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BACH vizsgalat ked: Bce-covip_HU 001
BACH — BCG Against COVID-19 in Hungary

o AZ EGE§Z§EGUG\(| DOL@QZOK COVID-19 INFEKCIO MIATTI
MUNKABOL VALO KIESESENEK CSOKKENTESE BCG (BACILLUS
CALMETTE-GUERIN) OLTASSAL

EMMI altal tamogatott projekt, OGYEI engedély: BCG-COVID HU_001;
OGYEI/28947-2/2020; EudraCT azonositd: 2020-001783-28

Multicentrikus, randomizalt, placebo kontrollos vizsgalat.
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BCG

» A Bacillus Calmette-Guérin (BCG) eredetileg a tuberculosis ellen kifejlesztett
vakcina, azonban vizsgalatok azt mutattak, hogy mas fert6z6 betegsegekkel
szemben is képes hatékony védelmet biztositani — nem-specifikus hatds révén.!
Vizsgalatok soran kedvez6 in vitro és in vivo hatast figyeltek meg kulonféle virusok
eseteben, mint pl. respiratorikus syncytialis virus, sargalaz, herpes simplex virus
és human papillomavirus.?

* A kozelmultban publikalt megfigyelések alapjan a BCG vakcinacié nem-specifikus
hatasa a veleszlletett immunrendszer sejtjeinek Lpl. myeloid sejtek, NK sejtek)
epigenetikai és metabolikus Ujraprogramozasanak kdvetkezmenye, mely fokozott
antimikrobialis aktivitast eredményez — e jelenség neve ,edzett immunitas”
(,trained immunity”).3

* A patogén altali stimulacio el6kesziti a velesziletett immunitast a masodlagos (es
az els6h6z nem kapcsolodo) ingerre adott gyorsabb és hatékonyabb valaszra.
(Baktérium, gomba, virus okozta fert6zésekkel szemben nyujt védettséget )

1.Benn, C. S., Netea, M. G, Selin, L. K. & Aaby, P. A Small Jab — A Big Effect: Nonspecific
Immunomodulation By Vaccines. Trends in Immunology (2013) doi: 10.1016/].it.2013.04.004. 6. S.J.C.F.M.
Moorlag, R.J.W. Arts, R. van Crevel, M. G. N. Non-specific effects of BCG vaccine on viral infections. Clin.
Microbiol. Infect. 25, 1473-1478 (2019). 2. Netea, M. G. et al. Trained immunity: A program of innate
immune memory in health and disease. Science (2016) doi:10.1126/science.aaf1098. 3. Spencer, J. C.,
Ganguly, R. & Waldman, R. H. Nonspecific protection of mice against influenza virus infection by local or
systemic immunization with bacille Calmette-Guérin. J. Infect. Dis. (1977) doi:10.1093/infdis/136.2.171



BACH vizsgalat

* Hipotézis: Feltételezzuk, hogY BCG vakcinacidval csokkenthet6 az egészségligyi dolgozdk
megbetegedése és munkabol vald kiesése a COVID-19 jarvany alatt.

e Célkitizés:

ElsGdleges cél: Csokkenteni a betegekkel kbzvetlen kapcsolatban Iévl egészséguigyi dolgozok COVID-

19 fertOzéssel Osszefuggésbe hozhatd munkabdl vald kiesését a COVID-19 jarvany soran.

Masodlagos cel: Csokkenteni a betegekkel kbzvetlen kapcsolatban lévs egészséglgyi dolgozok kozott
a fert6zottek, a korhazi kezelésre szorulok, az intenziv osztalyon térténé kezelésre szorulok, illetve a
halalesetek szamat a COVID-19 jarvany soran.

* A vizsgalat elrendezése: Multicentrikus, randomizalt, placebo kontrollos vizsgalat.

* Vizsgalati po&ulécié: Betegekkel kozvetlen kapcsolatban lévé egészségligyi dolgozok: ol?/an apolok

és orvosok, akik olyan osztalyokon dolgoznak, ahol COVID-fert6zott betegek kerlilnek ellatasra.

* Beavatkozas: A résztvevlk az intracutan BCG vakcinat kapo es a placebo csoport kzott kertlnek
randomizalasra 1:1 aranyban.

