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What we already know...irAE

1) First line treatment of irAE
* High-dose steroids

Damaged alveoli
supply less oxygen
to the body.

Q0

2) Management of steroids-refractory irAE
* Infliximab

* Mycophenolate mofetil

* Tocilizumab
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What we already know...CRS and CAR T
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What we could suspect...CRS and COVID-19
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Anti |L-6 agents
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Why tocilizumab could be an effective

treatment for severe COVID-19?
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20/21 patients recovered from COVID-19 ARDS after a single dose of tocilizumab in 24-48 h
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TOCIVID-19 Study design

Phase || Tocilizumab 8 mg/kg

‘ (up to a maximum of 800mg per dose). FOLLOW UP

. A second administration can be given
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Hypothesis:
P,: two-week and 1-month lethality rates for the population defined by the
selection criteria is around 20% and 35%, respectively .

P.:the experimental drug may produce a 10% reduction of the lethality (from
20% to 10% at two weeks and from 35% to 25% at one month from registration

in the study, P.), 330 patients will provide 99% and 95% power, respectively,
with a 2.5% bilateral alpha error for each test.

Phase 2
14 days intention-to-treat, n 301
N. of patients dead/available outcome data 55/299
Lethality rate, % (97.5% Cl) 18.4% (13.6-24.0)
P value (P0=20%) 0.52
14 days modified intention-to-treat, n 180
N. of patients dead/available outcome data 28/180
Lethality rate, % (95% CI) 15.6% (10.6-21.7)
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Hypothesis:

P,: two-week and 1-month lethality rates for the population defined by the

selection criteria is around 20% and 35%, respectively .

P.:the experimental drug may produce a 10% reduction of the lethality (from

20% to 10% at two weeks and from 35% to 25% at one month from registration
in the study, P.), 330 patients will provide 99% and 95% power, respectively,

with a 2.5% bilateral alpha error for each test.

30 days intention-to-treat, n 301
N. of patients dead/available outcome data 67/299
Lethality rate, % (97.5% Cl) 22.4% (17.2-28.3)
P value (P0=35%) <0.001
Median time of death, days (IQR) 8 (4-14)
30 days modified intention-to-treat, n 180
N. of patients dead/available outcome data 36/180

Lethality rate, % (95% Cl)

20.0% (14.4-26.6)

Please, do NOT post!!!

www.aifa.gov.it



http://www.aifa.gov.it/

ISTITUTO NAZIONALE TUMORI
IRCCS - Fondazione Pascale

TOCIVID-19 Study design

Tocilizumab 8 mg/kg

Observational ;
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Clinical case

ocilizumab
13" March 2020 18 March 25% March 2020 30" March 2020

Male

Born in 1993

No

Baseline After Tocilizumab Follow up
P/F: 98 P/F:250 P/F:300
pO, 59 mmHg; pCO, 30 mmHg p0,:100 mmHg; pCO,:39 mmHg p0O,:100 mmHg; pCO ,:42 mmHg

CPR: 24 ( ULN <1); CPR: 4.2 (ULN <1) CPR: 2.3 (ULN <1)




Anecdotical case of treatment with sarilumab

Sarilumab 400 mg SQ, single administration

Patients characteristics m

Gender: Female/Male, N(%) 3(20)/12(80)
Median age 59 (range 53-75)
Median PaO2/Fi02 207 (139-290)
Median BMI 28.7 (range 23-45)
Normal weight, (BMI <25), N(%) 2 (13.3)
Overweight (BMI >25), N(%) 5(33.3)
Obese (BMI >30), N(%) 3 (20)

NA, N(%) 5(33.3)
Intubated, N(%) 8 (53.3)
Not intubated, N(%) 7 (46.7)
Deaths, N(%) 5(33.3)

DO NOT POST, In press



Clinical cases
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WL: -400 WW: 1500 [CT Lungs] 330mA 120kV | WL: -400
T: §.0mm | -1066 Omm 27/03/7020 15:43:48 IT: 5§ 0mm | * -70

Male; Date of birth: 1960
Baseline 27.03.2020: P/F 94
Sarilumab 30.03.2020
After 24 h: P/F 124; After 72h: P/F 198
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Lung 5.0 TORACE HR

TORACE HR

271mA 120kV
4/2020 11:04:38

After 24 h: P/F 135; After 72h: P/F 185

Female; Date of birth: 1957
Baseline 31.03.2020: P/F 83
Sarilumab 01.04.2020
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Waiting for...

BIE) u.s. National Library of Medicine

ClinicalTrials.gov

Find Studies v About Studies v Submit Studies v Resources v About Site v

Home >  Search Results >  Study Record Detail ) Save this study

A Study to Evaluate the Safety and Efficacy of Tocilizumab in Patients With Severe COVID-19 Pneumonia (COVACTA)

ClinicalTrials.gov Identifier: NCT04320615 Primary endpoint:
Clinical Status Assessed

TOCILIZUMAB Using a 7-Category Ordinal

8 mg/kg, up to a maximum Scale

dose 800 mg.

Phase I 330 pts

estimated enrollment
PLACEBO

Evaluation of the Efficacy and Safety of Sarilumab in Hospitalized Patients With COVID-19

ClinicalTrials.gov Identifier: NCT04315298

Phase 2 primary endpoint:
Percent change in C-reactive
otein (CRP)levels

Sarilumab high dose

Phase 3 primary endpoint:
Time to improvement (2
points) in clinical status
Phase II/Phase 11 400 ptS i assessment using the 7-point

5 ordinal scale in patients with
serum IL-6 levels greater
than the upper limit of
normal

estimated enrollment

Placebo

https://clinicaltrials.gov
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