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I Riziko preventabilnich infekci u deti po transplantaci
hematopoetickych bunek

Burden of Vaccine-Preventable Infections (VPI) in HCTr

* Pediatric Health Information System (PHIS) 2010-2018 e Oleté obdobi

. §84/9,591 (7.1%) children had a VPI-associated hospitalization in the « 9591 dé&ti s HCTr
first 5 years after HCT

* Risk factors for VPI: PIDD (OR 1.78), GVHD (OR 1.62), young age (OR 0.96) * 684 (7,1 %) rozvinulo vakcinou
preventabilni onemocnéniv

Table 4. Outcomes of vaccine preventable infections hospitalization

in children after hematopoietic cell transplantation, multivariate p rvn |'C h 5 letec h
analysis by time post-transplant.
Variables HCT HCT no VPI  p value H . Ve
with VP1 * Dominovaly: IPO, chripka,
Duration of hospitalization 55 (51) 36 (24) <0.0001 S i
median (IQR) hestovice
ICU admit n (%) 65 (42) 2453 (26) <0.0001
Mechanical ventilation n (%) 37 (24) 1056 (11) <0.0001
Mortality n (%) 17 (1) 517 (S) 0.003 Danino et al, TCT BMT, 2019



Riziko preventabilnich infekciu deti po
transplantaci hematopoetickych bunek
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Riziko preventabilnich nemoci u deti po transplantaci
solidnich organu

Burden of VPI in SOTr

* Pediatric Health Information System (PHIS) 2004-2011

* 1,092/6,980 (15.6%) SOTr were hospitalized with a VPI in the first 5
years after SOT ~ 87-fold higher rate of VPI-hospitalization than * 8leté obdobi

eneral population i
8 hoP * 6980 transplantaci
* Influenza, varicella, pneumococcus, rotavirus .., . ,
* 1092 déti rozvinulo vakcinou
* VPI-related case fatality rate of 1.7% ~ 17x 4" pneumococcal preventabilni infekci (15,6 %)

mortality rate than general population

* VPl-associated hospitalizations were longer and cost median
$120,498 USD more than non-VPI transplant hospitalizations

\é‘)lﬂé’lllf)ﬂ\l!?f..gg!.l.&pws () T Ouio Stary Univan Feldman et al, JAMA Peds, 2(




Proockovanost pacientu po transplantaci
hematopoetickych bunek

Suboptimal Immunization Practices after HCT:
Recipients Remain at Risk for VPI

20%

6 m post HCT

Pediatric HCT recipients with IpD  Pediatric HCT centers in National
were unimmunized or Marrow Donor Program follow Non-live vaccine delivery

incompletely immunized CDC recommendations to vaccinate among HCT recipients
3-6 months after HCT

Olarte, Transpl 1D, 2017; Hudspeth, Ped Blood Cancer, 2010; Ariza-Heredia, Transpl ID, 2014



Proockovanost pacientu po transplantaci
solidnich organu

Under-Immunization of SOT Candidates:
Children Remain at Risk for VPI

Vaccines provided pre-SOT:

* are more immunogenic

* /N immunogenicity of
vaccines given post-SOT

71%

Pediatric candidates across
US Liver Transplant Centers
were NOT up-to-date on
age-appropriate vaccines

Feldman, Peds Res, 2020




Vakcinace proti chripce

Optimizing Inactivated Influenza Vaccine (11V) after allo-HCT

* Phase 2, nine center, double-blind, RCT among 170 pediatric allo-HCTr

over 3 influenza seasons (2016-2019)
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Schuster et al, NE/M, 2023; NCT02860039

Pacienti po transplantaci -
vétsSiriziko zavazného pribéhu
I umrti chripky

NizSi protilatkova odpovéd
Vysokodavkova vakcina s
vySSim mnozstvim antigenu k
dispozici pouze pro dospélé
(60+)

Studie u détipo HCT



Vysledky

» Signifikatné vyssi titry protilatek po
aplikaci 2 davek vysokodavkové vakciny
(HD-TIV) se stejnym bezpecnostnim
profilem

v Vv /s

* NU: po HD-TIV vySSi vyskyt lokalnich
reakciv misté vpichu po 2. davce vakciny

e Zavazné nebo systémové NU byly
srovnatelné po aplikaci obou vakcin

Laboratory-Confirmed Influenza

A . . . . 3;3 2 10% for
* Active influenza surveillance during influenza season ‘ _j e i

* Flu testing: at each study visit and if influenza-like illness (ILI)
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13 subjects + Influenza PCR