* FO6 vizsgalati paraméterek/végpontok:

Elsédleges végpont: COVID-19 fertdzéssel dsszefliggésbe hozhato (nem tervezett), munkabdl valo
tavolmaradas napjainak szama.

Masodlagos végpontok: dokumentalt COVID-19-fert6zés miatti (nem tervezett) munkabol valo
tavolmaradas napjainak szama, valamint a korhazi, az intenziv osztalyon tortend kezelésre szorulo
kumulativ esetek, illetve a haldlesetek el6fordulasa
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at:Protocol No. CDFV&890D12201

Protocol number CDFV890D12201

Klinikai vizsga

Full Title A Phase 2, randomized, controlled, open label multi-center study to assess the safety and efficacy of DFV890
in patients with COVID-19 pneumonia and impaired respiratory function.

Brief title Study of safety and efficacy of DFV890 in patients with COVID-19

Sponsor and Clinical Phase Novartis
Phase 2
Investigation type Drug

Study type Interventional




Protocol No. CDFV&890D12201

e A fazis 2 randomizalt, nyilt klinikai vizsgalat (Protocol No.
CDFV890D12201) soran a COVID 19 virussal fert6zott ARDS tuneteit
mutatd pneumoniaval szovodott betegeknél a DFV890 hatasossagat
és biztonsagossagat vizsgalja.

* A NLRP3 receptor blokkol6 a kezdeti immunvalasz beindulasaért
felel6s , ami csokkenti a kezdeti immunvalasz intenzitasat de nem
gatolja a kés6bbi adaptivimmunvalasz felépllését.

* A szertdl vart hatas, hogy gatolja a velesziletett immunrendszer
COVID-19 fert6zésre adott hiperreaktiv valaszat, csokkentve ezzel a
tudd6gyulladas soran, a tuddszovet roncsolddasat ami légzési
elégtelenséghez vezet.



asztasi kritériumok

Bev3

Populationv 120 adult COVID-infected patients with pneumonia and impaired respiratory function.

Male and female patients aged >18 years at screening

Hospitalized (or will be hospitalized prior to randomization) and diagnosed with COVID-19-associated
pneumonia confirmed per WHO criteria (including a positive SARS-CoV-2 PCR of any specimen; e.g.,
respiratory, blood, urine, stool, other bodily fluid) and evidenced by chest X-ray or CT scan
Impaired respiratory function, defined as Sp0O2 <93% or Pa02/Fi02 <300 mmHg and requiring
supplementary oxygen

Serum CRP >20 mg/L

Signed Informed Consent Form by patient capable of giving consent, or, when the patient is not
capable of giving consent, by his or her legal/authorized representative

Ability to comply with the study protocol, in the investigator's judgment

Effective contraception (male and female)




Kizarasi kritériumok

History of hypersensitivity to any of the study treatments or their excipients or to drugs of similar chemical
classes

Suspected active or chronic bacterial (including MTb), fungal, viral, or other infection (besides SARS-CoV-2)

In the opinion of the investigator, progression to death is imminent and inevitable within the next 24 hours,
irrespective of the provision of treatment

Intubated and heavily sedated patients unable to give informed consent

Patients who have explicitly expressed the wish not to receive intensive care support when this would be
indicated based on their condition

Have received oral anti-rejection or immunomodulatory drugs (including DFV890) within the past 2 weeks
Serum ALT or AST >5x upper limit of normal detected within 24 hours at screening or at baseline (according to
local laboratory reference ranges) or other evidence if severe hepatic impairment (Child-Pugh Class C)

Absolute peripheral blood neutrophil count of £<1000/mm?3

eGFR <20 ml/min/1.73m? (based on CKD-EPI formula)

Pregnant or breastfeeding, or positive urine pregnancy test in a pre-dose examination

Treatment with an investigational drug within 5 half-lives or 30 days (whichever is longer) of randomization
(investigational COVID-19 antivirals may be permitted if approved by the sponsor)

Patients currently being treated with drugs known to be strong inducers and inhibitors of isoenzyme CYP2C9 and
strong inducers of CYP3A (see list of prohibited drugs) and the treatment cannot be discontinued or switched to a
different medication prior to starting study treatment.

Any serious medical condition or abnormality of clinical laboratory tests that, in the investigator’s judgment,
precludes the patient’s safe participation in and completion of the study
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