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COVID-19 bel Patient*Innen mit
hamatologischen Neoplasien
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EPICOVIDEHA

EPICOVIDEHA hat Mittel aus dem Optics COMMIT (COVID-19 Unmet Medical Needs and
Associated Research Extension) COVID-19 RFP-Programm von GILEAD Science, USA
(Projekt 2020-8223) erhalten
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Hintergrund

Hamatologische Patient*Innen haben ein intensiviertes Risiko fur Infektionen aufgrund

Ihres geschwachten Immunsystems und ihrer antineoplastischen Behandlung

Sie sind anfalliger fur Infektionen durch

- Bakterien (Escherichia spp., Klebsiella spp., Staphylococcus spp.)
- Pilze (Aspergillus spp., Candida spp., heimische Pilze)
- Viren (Grippe, SARS-CoV-2, Streptococcus pneumoniae)

Im Marz 2020 hatten 2-3% der hamatologischen Patient*innen COVID-19

Ab Dezember 2020 gab es Impfstoffe gegen SARS-CoV-2, aber sie wirken bei
hamatologischen Patient*innen nicht so gut

COVID-19, Coronavirus-Krankheit-2019; SARS-CoV-2, Schweres-akutes-Atemwegssyndrom-Coronavirus Typ 2; spp., Spezies

Infante, Salmanton-Garcia, and Fernandez-Cruz et al. Front Oncol 2022, Pagano and Salmanton-Garcia et al. J Hematol Oncol 2021, Pagano, Salmanton-Garcia, and Marchesi et al. Blood

2022, Salmanton-Garcia and Marchesi et al. Hemasphere 2022 jon.Salmanton-garCia@Uk-koeln.de | Twitter: @salmantongarcia



EPICOVIDEHA Register
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Komorbiditaten

m Chronic cardiopathy ~ mChronic pulmonary disease Diabetes mellitus  mLiver disease  mObesity wmRenalimpairment  mSmoking history
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Neoplasien

m Hodgkin lymphoma m Chronic lymphoid leukemia Acute leukemia
m Non-Hodgkin lymphoma m Chronic myeloid malignancies m Amyloid light-chain amyloidosis + Multiple myeloma
m Myelodisplastic syndrome ' -IHairy cell leukemia .
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Letzte Neoplasietherapie

m No treatment/Supportive measures mHSCT/CAR-T Conventional chemotherapy/Demethylating agents = Immunotherapy/immuno-chemotherapy = Targeted therapy
Wild type Alpha Delta Omicron
wave wave wave wave
50%
= =
-~ =
< 8 oy
40% e 3
=
™ s= ==
@ o ot
30% . e o3
==
L
o~
o =
S8 ) o0
[= =]
20% = ~ o
= = 2=
e = [=1]
- o o =
-— — ?\L
2 ==
10% - gn
0%

January-June 2020 July-December 2020 January-June 2021 July-December 2021 January-June 2022 July-December 2022

In Vorbereitung jon.salmanton-garcia@uk-koeln.de | Twitter: @salmantongarcia



In Vorbereitung

Episode COVID-19

Januar - Juni Juli - Januar - Juni Juli - Januar - Juni Juli -
2020 Dezember 2021 Dezember 2022 Dezember
2020 2021 2022

= Asymptomatisch = Leichte Infektion m Schwere Infektion = Kritische Infektion

jon.salmanton-garcia@uk-koeln.de | Twitter: @salmantongarcia



Mortalitat
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0| Log-rank test p<0.001
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Number of patients at risk Observation days since COVID-19 diagnosis
January-June (J-J) ‘20 1665 1396 1235 1144
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Mortalitat
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Mortalitat bel Neoplasie

® Hodgkin lymphoma
m Non-Hodgkin lymphoma

m Chronic lymphoid leukemia
m Chronic myeloid malignancies

m Myelodisplastic syndrome ' -Il-lairy cell leukemia
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Acute leukemia
m Amyloid light-chain amyloidosis + Multiple myeloma
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Mortalitat bei Impfung
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o/ Log-rank test p<0.001
Number of patients at risk 0 10 20 30

Observation days since COVID-19 diagnosis

Not vaccinated 5621 4935 4349 3936
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3+ vaccines 1772 1506 1269 1056
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Mortalitat bel neoplastischem Stadium

— Controlled malignancy —5Stable malignancy — =—=Active malignancy
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In Vorbereitung

Mortalitat bel Therapie - O Impfungen

Survival probability (%)

Number of patients at risk

No treatment (1)
AVs * plasma * corticosteroids (2)

AVs + MoABs * plasma *
corticosteroids (3)

