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ENTONH YMNEP-OAETMONQAHZ ANTIAPAZH (1)

(Laguna-Goyal R, et al. J Allergy Clin Immunol 2020; doi: 10.1016/j.jaci.2020.07.009)
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PRO-INFLAMMATORY/ANTI-INFLAMMATORY
IMBALANCE IN SEVERE COVID-19

(McElvaney OJ, et al. Am J Resp Crit Care Med 2020; doi: 10.1164/rccm.202005-15830C)
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ENTONH YNEP-OAETMONQAHZ ANTIAPAZH (2)
(Zhou F, et al. Lancet 2020; doi: 10.1016/S0140-6736(20)30566-3)
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COVID-19: NMOIA ®PAPMAKA EXOYN TEAIKA
AAEIOAOTHOEI*;

ApIBHOC KAIVIKWV SOKIPWV* Adg1066TnONn oTnv EE

ClinicalTrials.gov
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AITIA: H ETEPOIENEIA TQN A2OENQN
(Karakike E, et al. J Innate Immun 2022, 14: 218)

Avdpag, 56 eTwv

AY

Oudetepd@iha: 5056 KKy
Nepgokuttapa: 1088 kky
CRP: 296 mg/I
®eppitivn: 6786 ng/ml
D-dimers: 520 pg/I

AY: opTnpIoKr UTTépTacn
KA: kapdiakr) aveTtdpKela
>N: oTepaviaia véoog

Avdpag, 76 eTwWV
EAeUBepo 10TOPIKO
Oudetepd@IAa: 9870 KKy
NAepgokutTapa: 1620 Kk
CRP: 39.8 mg/l
@eppitivn: 916 ng/ml
D-dimers: 640 ug/l

Avdpag, 56 eTwv

KA, ZN, XAl
OudeTepd@iAa: 11600 KKy
NepgokuTtTtapa: 705 Kkx
CRP: 237 mg/I
@eppitivn: 306 ng/ml
D-dimers: 1370 ug/l

XAT: xpovia aTTOPPAKTIKA TTVEUHOVOTTABEIa




AIAOOPETIKOZ MHXANIZMOZ NOzOY ANA

AXOENH: AIAOOPETIKH OEPAIEIA
(Aschenbrenner AC, et al. Genome Med 2021, 13: 7)
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AINMOTEAEZMA: NMEPIOPIZMENO
OEPATEYTIKO ANNTOTEAEZMA

AslaueBaldvn
17% OXETIKN heiwon BvnTdTnNTOC
100+
Rate ratio, 0.83 (95% Cl, 0.75-0.93)
g0 P<0.001
°\E 60
=
E
S 40
=
Usual care
204
Dexamethasone
0 T T T 1
0 7 14 21 28
Days since Randomization
No. at Risk
Usual care 4321 3754 3427 3271 3205

Dexamethasone 2104 1902 1724 1658 1620

Horby P, et al. N Engl J Med 2021, 384: 693

TooiAilouuaumn

15% OXETIKNA peiwon BvnNToTNTOC

1007 — Tocilizumab group
—— Usual care group
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204
10 - Rate ratio 0-85 (0-76-0-94)
Log-rank p=0-0028
0 T T T T
0 7 14 21 28
Number at risk
Tocilizumab 2022 1736 1547 1445 1398
Usual care 2094 1735 1503 1410 1361

Horby P, et al. Lancet 2021, 397: 1637




KOINOZ MHXANIZMOZ NMPIN THN EKAHAQZzH

ANATINEY2ZTIKHZ ANETIAPKEIAZ
(Renieris G, et al. J Innate Immun 10.1159/000524560)
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MOPIAKA NMPOTYTIA KINAYNOY 2THN COVID-19
(Renieris G, et al. J Innate Immun 10.1159/000524560)

IvrepAeukivn (IL)-1a @ KaAtrpotekTivn
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: Evdoyevng avraywvioThg



