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Outline

* Infections after hematopoietic cell transplantation (HCT).
« Epidemiology and risk factors.
« Changes in practice over time.
« Case-based examples.

* Infections after novel cellular therapies.

 Emphasis on CD19 and B-cell maturation antigen (BCMA)-
targeted CAR-T Cell therapies.

* COVID-19.

Disclaimer: The field of Infectious Diseases after transplantation and cellular therapies is both large and constantly

evolving!
Fred Hutchinson Cancer Center .



Infectious Disease
Complications after
HCT

Fred Hutchinson Cancer Center



“Phases” of Infection Risks after HCT
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Phase |l: Post-engraftment
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Clinical and Transplantation Risk Factors

GRAFT SOURCE

Peripheral blood

UNDERLYING DISEASE

Metabolic disease

Bone marrow Umbilical cord

Malignant & Bone Marrow Failure

PREPARATIVE CHEMO

Non-myeloablative

Reduced Intensity Myeloablative

GVHD

No GVHD

ACCESS

Peripheral IV

GVHD

Central venous

Infection Risk + >

Fred Hutchinson Cancer Center

Ferdjallah et al Front Pediatr 2021



42M Day +66 status post mismatched unrelated
donor (mmURD) HCT for ALL with diarrhea

« Conditioning:
* busulfan/cyclophosphamide
 GVHD prophylaxis:
 tacrolimus/methotrexate
* Recipient HSV+, VZV+, CMV+, Donor CMV-

 Infection prophylaxis:
« TMP-SMX
« acyclovir
* Fluconazole

* Fever x1 day, diarrhea x2 weeks
« Lower Gl endoscopy with ulcerations, not typical for GVHD.

Fred Hutchinson Cancer Center




What is the most likely diagnosis?

A. Typhlitis

(CMV coIi@

C. Adenovirus colitis

D. Invasive fungal disease
E. Acute GVHD

Fred Hutchinson Cancer Center




CMV Epidemiology and Clinical Manifestations

Human betaherpesvirus

« ~50% all adults in US infected by
adulthood.

«  Multiple clinical manifestations:

s~ al
. Asymptomatic (most common)

. o Source Infectious Mode of transmission
. Flu-like fluid

. End-organ disease (e.g. Gl disease, CNS Pregnant Blood; genital  Blood-borne transmission to
disease, pneumonitis, nephritis) women secretions Fetus; intrapartum ingestion
_ o of infected genital secretions
* Immunocompromlsed (e'g' HCT reC|p|entS) Lactating Breast milk Ingestion of cell free virus by
at highest risk for end-organ disease. women breast feeding infants
Young children  Saliva; urine Ingestion

* Highest risk in CMV D-R+ HCT.

Arvin et al. Human herpesviruses:Biology, therapy, and immunoprophylaxis. 2007.

Fred Hutchinson Cancer Center ‘




mmunosuppressi
(GVHD and its treatment,
chemotherapy,
immune suppressants,
HIV-1 infection, stress,
trauma, pregnancy)

Latent CM Active CMV --— New transmission

-

S | (transplantation,
Inapparent reactivation? Immune” ~ Lytic replication transfusion,
Latent gene products? modulators Inflammation secretions,
sipp * pregnancy)
. - .
Indirect effects Direct effects
Immunosuppression (bacterial, fungal infection), CMV syndrome, mononucleosis,
allograft injury/rejection, GVHD, retinitis, encephalitis, pneumonia,
unproven (malignancy, atherosclerosis, gastroenteritis, hepatitis,
immunosenescence, other) nephritis, other
Antigenemia Retinitis Ependymitis Ependymitis

F Py

Pneumonia

&b

Esophagitis Colitis

Boeckh et al. JCI. 2011



Post-HCT CMV Management Strategies

« Two strategies: Preemptive therapy vs.
Prophylaxis

Preemptive Antiviral Therapy Antiviral Prophylaxis First “ne_ therapy with ganCIC|OVII’ or
valganciclovir (prodrug)

. Second line therapies: foscarnet, cidofovir.

P tat tiviral'drug for s , .
revegpa(laclz\i/ﬁe?jndlxlrgior:ug o «  Use as prophylaxis limited by hematologic toxicity

+/- CMV DNA PCR and nephrotoxicity.

S 1-2 weeks induction dosing followed by
maintenance dosing (can use PCR to guide).