MoABs * plasma * corticosteroids (4)

Corticosteroids (5)

Plasma * corticosteroids (6)
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Log-rank test p<0.001
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Mortalitat bel Therapie - 1-2 Impfungen
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Number of patients at risk
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Corticosteroids (5) 231 196 146 115
Plasma * corticosteroids (6) 36 34 27 22
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Mortalitat bei Therapie - 2 3 Impfungen

,No treatment (1)
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Number of patients at risk

No treatment (1) 466 383 320 262

AVs * plasma * corticosteroids (2) 428 368 312 260
+ +
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MoABs * plasma * corticosteroids (4) il 203 167 140

Corticosteroids (5) 222 190 151 120
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Mortalitat ber COVID-19 nach Aufenthalt
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Hospital, no ICU’21 948 832 682 589
Hospital, no ICU’22 341 291 221 172
Hospital, ICU’20 1348 1150 1009 843
Hospital, ICU’21 1285 1088 881 700
Hospital, ICU’22 216 169 120 a0

In Vorbereitung

jon.salmanton-garcia@uk-koeln.de | Twitter: @salmantongarcia



Mortalitat nach Ursache

—COVID-19 —COVID-19 + hematological malignancy —Hematological maligancies +/- other reasons
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Mortalitat: Faktoren

Univariable Multivariable
95% ClI 95% ClI

p value HR Lower Upper p value HR Lower Upper
Age <0.001 1.037 1.033 1.041 <0.001 1.037 1.032 1.042
Comorbidities
0-1 - - - - - - - -
2+ <0.001 1.917 1.726 2.130 <0.001 1.244 1.117 1.386
Malignancy status at COVID-19 diagnosis
Controlled malignancy - - - - - - - -
Stable malignancy <0.001 1.394 1.187 1.637 0.212 1.115 0.94 1.321
Active malignancy <0.001 2.731 2.418 3.085 <0.001 1.832 1.617 2.075
Unknown <0.001 3.631 2.888 4.564 <0.001 2.117 1.679 2.671
Vaccine doses before COVID-19
0 - - - - - - - -
1-2 <0.001 0.503 0.421 0.601 <0.001 0.681 0.546 0.85
3+ <0.001 0.286 0.233 0.350 <0.001 0.451 0.35 0.582
COVID-19 diagnosis
January-June 2020 - - - - - - - -
July-December 2020 <0.001 0.577 0.506 0.657 0.001 0.802 0.701 0.917
January-June 2021 <0.001 0.618 0.517 0.740 0.016 0.796 0.662 0.958
July-December 2021 <0.001 0.470 0.388 0.567 0.585 0.938 0.745 1.18
January-June 2022 <0.001 0.322 0.273 0.381 0.078 0.833 0.679 1.021
July-December 2022 <0.001 0.132 0.089 0.197 <0.001 0.427 0.282 0.647
COVID-19 symptoms at onset
Screening - - - - - - - -
Extrapulmonary only 0.488 0.928 0.751 1.146 0.129 0.848 0.685 1.049
Extrapulmonary + pulmonary <0.001 2.131 1.794 2.530 0.087 1.168 0.978 1.396
Pulmonary only <0.001 2.149 1.821 2.535 0.003 1.299 1.095 1.541
Stay during COVID-19 episode
Home - - - - - - - -
Hospital, no ICU <0.001 22.360 15.342 32.589 <0.001 12.767 8.723 18.684
Hospital, ICU <0.001 57.020 39.015 83.335 <0.001 33.684 22.915 49.514

In Vorbereitung jon.salmanton-garcia@uk-koeln.de | Twitter: @salmantongarcia



Allogene HSZT d

- Manner (60 %), 51 Jahre alt
- Ohne Komorbiditaten 52 %
Herzkrankheit, Lungenerkrankungen, Diabetes mellitus oder Rauchen, ca. 10 %
- Akute Leukamie oder myelodysplastisches Syndrom, 79 %
- Vollstandige/teilweise Remission vor COVID-19, 89 %
- AllogenHSZT-Zeit bis COVID-19: 268 Tage
- Krankenhausaufenthalt:
56 % (14 Tage) | Intensivstation: 16 % (15 Tage)
- Mortalitat, 21 %:

Alter - Aktive Neoplasie
<12 Monate seit HSCT . Intensivstation
3+ Komorbiditaten

COVID-19, Coronavirus-Krankheit 2019; Krankheit, Krankheit; HSZT, hamatopoetische Vorlaufertransplantation

Busca and Salmanton-Garcia et al. Blood Adv 2023 jon.salmanton-garcia@uk-koeln.de | Twitter: @salmantongarcia