H EZEAI=ZH THZ COVID-19 INEYMONIAX

1" mi@avornra §EAIENG:
2ofapni AVATTVEUOTIKN
Avetrdpkeia

*  Mnxavikog agpIouog

*  ©@Avarog;

60% Bpiokovtal o KINAYNO

2'7 mlavornra eEEAIENG:
EppévovTia CupTITWUATA

« ATtToxn atro Tnv gpyaacia

- *  ATTWAgIa TTOPAYWYIKOTNTAG

Elcaywyég JE TTVEUHOVia ENAP=H - Makpoypovia voonpéTnTa

OTO VOOOKOMEIO OEPAINMEIAZ




TI MPENEI NA NETYXOYME;

! Eicaywyéc otn MEO
! Ovnrémra
T laon

OEPAIEIA

Eicaywyég pe Trveupovia

OTO VOOOKOMEIO

MEO®: Movada EvraTikig Ogpartreiag



MPOINQ2H ME BIOAEIKTEZ: suPAR

Kooprn eraAn@suong 1: I1SIC

(Azan TU et al. J Am Soc Nephrol 2020, 31: 2725-35)
352 aoBeveig

ECENIEN o€ coPapr] avaTTvEUOTIKI AVETTAPKEIQ
* SuPAR <4.6ng/ml: 2.6%

i * SuPAR 4.6-6.8 ng/ml: 17.9%

* suPAR >6.8 ng/ml: 44.9%

KoopTn «avakaAuywng»

(Rovina N, et al. Crit Care 2020, 24: 187)

100
80

60

Kooprn emraAnBsuong?2: I1SIC

(Vasbinder A, et al. Diabetes Care 2022 dc212102)

v = 2.044 aobeveig

» SUPAR o€ aoBeveic pe 2A2

= [InAiko mOavoTATWY €¢ENIENG O€ coPapn
QVATTVEUOTIKN aveTtapkeia 1.94 (1.36-2.75), p<0.0001

40

20

Cumulative % of patients with SRF

0 2 4 6 8 10 12 14
Time (days) to severe respiratory failure

SOS AvedpTnTa A1 TNV EKTAON TWV ATTEIKOVIOTIKWY SINONuATWYV

ISIC: International Study of Inflammation in COVID-19
ROC: receiver operator characteristics

SUuPAR: soluble urokinase plasminogen activator receptor
>A2: cakxapwdng diafrTng TUTTOU 2



TI MAHPO®OPIEZ AINEI O BIOAEIKTHZ suPAR;

BAOMOAOI'IA SCOPE (Severe Covid Predictor Estimate)
(Giamarellos-Bourboulis EJ, et al. Cell Reports Medicine 2022; 3: 100560)

| BaBpoi | D-dimers (mg/l) | CRP (mg/l) | ®eppirivn (ng/ml) | IL-6 (pg/ml)

0.10-0.40 0.3-25.0 10-225.0 0.7-5.0

>0.4-0.57 >25.0-45.0 | >225.0-450.0 >5.0-12.0
>0.57-0.90 >45.0-85.0 | >450.0-750.0 >12.0-30.0
>0.90 >85 >750 >30
40 _1SCOPE<6 (n=151)
_1SCOPE>=6 (n—151)
so
wn
t
-% HR: 5.57
2 (95% CI: 2.19-14.19)
Cl: confidence interval 2
) , ) 8 p< 0.0001
CRP: avTidpwoa TTpwrEivn
HFO: oguyoévo uywnAng pong 10
IL: IvTEPAEUKIVN I
NIV: un TapeuBaTikog agpiouodg % 2 4 6 8 10 12 14

MV: unxavikog agpiopog Days to (P/F<150 and HFO/NIV/MV) or death



A SCOPE score Calculator

A SCOPE score Calculator

A SCOPE score Calculator

Please fill out the required fields to compute the
score:

D-dimers:

CRP:

Ferritin:

IL-6:

Submit

SCOPE Reset
score

[2 Related research article

(extrenal link) Evangelos J.Giamarellos-
Bourboulis et al. 2022: Development and
validation of SCOPE score: A clinical score
to predict COVID-19 pneumonia
progression to severe respiratory failure.

https://scopescore.orq
MpoowTrikA B€0n ouIANTA

Please fill out the required fields to compute the

score:

D-dimers: 0.3
CRP: 27
Ferritin: 227
IL-6: 32

Submit
SCOPE 5 Reset
score

Indicative of a favourable outcome

[2 Related research article

(extrenal link) Evangelos J.Giamarellos-
Bourboulis et al. 2022: Development and
validation of SCOPE score: A clinical score
to predict COVID-19 pneumonia
progression to severe respiratory failure.