CMV DNA PCR surveillance

Antiviral therapy starts when i .
CMV detected at certain End-organ disease may require longer

threshold* duration of therapy.

Fred Hutchinson Cancer Center ‘



| etermovir

| clinically significant CMV infection in first A Circaly Signifcan CHY rfecion
100 days in phase 3, randomized, controlled | £ »j e
trial. ;_ o
» Favorable side-effect profile (no neutropenia il Plcsbs
r renal injur ) g 0] T Marty et al. N Engl J Med. 2017.
° o £ o] ’_l___p_,/’—
* Recent phase 3 data on extension of from e
100 to 200 days post-HCT. e Weaks snce Trnsplarsston
Plij:a * 170169 135 9% 5 77 o 25 — Intervention
« | clinically significant CMV infection through | teemes 220 299 28 20 20 2 n

200 days post-HCT.
« High-risk patients may benefit more.

[
v
1

— Placebo ‘

Clinically significant

cytomegalovirus infection (%)

w
10- }
« HLA-mistmatched Russo et al. Lancet Haematol. 2024 ) !
« Cord blood donor o—;;ﬁ - - -
* EX'ViVO T‘Ce” dep|etI0n (nunl:l;:?ee;:;rr;zl; Firmme sirice FECT (ko)
 GVHD requiring 21 mg/kg steroids e W6l B, s Ho

Fred Hutchinson Cancer Center ‘




Maribavir for Refractory or Resistant CMV

A 1.00
0.90 —

0.80 - r'_'

0.70

* Phase 2 study of Maribavir for refractory or
resistant CMV in HCT/SOT recipients.

0.60 -

Cumulative probability of having an event

* Randomized to maribavir 400, 800, or 1200 mg BID for 050
24 weeks. o
« Comparable rates undetectable CMV DNA within 6 ]
Weeks' 0.00 I I 'I 'I 'I ‘I‘ I _I. "I. J‘ ﬁlﬁ I I I I ', I ,l. ,l, I I. 1 I‘ I. 1 I.’ I I””I'
* No new adverse safety signals identified. — - mr“"wvs“ B
* Phase 3 study of Maribavir for refractory or Papanicolaou et al. Clin Infect Dis. 2019
resistant CMV in HCT/SOT recipients.

32.8 (22.80-42.74) g

P<0.001

* Maribavir vs. investigator assigned therapy including 1
or 2: ganciclovir, valganciclovir, foscarnet, cidofovir.

60 55.7%

« 1° endpoint: CMV DNA clearance at 8 weeks. Avery RK et al. Clin Infect Dis. 2021

« FDA approved for adult and pediatric <
resistant or refractory CMV in HCT/SOT.

atients with response (%)

CMV viremia clearance at Week 8

Fred Hutchinson Cancer Center ‘




Clinical Infectious Diseases

MAJOR ARTICLE

. , ~
1D ANl hivma
Infoctious Disenses t'_m'i-'llv of America v medsone ossociation OXFORD

Consensus Definitions of Cytomegalovirus (CMV)
Infection and Disease in Transplant Patients Including

Resistant and Refractory

CMYV for Use in Clinical Trials:

2024 Update From the Transplant Associated Virus

Infections Forum

Per Ljungman,"*" Roy F. Chemaly,” Fareed Khawaya,” Sophie Alain, Robin Avery,® Cyrus Badshah," Michael Boeckh,”" Martha Fournier,”
Aimee Hodowanec,'"” Takashi Komatsu,'" Ajit P, Limaye," Oriol Manuel,” Yoichira Natori,"” David Navarro,'"'® Andreas Pikis,"
Raymund R. Razonable,'™'"” Gabriel Westman,'®"" Veronica Miller,” Paul D. Griffiths,”" and Camille N. Kotton®; for the CMV Definitions Working Group of

the Transplant Associated Virus Infections Forum

Refractory CMV infection: Defined as CMV viremia (DNAemia or
antigenemia) that increases (ie, >1 10g10 increase in CMV DNA levels in
the same blood compartment from the peak viral load as measured in the
same laboratory and/or with the same commercial assay) OR persists (<1

For clinical purposes, resistant CMV infection is defined as refractory
CMV infection as defined above in addition to viral genetic alteration that

decreases susceptibility to 1 or more antiviral drugs. Drug resistance is

l0g10 increase or decrease in CMV DNA levels) after at least 2 weeks of
appropriate antiviral therapy.

