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Baricitinib plus Remdesivir for Hospitalized Adults with Covid-19

A.C. Kalil, T.F. Patterson, A.K. Mehta, K.M. Tomashek, C.R. Wolfe, V. Ghazaryan, V.C. Marconi,
G.M. Ruiz-Palacios, L. Hsieh, S. Kline, V. Tapson, N.M. lovine, M.K. Jain, D.A. Sweeney, H.M. El Sahly,

A.R. Branche, ). Regalado Pineda, D.C. Lye, U. Sandkovsky, A.F. Luetkemeyer, S.H. Cohen, R.W. Finberg,
P.E.H. Jackson, B. Taiwo, C.I. Paules, H. Arguinchona, N. Erdmann, N. Ahuja, M. Frank, M. Oh, E.-S. Kim,
S.Y. Tan, R.A. Mularski, H. Nielsen, P.O. Ponce, B.S. Taylor, LA. Larson, N.G. Rouphael, Y. Saklawi, V.D. Cantos,
E.R. Ko, J.J. Engemann, A.N. Amin, M. Watanabe, ). Billings, M.-C. Elie, R.T. Davey, T.H. Burgess, ). Ferreira,
M. Green, M. Makowski, A. Cardoso, S. de Bono, T. Bonnett, M. Proschan, G.A. Deye, W. Dempsey, S.U. Nayak,
L.E. Dodd, and J.H. Beigel, for the ACTT-2 Study Group Members*

N Engl J Med. 2021 Mar 4;384(9):795-807.
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e N F=T7E (n=515)

- 664
« 40/
« 231

fikifee R 2 (RIE R 44451)
TN
FET
« 77 HE (n=518)
« 945 HRfE R EE (2 1EA68%4))
« 4117 BRI EE
« 366 FET

515 Were assigned to receive baricitinib+RDV
508 Received infusion
507 Received tablet
7 Were enrolled but did not receive any treatment

518 Were assigned to receive placebo+RDV
509 Received infusion
509 Received tablet
9 Were enrolled but did not receive any treatment

'

i

66 Discontinued intervention (deaths and discharges
excluded)
31 Were receiving tablets
22 Had severe adverse event or adverse event other
than death
4 Had protocol deviation
3 Withdrew
1 Was withdrawn by investigator
1 Became ineligible after enrollment
5 Were receiving infusions
1 Had severe adverse event or adverse event other
than death
1 Had a technical problem
1 Was withdrawn by investigator
1 Became ineligible after enrollment
1 Had other reason
33 Were receiving both trial products
21 Had severe adverse event or adverse event other
than death
1 Had protocol deviation
8 Withdrew
3 Were withdrawn by investigator
84 Discontinued participation in trial early
23 Died
40 Were lost to follow-up
8 Withdrew
1 Were withdrawn by investigator
1 Became ineligible after enrollment
7 Were enrolled but did not receive treatment
2 Had severe adverse event or adverse event other
than death
2 Had other reason

\i

94 Discontinued intervention (deaths and discharges
excluded)
39 Were receiving tablets
33 Had severe adverse event or adverse event other
than death
1 Had protocol deviation
1 Withdrew
3 Were withdrawn by investigator
1 Had a technical problem
13 Were receiving infusions
10 Had severe adverse event or adverse event other
than death
1 Had a technical problem
1 Was withdrawn by investigator
1 Had protocol deviation
50 Were receiving both trial products
25 Had severe adverse event or adverse event other
than death
1 Had protocol deviation
13 Withdrew
6 Were withdrawn by investigator
3 Were transferred to another hospital
1 Became ineligible after enrollment
1 Had other reason
110 Discontinued participation in trial early
36 Died
41 Were lost to follow-up
16 Withdrew
2 Were withdrawn by investigator
1 Became ineligible after enrollment
9 Were enrolled but did not receive treatment
1 Had severe adverse event or adverse event other
than death
1 Was transferred to another hospital
3 Had other reason