Please fill out the required fields to compute the

score:

D-dimers: 0.5
CRP: 52
Ferritin: 620
IL-6: 32

Submit
SCOPE 8 Reset
score

Increased risk of patient deterioratior

[2 Related research article

(extrenal link) Evangelos J.Giamarellos-
Bourboulis et al. 2022: Development and
validation of SCOPE score: A clinical score
to predict COVID-19 pneumonia
progression to severe respiratory failure.


https://scopescore.org/

2TPATHI'IKH SAVE

MPQIMH ANIXNEY=H MPOAHWH

a0Bevwyv o€ KivOouvo atro ANAXTOAH * 20Bapng avartrveuoTIKAG
TG IL-1a KAl IL-18 IL-1a QAVETTAPKEIOG

ME TN XpHon Tou IL-13 AY=HZH

BIOAEIKTH suPAR « [loocoaoTou iaong

Avakivpa
® AvaouvduaopEVOG avVTaywVIOTAG TOU UTTOO0XEQ

® Aeopevel Tn dpdon Twy IL-1a kan IL-1

suPAR-guided Anakinra treatment for Validation of the risk and Early management of severe respiratory failure by COVID-19
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EMA recommends approval for use of Kineret in adults with
COVID-19

News 16/12/2021

Update: Kineret is now authorised across the EU to treat COVID-19. This follows the granting of an extension

of indication by the European Commission on 17 December 2021.

EMA’s human medicines committee (CHMP) has recommended extending the indication of Kineret (anakinra)
to include treatment of COVID-19 in adult patients with pneumonia requiring supplemental oxygen (low or
high flow oxygen) and who are at risk of developing severe respiratory failure, as determined by blood levels
of a protein called suPAR (soluble urokinase plasminogen activator receptor) of at least 6 ng per ml.



ATPIAIOZ 2020-2HMEPA:
MOPEIA KAINIKHZ ANATTY=HX

‘Evdeién Tou papudkou avakivpa os acOesveic ue Aoipwén COVID-19:
*  AKTIVOAOYIKA TEKMNPIWMEVN TTVEUMOVIQ

*  NoonAeuodpuevol oe ANATKH oguyovou (xaunAng pong i uwnAng porg)
 SuPAR =6 ng/ml

MeAétn @dong 2 SAVE MeAérng @aong 3 SAVE-MORE

Amrpihiog 2020-NoépBpiog 2020, 13 KAVIKEC oTnV EAAGSa «  AekéuPpiog 2020-louviog 2021
AVOIKTOL:I-TL'J'ITOU WE opada oUyKpIong UTTO KaBIEPWHEVN 3 K)\IVIKégi 29 oTnv EAANGOQ, 8 oTnv ITaAia
ol «  AITTAG-TUQAR, TuxaloTToINUEVN

1000 aoBeveig i
EudraCT 2020-001466-11, ClinicalTrials.gov NCT04357366 * 594 acbBeveic

EudraCT 2020-005828-11, ClinicalTrials.gov NCT04680949




MEAETEXZ PAZHZ 2 KAI 3: ANAAOIA ANMMOTEAEZMATA

‘Evdeién Tou papudkou avakivpa os acOesveic ue Aoipwén COVID-19:
*  AKTIVOAOYIKA TEKMNPIWMEVN TTVEUMOVIQ

*  NoonAeuodpuevol oe ANATKH oguyovou (xaunAng pong i uwnAng porg)
 SuPAR =6 ng/ml