Refractory CMV end-organ disease: Defined by a worsening in signs
and symptoms or progression to end-organ disease (for a patient not
previously diagnosed with CMV end-organ disease) OR lack of
improvement in signs and symptoms after at least 2 weeks of
appropriately dosed antiviral therapy.

defined by the occurrence of viral genetic alteration that affects in vitro
susceptibility and/or clinical response, typically involving genes implicated
in antiviral drug anabolism (eg, UL97-mediated phosphorylation of
ganciclovir [26], the antiviral drug target (eg, UL54, UL97, UL56/89/51),
ATP binding (maribavir resistance mediated by UL97 mutations [27]), or
compensation for antiviral inhibition of biological function (eg, UL27 [28]).
There are no changes in the definitions of decreased susceptibility and
viral genetic alterations that decrease drug susceptibility.



55F Day +12 status post Umbilical Cord
Transplantation (UCT) for AML now with Fever

« Conditioning:

* busulfan/fludarabine
 GVHD prophylaxis:

» cyclosporine/methotrexate

* Recipient HSV+, VZV+, CMV+;
Donor CMV-
 Infection prophylaxis:
* letermovir
« acyclovir
» fluconazole

* Fever x2 days.

 Started on Cefepime.
 CT Chest shows...

Fred Hutchinson Cancer Center '

Alexander et al CID 2021



What is the next best step in management?

. Start Ambisome 3 mg/kg/d
. Start Ambisome 10 mg/kg/d

A
B
<__C. Startvoriconazole (6 > 4 mg/kg BID) >
D
E

. Start micafungin 150 mg 1V qd
. Start voriconazole + anidulafungin

Fred Hutchinson Cancer Center




Epidemiology of Invasive Fungal Infection in HCT

Autologous HCT o. Allogeneic HCT
2004 g 4.0% g
. 0
2.0%
0.0% 0:0% 1.0%< ‘

8.0%

0
7.0% m Aspergillus

m Candida
Mucormycosis

® Endemic Fungi
Other Yeast
Other Molds

Prospective Antifungal Therapy (PATH) Alliance Registry: 16 centers, 2004-2007 (N=234 HCT pts)

Fred Hutchinson Cancer Center ‘

Neofytos et al CID 2009



Evolution of Primary Antifungal Prophylaxis
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Combination Therapy for Invasive Aspergillosis

i Randomized, double-blind, placebo- Figure 2. Cumulative incidence of death in the modified
controlled multicenter trial (n=277). intention-to-treat population.

« Voriconazole + anidulafungin vs

1.00 -

Voriconazole + plaCebO - —— Voriconazole and anidulafungin (n = 135)
- Voriconazole and placebo (n = 142)
« 1° endpoint: 6wk mortality 5 0754 °  Censored data
« Combo 19.5% vs monotherapy 27.8% g 050
o 7T
(p=.086)
(]
 Post-hoc: 6wk mortality in serum § o2
Aspergillus galactomannan (+) a
0.00 L=—"
subgroup © 1 2 3 4 5 & 7 8 5 10 1 12 1
» Positive 15.7% vs negative 27.3 % Time to Death, wk
(p=.037) Log-rank, P = 0.086.
Fred Hutchinson Cancer Center ‘

Marr K. Ann Intern Med. 2015



Posaconazole Non-Inferior to Voriconazole for Treatment
of Invasive Aspergillosis

. i 80 — Numberof Number of
» Multi-center, double-blind, double-dummy = sarticipants events
randomized controlled trial. z —— Posaconazole 288 92
. p | : le f : E 60 —— Voriconazole 287 93
osaconazole vs voriconazole for primary S Log-rank p=07652
treatment of invasive aspergillosis. % -
« 1° endpoint: cumulative all-cause mortality =
until d42 42 in intention-to-treat (ITT) 2 20
population with 10% non-inferiority margin. :
o
» Posaconazole 15% vs voriconazole 0- ! — R — —
: 0 14 2 42 5 70 4 9 114
21% (treatment difference -5-3% [95% Nomber at rik
umber at ris
Cl -11-6 to 1-0]; p<0-0001). Posaconazole 288 268 254 244 230 219 207 202 196

Voriconazole 287 267 240 230 215 204 199 195 192

Fred Hutchinson Cancer Center ‘

Maertens JA, et al. Lancet. 2021.



55F Day +12 status post UCT for AML with Fever
(cont.)

« ~1 week into voriconazole therapy, the patient becomes lethargic.
« On exam oriented only to person, no focal deficits.