CAR-T

Alter, Median
Geschlecht
Grundlegende Neoplasie
Konditionierung
Therapie

Krankenhausaufenthalt, Median

Intensivstation
Therapie mit moABs
Mortalitat

Ohne Impfung
56 Jahre
Manner, 53%
Non-Hodgkin-Lymphom, 94%
Fludarabin + Cyclophosphamid, 94%

Axicabtagene ciloleucel, 50%
Tisagenlecleucel, 47%

83%
42 Tage

43%
6%
50%
Mit COVID-19: 33%

CAR-T, chimére Antigenrezeptor-T-Zellen; COVID-19, Coronavirus-Krankheit 2019; moABs, monoklonale Antikdrper

Van Doesum and Salmanton-Garcia et al. Blood Adv 2023

Mit Impfung
59 Jahre
Manner, 68%
Non-Hodgkin-Lymphom, 100%
Fludarabin + Cyclophosphamid, 96%

Axicabtagene ciloleucel, 50%
Tisagenlecleucel, 36%

71%
37 Tage

28%
43%

41%
Mit COVID-19: 20%

jon.salmanton-garcia@uk-koeln.de | Twitter: @salmantongarcia



Gleichzeitige Diagnhostik

- Manner (59 %), 65 Jahre alt
. 2+ Komorbiditaten, 32 %
Herzerkrankungen (35 %), Diabetes mellitus (17 %)
- Akute Leukamie (36 %), Non-Hodgkin-Lymphom (32 %)
- Neoplasiezeit bis COVID-19: 11 Tage vorher
- Krankenhausaufenthalt: 85 % (15 Tage) | Intensivstation: 26 % (8 Tage)
. COVID-19-Behandlung:
Keine 62 %, Kortikosteroide 16 %, Virostatika 12 %
- Mortalitat: altersbedingt, 2+ Komorbiditaten, keine Neoplasiebehandlung, Intensivstation
Ohne Neoplasiebehandlung: 42 %
Mit Neoplasiebehandlung: 27 %

COVID-19, Coronavirus-Krankheit-2019

Cattaneo and Salmanton-Garcia et al. Cancers 2022 jon.salmanton-garcia@uk-koeln.de | Twitter: @salmantongarcia



Gleichzeitige Diagnhostik
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0| Log-rank test p<0.001

0 10 20 30
Number of patients at risk Days from COVID-19 diagnosis
No HM treatment 107 68 49 42
HM treatment 341 291 247 201

COVID-19, Coronavirus-Krankheit-2019; HM, hamatologische Malignitat

Cattaneo and Salmanton-Garcia et al. Cancers 2022
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EPICOVIDEHA Publikationen

| 1. Platform description ] [ 12. Acute myeloid leukemia )
(2. Patients at pandemic onset 1 | 13. Chronic myeloid leukemia
3. Simultaneous COVID-19 and malignancy 14. Hairy cell leukemia
diagnosis 15. Multiple myeloma
4. Aged patients 16. Ph-neg chronic myeloproliferative neoplasms
5. Omicron variant | 17. Systemic mastocytosis )
6. ICU patients (18. Vaccinated patients, preliminary results )
7. 2020-2022 ) | 19. Vaccinated patients, final results
(8. Allogeneic HSCT \ 20. Fourth anti-SARS-CoV-2 vaccine dose
9. B-cell malignancies with baseline targeted 21. Tixagevimabl/cilgavimab prophylaxis
treatment for malignancy 22. Nirmatrelvir/ritonavir
10. CAR-T cells, patients at pandemic onset 23. Molnupiravir vs nirmatrelvir/ritonavir
\ 11. CAR-T cells, vaccinated patients ] 24. Corticosteroid-based COVID-19 treatment )

jon.salmanton-garcia@uk-koeln.de | Twitter: @salmantongarcia



EPICOVIDEHA/EPIFLUEHA Register

Einschlusskriterien

= Test (+) Atemwegsvirus
= Aktive hamatologische Neoplasie <5
Jahre vor der Virusinfektion

=  Erwachsene Patient*innen

>160 Partnerzentren in >40 Landern

Vorteile
= Groler Stichprobenzugang (>9.000 Pax COVID-19)
_ _ * Influenza * Rhinovirus
= Autorenschaft/Kollaboration, wenn pax in der Analyse . Metapneumovirus  + SARS-COV-2
= Forschungsleitung mit der gesamten Stichprobe « Parainfluenza . RSV

COVID-19, Coronavirus-Krankheit-2019; Pax, Patient*Innen

+ Info: jon.salmanton-garcia@uk-koeln.de | X/Twitter: @salmantongarcia
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