MeAéTn @dong 2 SAVE MeAérn eaonc 3 SAVE-MORE

(Kyriazopoulou E, et al. eLife 2021; 10: e66125) (Kyriazopoulou E, et al. Nat Med 2021; 27: 1752)
e 70% OUVOAIKN BeATiwanN * 64% ouvoAik BeATiwon



SAVE-MORE: ZXEAIAZMOZ MEAETHZ META
2YMBOYAEYTIKH ANMO COVID-ETF/EMA

(Kyriazopoulou E, et al. Nature Medicine 2021, 27: 1752)

[MAnBuoudg ueAétng

HAikia 218 éTn, ICF MPQTOINENEZ

E évn Aoi 5 SARS-CoV-2

Hoboroh i Ocimaroe n e KATAAHKTIKO SHMEIO
+ Plasma suPAR 26ng/ml KAipaka 11-onueiwv MNOY

Eikovikd + kaBiepwpévn aywyn

Avakivpa 100mg utrodépla/nuEpa + KabIiEpwUEVN aywyn

v
7 y/]
Huépa 1 (Evragn) Huépa 4 Huépa 7 Huépa 10 Huépa 28
BlodeikTeg BlodeikTeg BiodeikTeg (ONokApwaon
liké popTio liké popTio lik6 popTio ,
Bepartreiag)

EUdraC,T pumper: 2020-005828-11 CT: agovikr Topoypagia BWpakog UWnANG EUKpivelag
www.clinicaltrials.gov NCT04680949 ICE: written informed consent form

COVID-ETF: Emergency Task Force SUPAR: soluble urokinase Plasminogen Activator Receptor
EMA: European Medicines Agency MOY: Naykéopiog Opyaviopss Yyeiag



http://www.clinicaltrials.gov/

KATAAHKTIKO ZHMEIO
KAipaka €€€EAIENG vooou 11 onueiwv nuépa 28

KaBispwuévn aywyn

HOdvartog BMA pe P/F<150 kai ivéTpoTtTa, aigodidivon | ECMO
BmMA pe PIF<150 fj ivéTpoTTa MA pe P/F>=150
MMA n OYP Noonheia pe ofuyovo

Noonheia Xwpig ofuyovo
B IyptrTwyaTikoi aveEdpTnTol
NAnpwg 1a8évteg, PCR (-)

B IupmrTwpaTikoi XpRdovreg Bondeia
Aguptrtwparikoi, PCR (+)

Aetapebalovn +/- peuvteoiBipn

80 +

60 +

100 1
X
KA: KaBiepwuévn aywyn
MA: unxavikog agpiouog
MMA: un TTapepBaTIKOG 0EPITUOG
N: apiBudg aobevwv
OA: 6pia agloTmioTiag

OYP: oguydvo uwnAig porig

M TnAiko meavoTATWwY

ECMO: e€wowpartiki oguydévwaon huepppdvng 0
PCR: ahuowTh avtidpaon moAupepdong

P/F: avatrveuaTikd TTnAiKO

40

20 -

I-"-IUnar.Ijuster.I: 0.36
(95% OA: 0.26-0.49)

p: 3.6 x 1010

|

S

KA+Avakivpa (v=405)

KA+EIKoviko (v=189)



E=EAI=H 2E 20OBAPH ANATINEYZTIKH

ANENAPKEIA (ZAA)
(Kyriazopoulou E, et al. Nature Medicine 2021, 27: 1752)

40| 2K: 0.62 .
~ 95% OA: 0.45-0.87 vergey
= KA+Avakivpa
$ | p:0.005 ' (v=405)
= 31.7% (95% OA: 25.5-38.7%)
=]

E _I_I_

E 20

c _I_,_. 20.7% (95% OA: 17.1-24.9%)
E

= B —

g 10

==

<

KA: kaBigpwpévn aywyn 0
OA: 6pia aglommiaTiag
2K: oxeTIKOG KivOouvog Huépeg weg Tnv ekdnAwon ZAA