Fred Hutchinson Cancer Center



What is/are the next step(s) in management?

A. Obtain brain MRI
B. Check voriconazole level
C. Add micafungin

@A and D

E. A, B,and C

Fred Hutchinson Cancer Center




The Art of Azole Dosing

Trough

Azole Treatment | Prophylaxis timing
Voriconazole | 1-5.5mcg/mL | 1-5.5mcg/mL | =5-7 days

Posaconazole | 21 mcg/mL | =0.7 mcg/mL > 7 days

Isavuconazole

No recommendations for monitoring. Could
consider on case-by-case basis

Chau et al. Int Med J 2014; Laverdiere et al Can J Inf Dis Med
Micro 2014; Ashbee JAC 2014; Duong et al J Antimicrob

Chemother 2020.

Fred Hutchinson Cancer Center

Switch to oral therapy as soon as possible.

Identify drug-drug interactions early.
* If on letermovir (for CMV), 1 monitoring frequency.
» Check ~1 week after letermovir discontinuation to guide
voriconazole dose reduction.
Evaluate for side effects (Tolerable?)
* QTc prolongation (“class effect”)
» Skin cancer and fluoride toxicity (voriconazole),
* Mineralocorticoid excess (posaconazole).
Monitor liver function tests.
* Weekly in 1st month of voriconazole, twice monthly
thereafter.
« Twice monthly all other azoles.
Weight-based dosing: adjusted body weight (obesity)
vs actual body weight.
Genotypic variability in drug metabolism (i.e.,

CYP2C19 loss/gain of function).




63M status post-induction chemotherapy for Acute
Myelogenous Leukemia (AML) now with Fever

* Tmax 38.6 °C during platelet transfusion.

* No other symptoms.

» Post-chemo course complicated by severe mucositis.

* Infection prophylaxis: levofloxacin, fluconazole, acyclovir.
« Hickman catheter site without erythema.

 Labs: Absolute Neutrophil Count (ANC) < 100 x103/uL
x10 days.

Fred Hutchinson Cancer Center




What empiric antibiotic therapy should you begin?

A. Vancomycin alone
<_B. Cefepime alone >
C. Vancomycin and cefepime

D. No antibiotics should be initiated and await blood culture results; fever
likely due to transfusion

Fred Hutchinson Cancer Center




Temporal Trends in Bacterial Pathogens in Neutropenic
Patients

1960s-1970s 1980s-2000s 2000-present
Gram -scan+ Gram + - can- Gram + z cram-
- E.coli - Coagulase neg Staphylococcus - Fluoroquinolone (FQ)-resistant and
- Klebsiella spp. - Staphylococcus aureus multi-drug resistant Gram negatives
- E”terObaCter Spp. - Enterococcus _ (Extended spectrum beta lactamase
- seudomonas spp. - Viridans group Streptococci [ESBL], carbapenem resistant
- Stenotrophomonas .
. Anaerobes Entgrppacterlaceae [CRE]) N
- Penicillin-and FQ-resistant viridans
group Streptococci
- Vancomycin resistant enterococcus
[VRE], methicillin resistant
Staphylococcus aureus [MRSA]
Fred Hutchinson Cancer Center ‘

Freifeld et al CID 2011; Freifeld A Poster#1016 IDWeek 2018; Zimmer A Poster#1585 IDWeek 2018



Excess Empiric Vancomycin Use in Febrile
Neutropenia

* In aretrospective cohort of cancer patients with febrile neutropenia, 62%
(41/66) and 73% (48/66) had an inappropriate indication or duration,
respectively.

* |n alarge study of solid tumor patients admitted with febrile neutropenia
from 2000-2010, 37% (9,311/25,231) had an inappropriate indication.

Empiric Vancomycin Use

) Empiric vancomycin use (2000-2010):
% 0, High-risk patients 17% => 55%, p<001
= 60
: 335 /ﬁw-risk patients
10-
O 2000 2001 2002 2003 2004 2005 2006 2007 2008 2009 2040
Fred Hutchinson Cancer Center .

Libuit et al OFID 2014; Wright JAMA IM 2013



Indications for Empiric Use of Vancomycin

Infectious European National
Diseases Conference on Comprehensive
Society of Infections in Cancer Network
America (2010) Leukemia (2011) (2020)
Clinically apparent serious catheter related infection v v v
Hemodynamic instability v v v
MRSA colonization v v v
Skin or soft tissue infection v v v
Positive blood cultures for gram + bacteria (before v v
identification & susceptibilities)
Pneumonia v v
Severe mucositis (if fluoroquinolone prophylaxis v

AND ceftazidime used empirically)

Table used courtesy of Dr. Catherine Liu at Fred Hutch.