\i

515 Were included in the intention-to-treat population
507 Were included in the as-treated population
8 Were excluded from as-treated population owing
to not receiving at least 1 tablet

518 Were included in the intention-to-treat population
509 Were included in the as-treated population
9 Were excluded from as-treated population owing
to not receiving at least 1 tablet

BARI:Baricitinib RDV:Remdesivir PBO:Placebo




i, 1£81, AFE, BMI

£k (n=1033) 754+ (n=518) NY¥F=7(n=515)

FHp 55.4 (15.7) 55.8 (16.0) 55.0 (15.4)

<40 173 (16.7) 86 (16.6) 87 (16.9)

40-64 555 (53.7) 274 (52.9) 281 (54.6)

=65 305 (29.5) 158 (30.5) 147 (28.5)
2o 381 (36.9) 185 (35.7) 196 (38.1)
N

EPN 496 (48.0) 245 (47.3) 251 (48.7)

WON 101 (9.8) 52 (10) 49 (9.5)
Hb i3

bk 953 (92.3) 477 (92.1) 476 (92.4)

TT 67 (6.5) 34 (6.6) 33 (6.4)
BMI 32.2 32.3 32.2




£{k(n=1033) 75 &4 (n=518) NY o F =7 (n=515)

ERD o BEIERAZTE TORE 8 (1-35) 8 (1-32) 8 (0-35)
B EEE

R E 706 (68.3) 348 (67.2) 358 (69.5)

E-bha 327 (31.7) 170 (32.8) 157 (30.5)
NIAID-0S

4 ANBRHE, BREIE 142 (13.7) 72 (13.9) 70 (13.6)

5: ABRME, BRMNHE 564 (54.6) 276 (53.3) 288 (55.9)

6 : NIV or HFNC 216 (20.9) 113 (21.8) 103 (20.0)

7 : MV or ECMO 111 (10.7) 57 (11.0) 54 (10.5)
A HHAE

1 270 (26.1) 122 (23.6) 148 (28.7)

2 569 (55.1) 285 (55.0) 284 (55.1)




£{&(n=1033)

7' 7 t18 (n=518)

NY o F=7(n=515)

BHHE
AE i 567 (54.9) 272 (52.5) 295 (57.3)
= M E 522 (50.5) 264 (51.0) 258 (50.1)
2B KB PRIR 370 (35.8) 195 (37.9)
B EN TR & 101 (9.8) 50 (9.7)
s S, 97 (9.4) 53 (10.3)
S EPF R aR R 8 69 (9.4) 39 (7.6)
2145 B felm 64 (6.7) 31 (6.0)
5 o MELAE 62 (6.2) 31 (6.0)




755K (n=518)

N1 F=7(n=515)

ATAA FEH

Difference(95%Cl)

Corticosteroid use

67 (12.9%)

56 (10.9%)

-2.1% (-6.0~1.9%)

0S-4 1(1.4%) 1(1.4%) 0.04% (-3.8~3.0%)
0S-5 26 (9.4%) 29 (10.1%) 0.6% (-4.2~5.5%)
0S-6 24 (21.2%) 12 (11.7%) -9.6% (-19.3~0.2%)
0S-7/ 16 (28.1%) 14 (25.9%) -2.1% (-18.7~14.4%)
Dexamethasone use 37 (7.1%) 31 (6.0%) -1.1% (-4.1~1.9%)
0S-4 0 (0%) 0 (0%) NA
0S-5 18 (6.5%) 20 (6.9%) 0.4% (-3.7%~4.6%)
0S-6 13 (11.5%) 6 (5.8%) -5.7% (-13.1~1.7%)
0S-7 6 (10.5%) 5(9.3%) -1.3% (-12.4~9.8%)
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A Overall o N . S
e 754K | NYSF=T
— | P=0.03 Baricitinib+RDV (N=518) (N=515)
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Flacebo+RDY ol L& sk| 406 433
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5
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ElE L 7-BEK

7R
(N=72)

(N=70)

77 R
(N=276)

(N=288)

