase in CMV 

viral load due to 

infection or 

disease?

NOTABLE POINT

CBC:
WBC:8300 (PMN: 67%), Hb:10.3

 PLT:110000

Cut off

Speed of 
doubling



Graft source

Donor

Conditioning 
regimen

Serological 
status of D/R

Early or late 
CMV

Present of 
GVHD or not

Umbilical cord 
blood>BM/ Peripheral 
blood stem cell

myloablative>RIC>
Nonmyeloablative

Mismatch unrelated donor >
Match unrelated donor > 
Haploidentical

Early > Late

(>100 d after 
transplantation)

Risk of CMV doubling time depends on:

D-R+>D+R +> D + R- >D- R-

Significant 

GVHD



▪ CMV cut off is different center by center.



Without R.F & <3m from transplant

Without R.F &>3m from transplant

UCB, Seronegative

Cut off  > 500

Cut off > 1000

With any detectable load

CMV cut off for beginning preemptive therapy

GVHD Cut off > 100



❖ He was prescribed with Valganciclovir 900 mg BID.

How long should the anti CMV therapy be continued?
And what do you recommend for the management of 

this patient? 

✓CMV treatment should be continued until the CMV viral load becomes 
undetectable.

✓The first CMV PCR should be done 2 weeks after starting the treatment 

✓As long as  the CMV viral load is detectable, the full dose of treatment 
should be continued.



What will be your next act?

• After 2 weeks of starting valganciclovir, quantitative CMV PCR was repeated with 
undetectable PCR result.

❖ CMV induction therapy can be 
stopped completely or continued as 
maintenance therapy for a period of 
2-3 weeks, meanwhile weekly CMV 
monitoring needs to be continued.



Case presentation 2

▪ A 60-year-old female patient presented with a painless subcutaneous mass 
in the lower right limb. The mass was confirmed as a plasmacytoma

▪ The patient was diagnosed with MM λ type by BM aspiration and protein 
electrophoresis.

▪ The patient received three cycles of bortezomib and dexamethasone and 
achieved complete remission.

▪ Fourteen months later, the patient received a high-dose therapy 

(melphalan 200 mg/m2 and bortezomib) to be ready for auto-HCT.

▪ In your opinion does this patient need any prophylactic antimicrobial 
regimen?

✓ If your answer is no, (Why)? 
And if your answer is yes, what prophylactic antimicrobial regimen?



For prophylaxis in autologous HSCT:

Antibacterial PX

Anti viral PX

Prevention of 
CMV

• Monitoring CMV 

Anti fungal PX Anti-yeast PX during 

neutropenia or ( until 75 d?)

Unless patient with history of IFD

2-5 w in seronegative or

seropositive patients

Anti PCP PX

• If mucositis exist 

• During neutropenia

• Anti HSV: During neutropenia

• Anti VZV: at least 6-12 m

• 3-6 months



Thanks for your 
attention!
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