Infectious Disease
Complications after
CAR-T Cell Therapy

Fred Hutchinson Cancer Center



26M day +68 status post CD-19 CAR T-Cell Therapy for
ALL now with Chest Pain and fever

* Fever x1 day. Right-sided chest pain x1-2
weeks.
« Exam notable for fever 38.1 °C.
" s « Started empirically on
£

vancomycin/cefepime.
« CT imaging (left) with ride-sided
pneumonia with evidence of cavitation.

e Labs:
, « ANC >500 x1 mo.

« serum Aspergillus galactomannan (-),
§ " - Legionella urine Ag (-),
“ . _A * Streptococcus pneumoniae urine Ag (-).

=i
Fred Hutchinson Cancer Center ‘




Which of the following is the next best step In
management?

A. Add empiric voriconazole.

@fﬁlt pulmonology for consideration of bronchoscopic alveolar Iava@

C. Order non-invasive pathogen blood test.
D. Combination of A,B, and C.
E. None of the above.

Fred Hutchinson Cancer Center ‘



Non-pneumophila Legionella spp. (L. micdadel,
bozemanni, etc.)

L. micdadei 2" most common Legionella
spp. after pneumophila.

* Presentation variable including fever,
shortness of breath, pleuritic chest pain,
lethargy, and altered mental status.

« Immunocompromised at higher risk for
abscess/cavitary pneumonia.

» Legionella urine antigen test does not
detect all Legionella spp.

« Fluoroquinolones treatment of choice.

Fred Hutchinson Cancer Center



“Phases” of Infection Risk Following CAR-T Cell Therapy

CAR-T-cell infusion

¢ target
» costimulatory domain

Chimeric Antigen

Lymphodepleting ‘ @
chemotherapy mﬂ\
cyclophosphamide Steroids
fludarabine ,, l R NS I— anti-lL-é
| | endothelial, 1 &5 ypogammaglobulinemia, specific Ab deficiency . * 7
- | mucosal damage 3 K : — ~ ———
o s X 2 ® O NGRS T
*|CU, invasive el * . - Delayed cytopenias L ® s \ -
measures : i . Ty N
- 21 30 60 90 180 S 365 )

i

V

¥ ‘o ¥
. | Viruses ~
Bacteria Bacteria %ﬂey 4
~ &
Underlying disease : 2 A -
Prior treatments Viruses (. ¥ Fungi
(e.g., HCT) Fungi @

Kampouri et al. TID. 2023



Epidemiology of Fungal Infections after CAR-T Cell
Therapy after ~1 Year

BCMA CD19
8/328 66/2358
[2.4%] [2.8%]

= Yeast Infection = Mold Infection = Pneumocystis = Other = Yeast Infection = Mold Infection = Pneumocystis = Other

Fred Hutchinson Cancer Center

Little et al. Open Forum Infect Dis. 2024



Recommended Antimicrobial Prophylaxis after CAR-T
Cell Therapy

Levofloxacin?

Acyclovir or
valacyclovir

Fluconazole or
micafungin®

Trimethoprim-
sulfamethoxazole

Antifungal Antiviral Antibacterial

Screening tests
(Table 1)

Lymphodepletion CAR-T cell
chemotherapy

infusion

1 1 1 Il 1
Day 14 Day 21 Day 180 Day 365

and beyond

Fred Hutchinson Cancer Center

Hill JA et al Blood 2020



COVID-19

Fred Hutchinson Cancer Center




54M Day +160 status post-HCT for AML with Cough

« Conditioning:
 busulfan/cyclophosphamide
 GVHD prophylaxis:
« tacrolimus/methotrexate
* Recipient HSV+, VZV+, CMV+; Donor CMV-
 Infection prophylaxis:
 Valaciclovir
« Cough x2 days, recent positive COVID-19 rapid antigen test yesterday.
* On exam: O2 saturation 95%. Lungs with basilar crackles.

* Now SARS-CoV2 (+) by PCR.

Fred Hutchinson Cancer Center




What Iis the next best step in management?

Admit and start on IV remdesivir (Veklury).