0 2 4 6 8 10 12 14



AEIKTHZ OETIKHZ ANTANMOKPIZHZ 2TO
ANAKINPA

(Kyriazopoulou E, et al. Nature Medicine 2021, 27: 1752-1760)

‘Evac Babuoc yia Kabs EK Twv:
* Acotrapayivikr) agivotpac@epdaon (AST, SGOT) > 44U/
*  Oudetepd@iha/AeppokuTTapa >5.5

+  C-avmidpwoa 1pwrteivn >50 mg/l
*  OQepitTivn >700 ng/ml

AvaAoyIkog Kivouvog

8.64

p: 0.026

EikovikO

o

Avakivpa



2OBAPA ANEMIOYMHTA 2YMBAMATA (2A)
(Kyriazopoulou E, et al. Nature Medicine 2021, 27: 1752-1760)

KA + gikoviké (KA + Avakivpa |P-value
(v=189) (v=405)

TouAdyioTov éva 2AY, v (%) 41 (21.7) 65 (16.0) 0.107
Eidog ZAZ, v (%)
AOIHWEEIC KAl TTOPACITWOEIG, OUVOAO 30 (15.9) 34 (8.4) 0.010
Mveupovia ouvdEONEVN HE TO 15 (7.9) 9 (2.2) 0.003
HNXOVIKO aEPIOCHO
2NT1TIKA KatatrAngia Kai 7 (3.7) 6 (1.5) 0.128
TTOAUOPYOAVIK] OVETTAPKEIN
Baktnplaipia 6 (3.2) 12 (3.0) 1.000
MOavry voookopelak Aoipwen 7 (3.7) 11 (2.7) 0.608

NOGOKOMEIOKN TTVEUNOVIa 5 (2.6) 6 (1.5) 0.339
O&cia TTueAove@piTida 5(1.2) 0.476
Mveupovikn eUBOAN : : 0.733

KA: kaBiepwpuévn aywyn



NMPO2OHKH ANAKINPA 2THN KAGIEPOMENH AIrQrHd

(KA) THz2 COVID-19 TINEYMONIAZ

‘EkBaon aoBevoug KA + EiKoviké KA + Avakivpa
AmoAuTh faon ey 26.5% (MWD 50.4%

Moapapovl CUNTITWHATWY

NoonAcgia og OaAapo pe o§uyodvo

50.3% m 29.3%
i
' )

:

=

Mnxaviki avatmrvonl o€ MEO 6.3% 3.1%

2 =

6.9% ﬂ 3.2%

Odvarog

KA: KaBigpwpuévn aywyn
MEO: Movdada Evratikig Ogpatreiag



OEPATEYTIKH MPOTAZH COVID-19 INEYMONIAZ

(van de Veerdonk FL, et al. Nat Med 2022, 28: 39-50)

2ofapoTnTa

Zuurmrrwuara

Ocparreieg

NNT: agBeveig TTou TTpéTTel va AdBouv BepaTreia

210010 |
(ApXIkN Aoipwgn)

A

Atravtnon oTtov 16

—

Z1adio Il
(Mveupovikn ®don)

XPONIKO
NMEPIGQPIO
™1 suPAR
(ouvduao oG DEIKTWV)

ANAKINPA

Z1adio lll
(Pdaon utrep-@AeypOVAG)

Y1rep-@Aeypovi

ZUGCTNMOTIKI) CUUTITWHOTO
Epmupero, Brixag

MovokAwvikd, molnupiravir,
Nirmatrelvir/ritonavir

Pa0,/Fi0,5150-300

Aegapedalovn

v

ARDS, Shock, Cardiac Failure

Aeapedalovn, TooIAiloupduTTn

Avokivpa (SAVE-MORE) TooiAiloupaptrn (REMAP-CAP, RECOVERY)