6 SD-QIV
3 HD-TIV

Months
Post-HCT at Months from  Months from
Vaccination First Dose 1to Dose 2to
Year Group Vaccinati Strain Infecti Infecti
1 sD-Qiv 184 A/H3N2 43 27
1 sD-Qiv 155 BVictoria 49 38
1 HD-TIV A1 B/Yamagata* 36 24
2 sD-Qiv 7.3 AH3N2 28 10
2 HD-TIV 36 Bffamagata* +2 02
2 HO-TIV 120 B armagata® 27T 3
2 SD-Qiv 14 BfYamagata 54 42
2 HD-TIV 55 AH3N2 53 41
2 HO-TIV 260 BN amagata® 47 33
3 HD-TIV 76 AUntypable 29 18
3 HD-TIV 92 A/H3N2 6.1 50
3 sD-Qiv 63 A/HIN1 44 33
3 sD-Qiv 64 AH3N2 49 24

* B/Yamagata is not included in HD-TIV.

‘-- b
\4) NATIONWIDE CHILDRENS

0 Tue Owi1o STATE UNI




Ockovani zivymi vakcinami

ORIGINAL ARTICLE

Live vaccines after pediatric solid organ transplant:
Proceedings of a consensus meeting, 2018

Clinically unwell, active infections, or rejection (ACR, AMR)

Cardiac, lung, or multivisceral transplant or underlying PIDD

High IST: Prednisone > 2 mg/kg/day; Tacrolimus = 8 ng/mL, cyclosporine 2100
ng/mL; ATG or rituximab within 12 months; alemtuzumab within 24 months

Receipt of MMF; Receipt of ATG within 24 months
Persistently elevated EBV viral loads

Complete thymectomy during neonatal period
Liver recipients in clinical tolerance

Liver and kidney transplants,

2 1 year post SOT AND 2 2 months post ACR treatment, and

Min immunosuppression (Tacro <8, cyclosporine < 100, prednisone < 2 mg/kg/day),
Meet minimum immune criteria

Suresh et al, Peds Transpl, 2019




Vakcinace proti VZV a MMR po transplantaci

Proceeding with VZV & MMR post-SOT

min. lymfocytd * Minimal immune evaluation é',‘“;'l"(‘f”“ Immune Criteria:

vice: nes 1500 u * Absolute lymphocyte count (ALC) ‘z‘;’d" SR yameritl et ronaeiray: 3
d&ti do 6 let + Absolute CD4 e —
a1000 u déti nad * Total IgG

6 let ...........................................................

* Potential indications to vaccinate: : :
CD4: vice nez : » If active and passive surveillance :

700u détido 6 * Hignorprevaienesigren : mechanisms are in place
lez véku. a vice * Travel to endemic area : » If process exists to evaluate
)

. . e Outbreak scenarios : concerns (fever, rash) and test
nez 500 u det . . N : » + Informed consent obtained
nad 6 let * Consider starting with VZV :

“-- 14 o . FHE OMIO STATE UNIVERSITY
\i‘c) 1:1311051'\3/“IDE§|‘|L9§‘EN5 0 o Suresh et al, Peds Transpl, 2019



Imunogenita vakcin proti VZV a MMR
u pacientu po transplantaci

Vaccine Immunogenicity post-SOT: 72-99%

Table 2. Immunologic Response to Pretransplant and Posttransplant Live Viral Vaccines

No./total No. (%) with protective titers

Time of immunologic assessment Varicella Measles Mumps Rubella

After first posttransplant vaccine* 53/116 (46) 92/129(71) 62/101(61) 100/106 (94)
After second posttransplant vaccine® 61/81 (75) 48/60 (80) 41/52 (79) 43/44 (98)
After third posttransplant vaccine® 5/9 (56) 3/6 (50) 5/6(83) 5/5(100)
After final posttransplant vaccine® 107/149(72) 130/152(86) 100/120(83) 124/125(99)
1y Postvaccine® 34/44 (77) 45/49 (92) 35/42 (83) 51/54 (94)

Feldman et al, JAMA Network Open, 2023




Bezpecnost Safety

5 s/ o V4

Oé kova, V4 |Vy | * No serious adverse events

’ . * Varicella rash = 5 patients
Va kC I n a m I u * Reported 2 7 days post vaccine
. >/ * Resolved within 1 week, 3 received antivirals
pa C I e ntu po » All were receiving moderate or high-level immunosuppression
I * Subauricular lymph node swelling in 1 patient, not mumps
transplantaci

* No measles

* No rubella
* No episodes of acute cellular rejection within 1 month post vaccination

-"‘ . THE OHIO STATE UNIVERSITY
"k.!t’ INATIONWIDE CHILDREN'S 0 ; Feldman et al, JAMA Network Open, 2023



Zaver

* Snaha o adekvatni vakcinaci imunosuprimovanych deti.

* Neoddalovat zbytecne oCkovani a nevystavovat deti zbytecne riziku infekce se
zavaznymi prubéhy.

* | zivé vakciny lze bezpecné aplikovat.
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