Send prescription for oral remdesivir (Veklury) to local pharmacy.
Send prescription for molnupiravir to local pharmacy.
Send prescription for nirmatrelvir/ritonavir (Paxlovid) to local pharmacy.

@sult with pharmacy regarding drug-drug interactions with >
iIrmatrelvir/ritonavir (Paxlovid) prior to sending prescription.

o0 WP

Fred Hutchinson Cancer Center




Underlying Medical Conditions Associated with
Higher Risk for Severe COVID-19

« Higher risk - an underlying medical
.y s . Evidence of Impact on COVID-19
conditon o isk factor that has a

pu bl |Shed meta-an alyS|S or Cancer _ _ CDC Systematic Review [O]
*Hematologic Malignancies Meta-Analysis/ Systematic Review 18-22
1 1 23-25
systematic review or underwent the SOl Sy
Case Series 26-28
" i Case Control Study 2°
CDC systematic review process. /
Solid organ or blood stem cell Meta-Analysis 198
transplantation Case Series 136-147
Cohort 148151
Use of corticosteroids or other Meta-Analysis/ Systematic Review 152

immunosuppressive medications  Cohort Study 1°3
Cross-Sectional >4
Case Series 155-157

https://www.cdc.gov/covid/hcp/clinical-care/underlying-conditions.html

Fred Hutchinson Cancer Center .



Mortality from COVID-19 after HCT and CAR-T

. . Study Deaths Total Weight IV, Random, 95% CI IV, Random, 95% CI
. Meta_analy3|5 of 26 studies (N:2141 HCT Ljungman et al 2021 107 377 73% 028(024.033) R
Sharma et al 2021 66 318 69% 0.21[0.16.0.26) =
. Chari et al 2020 60 178 66% 0.34[0.27 0.41) -
reCIplentS) Pinana et al 2020 25 123 56% 020[014.029) -
Lucchini et al 2021b 21 96 52% 022014 0.31] r- -
Incid f1CU admissi d Fakih et al 2021 4 91 24% 004[001.:011] = :
o Bailén et al 2020 17 87 49% 020(012.0.29] ——
Coll etal 2020 18 85 49% 021[013 0.31 -
nciaence o adamission an S
. s Passamonti et al 2020 28 82 54% 034[0.24 045) .
mechanical ventilation 18% and 14%, De Ramdn et al 2020 15 78 46% 019011030
Shah et al 2020 14 72 45% 019(011-0.30]
. Averbuch et al 2021 62 30% 0.10[0.04: 0.20]
reSpeCt|Ve Iy Mushtaq et al 2021 55 37% 0.16[0.08 0.29)

Xhaard et al 2021 1
Varma et al 2020

e COVID-19-related death occurred in 21% Karatas et al 2021

Altuntas et al 2020

(95% CI 18%—24%) Camaigo et al 2021

Machado et al 2020

-

+

-

_.._

54  43% 0.26(0.15.0.40) e

34 31% 0.21[0.09;0.38] o

33 19% 009(0.02;0.24] —=——

32 25% 0.16[0.05033  —®—

28 29% 025[0.11;0.45] L

27 29% 026[0.11;0.46] S oem

22 21% 0.18[0.05,040] —&——

22 13% 009[0.01:029] —e—i—

22 24% 023[0.08;0.45] N

21 08% 005[000:024] -—=—-—
——.—

. . . . . Mico et al 2020
 No difference in outcomes including mortality Wang etal 2020

Basquiera et al 2021 19 25% 0.32[0.13,057)

between auto- and allo-HCT (Ljungman et al. Haroonetal 2020 1 0% ocolaozl ———
Leukemia 2021). Faur ool 2020 1% 020003060 ——