MpoAnwn BavaTou MpoAnwn BavaTou
NNT=4 NNT= 15 NNT=12 NNT=25




. Septic Dysregulation

. ®
Personalized PROVIDE
Treatment ‘

Knowledge Acquired ‘

-MALS
-Hypo-inflammation
-Unclassified

IMMUN{SESEP



PROVIDE Knowledge



Patients having 22 SIRS criteria OR 21

gSOFA criteria

v

Meeting ANY exclusion criteria: if YES= screening failure; If NO proceed

v

BSI or CAP or HAP or VAP or AC: if NO= screening failure; If YES proceed

¥

Septic shock by Sepsis-3 definitions: if NO= screening failure; If YES proceed

v

Blood collection and repeat blood collection in 24 hours

v

First blood sample

Ferritin

HLA-DR

t= 1 1 B
:ZZ\L

Second blood sample

Ferritin

T

1 7

HLA-DR

T 1
Vol

{

MALS
RANDOMIZE

NOT
RANDOMIZ

HYPOINFLAMMATION
RANDOMIZE




PATIENTT TO) 85 ENROLLED

MACROPHAGE-ACTIVATION
LIKE SYNDROME

HYPOINFLAMMATIO

N

Anakinra IV 200 mg* q8h for 7 days

Placebo SC q48h for 15 days

*100mg in case of Cls, <30 ml/min

IV: intravenous

g8h: every 8 hours

g48h: every 48 hours

rhIFNy: recombinant human interferon-gamma
sc: subcutaneous

Placebo IV q8h for 7 days
rhIFNy SC 100mg g48h for 15 days




Screened for immune state= 279

Patients on vasopressors screened= 216

Patients NOT on vasopressors screened= 63 Excluded 39

Intrabdominal infection= 24
Lactate never >2nmol/I= 8

e SLE=1
 MALS=4 (6.3%) —> . High dose steroids= 2
. e _ . h -
« Unclassified= 59 (93.7%) L el 2

Lost to follow-up= 3

\ 4

Patients at vasopressors screened for immune state= 177

MALS= 43 (24.3%)
* Immunosuppression= 2 (1.1%)
* Unclassified= 132 (74.6%)

Excluded=9

MALS died before randomization=9

ENROLLED= 36

MALS: macrophage activation-like syndrome
SLE: systemic lupus erythematosus



MALS IS MORE COMMON IN SEPTIC SHOCK

25 - p: 0.001

20 - OR: 4.7 (95% Cl 1.6-13.8)

% +95% Cls

Non-shock (n=63) Septic shock (n=177)

Cl: confidence interval
OR: odds ratio
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ALT: alanine aminotransferase
AST: aspartate aminotransferase 0+
Non-MALS MALS

MALS: macrophage activation-like syndrome



INR
1.8 »
1.6 1
1.4 4 p: 0.001
1.2 1

0.8 4
0.6 -
04 -
0.2 4

Non-MALS MALS
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aPTT: activated partial thromboplastin time
INR: international normalized ratio 0
MALS: macrophage activation-like syndrome

aPTT

70 »

60 +

seconds

p: 0.001

Non-MALS

Platelets

Non-MALS

p: 0.001

MALS

MALS



PREDICTION OF 28-DAY MORTALITY IN
SEPTIC SHOCK BY QUANTIBRITE

I [ L
56 18 74

<5000
mHLA-DR/cell Sensitivity 71.8%
PPV 75.7%
=>5000 22 25 47
mHLA-DR/cell Specificity 58.1%
NPV 53.2%
Total 78 43 103

OR28-day mortality in shock without MALS 3.53 (1-62'7-72) P. 0.001

OR: odds ratio

MALS: macrophage activation-like syndrome
NPV: negative predictive value

PPV: positive predictive value



PREVALENCE OF IMMUNOSUPPRESSION
NON-SHOCK VS SHOCK

60 -

o
o

p: 0.432

% +93% Cls
0] w o+
(= o =

-
o
L

o

Non-shock (n=63) Septic shock (n=177)



28-DAY MORTALITY AND IMMUNE CLASSIFICATION

100

80
=
ﬁ; 60
2
-
[
=
0 40
20
0

MALS: macrophage activation-like syndrome

—Unclassified
—TImmunosuppression
—TMALS

log Rank 24.418
p<0.0001

q
log Rank 4.917
p: 0.027

log-rank (overall): 25.383
p< 0.0001
7 14 21 28

Days of follow up



MEAN SOFA SCORE ON DAY 9

Mean SOFA score (days 1 through 9)

= =
F -] (=)
'l L ']

p< 0.0001

N

mean, +/- SD
3 —

o N A~ o @

Survivors (n=52) Non-survivors (n=39)

SOFA: sequential organ failure assessment



THE EFFECT OF IMMUNOTHERAPY

7-day mortality
80 1
70
60 - p: 0.016*

Survival and no increase in SOFA by day 7

% +95% Cls
8

p: 0.017

Placebo (n=21) Immunotherapy (n= 15)

Placebo (n=21) Immunotherapy (n=15)

*binomial test
SOFA: sequential organ failure assessment



IMMUNISISEP



INCLUSION CRITERIA

Age > 18 years

Both genders; in case of women, unwillingness to become
pregnant during the study period.

Written informed consent (or the legal representative)
Community-acquired pneumonia OR hospital-acquired pneumonia
OR ventilator-associated pneumonia OR primary bloodstream
infection

Sepsis defined by the Sepsis-3 definitions

Patients with signs of fulminant hyper-inflammation or sepsis-
associated immunoparalysis.

Time from classification into sepsis by the Sepsis-3 definitions and

start of blind intervention less than 72 hours.

COVID-19

« Patients without secondary
VAP/HAP/BSI are enrolled ONLY
if fulminant hyper-inflammation
Patients with secondary
VAP/HAP/BSI are enrolled as
ALL other patients

BSI: bloodstream infection

CAP: community-acquired pneumonia
HAP: hospital-acquired pneumonia
VAP: ventilator-associated pneumonia

IMMUNISISEP




SUGGESTED ELIGIBILITY PROCESS

2 signs of SIRS
or

1 sign of
gSOFA

ICF: informed consent form

gSOFA: quick SOFA score
SIRS: systemic inflammatory response syndrome

Screen for
Exclusion
Criteria

OBTAIN BLOOD
SAMPLES;

3ml for serum
isolation/2 ml EDTA

1) Randomize
2) Enrollment

Administer
study drug
within 72h of
sepsis onset

Hyper-inflammation
vs Imunoparalysis



PATIENTT TO) 85 ENROLLED

MACROPHAGE-ACTIVATION
LIKE SYNDROME

HYPOINFLAMMATIO

N

Anakinra IV 200 mg* q8h for 15 days Placebo IV q8h for 15 days

Placebo SC q48h for 15 days rhiIFNy SC 100pg+q48h for 15 days

*100mg in case of Cls, <30 ml/min

IV: intravenous

g8h: every 8 hours

g48h: every 48 hours

rhIFNy: recombinant human interferon-gamma

sc: subcutaneous *100mg in case of Cl, <30 ml/min



PRIMARY ENDPOINT

The difference in the mean total SOFA (Sequential Organ Failure
Assessment) score until day 9 after randomization.

SECONDARY ENDPOINTS

28-day mortality

90-day mortality

Change of mean total SOFA score on day 15 of the end of treatment

Impact of personalized immunotherapy on the reversal of hyper-inflammation or
iImmunoparalysis.

The impact of personalized immunotherapy on the resolution of infection leading to study
enrolment.

Development of genomic, epigenomic, proteomic and microbiomic surrogate biomarkers for
the primary and secondary endpoints.




MONTHLY
PROGRESS

Total Screened=120 pjALS= 11 + 1 died before

120
Total Enrolled=51 ...
" randomization
=
.%80 Immunosuppression= 40
o Community-acquired pneumonia= 10 I . .
s Hospital-acquired pneumonia= 8 d before randomizati
— Ventilator-associated pneumonia= 21
Q : .
Primary bacteremia= 12
210 y
£
=
2
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IMMUNISISEP

Kick-Off Meeting Nijmegen, 10-11 February, 2020



Ferritin (ngfmi)

SCREENED PATIENTS

Ferritin
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