07% 012[000,053) —e———
0.4% 000(0.00;0.41] ~——t—

Vicent et al 2020
Jimenez-Kurlander et al 2020

13% 0.43[0.10;0.82] : -
07% 0.14[0.00;058) —et+t——
04% 000[0.00,041] ~———

07% 0.17[0.00; 0.64] -

04% 0.00[0.00;0.46] *————
04% 000[0.00,052] *——t——

* ICU admission ~40% and mortality between Kanelopoos e al 2020

Malard et al 2020

33-41% after CAR-T early in pandemic Kebudi et 1 2020

Lupo-Stanghellini et al 2021

(Kampouri et al. TID. 2023). Tador et 1 2020

Total (95% CI) 2108 100.0%  0.21[0.18; 0.24] >

OO0 L WOANOLBMOD-2UINENNNDWNLHEOD

NMOOONNNNOOY WO

Heterogeneity: Tau® = 0.1080; Chi® = 68.98, df = 35 (P < 0.01); ¥ = 49% ’ J ’ y

Lim et al. EJHaem. 2022

Fred Hutchinson Cancer Center



COVID-19 Treatment Options

Treatment | IDSA Level of Evidence When How Special Considerations
\I/\Ivli:[]natrelvw Conditional Start as soon as CYP3A4 inhibitor,
Ritonavir recommendationt, Low possible; must begin Taken at home by |requires DDI review,
m) certainty of eviden’ce within 5 days of when mouth (orally) renal dose adjustment,

y symptoms start side effects
Intravenous (1V)
o . Start as soon as : : - :
Remdesivir Conditional ossible: must beain infusions at a Logistics of outpt admin,
(Veklury) recommendationt, Low P ’ g healthcare facility | extended duration in IC

certainty of evidence

within 7 days of when
symptoms start

for 3 consecutive
days

hosts?

Molnupiravir

(Lagevrio)

Conditional
recommendationt, Low
certainty of evidence

Start as soon as
possible; must begin
within 5 days of when
symptoms start

Taken at home by
mouth (orally)

SARS CoV-2 mutagenic
potential?

Fred Hutchinson Cancer Center




COVID-19 Prevention

Vaccine
recommendations for
immunocompetent
individuals

Vaccine recommendations
for immunocompromised
individuals

Pramary seres (2 doses of mMRNA

vaccine) recommended

« Phase 1a: health care personnel
and Iong-term care facility
resitents

*  Phase 1b: aye = 78 years and
assanlial workars

+  Phase 1¢: age > 65 and 216 with
immunocompromisc

= Phase 2: all others age 216

Prmary seres (2 doses of mRNA

vaccine) recommended

+ Phase 1a: bealth care persannel
and lonyg-lerm care lacilily
rasicents

+ Phase 1b: age = 75 years and
cssential workers

= Phase 1c:age 2 65 and 216 with
immunocompromise

= Phase 2: all others age 216

Aug 2021

Addilional primany tose (39

dose mRNA vaccine)

recommendad 24 weeks aftar

2" dosc

Sept

3¢ dosc mMRNA
vaccine {1<' booster}
recommended 26
months after 2'* dose

Oct

4™ dose mRNA
vaccine (1% Loasler)
recommenced &
months afier 37 dose

Jan 2022 Feb

4" dose mRNA
vaccine (27 booster)
24 montas after 3¢
cose suggested for
age 250

4" dose MRNA
vaccine (2 booster)
24 months after 3¢
dose recommended
forage =50

BA.4/BA.5 blvalent
booster
recommended for all

March

April

May

ember

Interval between
3% and 4" coses
shortened o 5§
monlhs

§' dose mRNA
vaccine (2'*' booster)
suggested

and 4" doses

monlhs

shortened 10 3

Interval between 3

Liang et al. Transplant Cell Ther. 2023

$" dose mRNA
vaccine (2'* booster)
recommended

BA.4/BA.S bivalent
booster
recommended for all

Currently guidance to administer SARS-CoV-2 vaccine ~3 months days after HCT or CAR-T cell therapy

Fred Hutchinson Cancer Center




v # Fred Hutch

%+ Cancer Center Hosted by the
Infectious Disease Sciences Program

5th Symposium on Infectious Diseases in the

Immunocompromised Host

Sunday, May 11t — Wednesday, May 14th, 2025
Grand Hyatt Seattle

=

Website Program Agenda
Trainee Travel Stipend Applications and
Abstract Proposals open in Fall 2024!

4

¥ L
iyl
/

i 1is
Dr. Michael
Boeckh
Scientific Topics Covered
Adenovirus & BK Virus COVID-19 UW Medicine
Cytomegalovirus Cellular Therapy  Pulmonary Complications
Respiratory Viruses Bacterial Resistance - Microbiome Fungal Disease

Questions? Contact: IDSymposium@fredhutch.org



https://www.fredhutch.org/en/events/symposium-on-infectious-diseases-in-the-immunocompromised-host.html
https://www.fredhutch.org/en/events/symposium-on-infectious-diseases-in-the-immunocompromised-host/agenda.html
mailto:IDsymposium@fredhutch.org
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Thank you to the organizers of the 15th Annual Comprehensive Hematology & Oncology Review Course!
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