Ny F=—7
(N=103)

7R
(N=113)

(N=57) (N=54)

69

67/

243

262

73 32

21 22

[B]18 % T D HAME

4 (4-6)

5 (4-6)

6 (5-6)

5 (5-6)

18 (13-21) 10 (9-13)

NE NE

NF— K1

0.88 (0.62-1.23)

1.17 (0.98-1.39)

1.51 (1.10-2.08)

1.08 (0.59-1.97)
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772 |\ NVFZT| TR NI TFT| TR (NI TFZT T (NS TFT| TR (N FZT
(N=518) (N=515) (N=72) (N=70) (N=276) (N=288) (N=113) (N=103) (N=57) (N=54)

NIAID-OS(ZE D < FRARIREE

F v XL 1'26p(:1(')031j'57) 0.58 (0.31-1.10) 1.19 (0.88-1.62) 2.25 (1.39-3.64) 1.67 (0.82-3.42)
JETE (28AKF =)

FETE 37 24 0 0 12 5 13 I 12 12
N =R 0.65 (0.39-1.09) 1.00 (1.00-1.00) 0.40 (0.14-1.14) 0.55 (0.22-1.38) 1.00 (0.45-2.22)
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Grade3-4" OBFEER 47% (238/509) 41% (207/507)

X

FTCICE-T-BES 6% (31/509) 4% (19/507)

WEHRIEICEST-BEER 12% (59/509) 7% (34/507)
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ACTT-2aRz 21T C

NIH COVID-19/aE T 1 F 74 > Tl&

e |n the rare circumstance when corticosteroids cannot be used, the Panel recommends baricitinib in
combination with remdesivir for the treatment of COVID-19 in hospitalized, non-intubated patients who

require oxygen supplementation (Blla).
e The Panel recommends against the use of baricitinib without remdesivir, except in a clinical trial (Alll).

e There are insufficient data for the Panel to recommend either for or against the use of baricitinib in
combination with corticosteroids for the treatment of COVID-19. Because both baricitinib and
corticosteroids are potent immunosuppressants, there is potential for an additive risk of infection.

T4 FAMERTEARWERIRTICHE T S
2 EHE MEFTEOHHEEHICTITSHLLTEIL Blla
uﬁ%¢%%T®AU7?17®ﬁ%

R LLATVELEHBALEWAU ST T OEMER Al
T X ATAA R+ LLTYEN+N)FZT —

www.covidl9treatmentguidelines.nih.gov



COV-BARRIERE 5%

COVID-19MEAAPREE F=xiZ & L=Baricitinib®E3485%E& (Eli Lilly(tDELIEBHY )

Baricitinib plus Standard of Care for Hospitalized Adults with COVID-19 med RXlV

T SERVER FOR H SCIENCES

Vincent C. Marconi, Athimalaipet V. Ramanan, Stephanie de Bono, Cynthia E. Kartman,
Venkatesh Krishnan, Ran Liao, Maria Lucia B. Piruzeli, Jason D. Goldman, Jorge Alatorre-
Alexander, Rita de Cassia Pellegrini, Vicente Estrada, Mousumi Som, Anabela Cardoso, Sujatro
Chakladar, Brenda Crowe, Paulo Reis, Xin Zhang, David H. Adams, and E. Wesley Ely on
behalf of the COV-BARRIER Study Group*

_:':_\_l_

=Ml https://www.medrxiv.org/content/10.1101/2021.04.30.21255934v1
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Study design

P X ASARS-CoV-2&% 12 HE1015EE%, n=1525
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COV-BARRIERZ E&

b 4 db B
ST - R@

« 77t RE (n=761)
. 91§IJ %ﬁg é m—gs 105 excluded
° 1 481§]J %Iiﬁ{j,_ﬁ %& 9113 Z(;raetining failure

1 site terminated by sponsor

° 9815” . %t, 51&” . EIJ'VE}EH ?:ti:;?rawalby participant
o 2200 1 BEFNEE, 16 ¢ EIREFIMT

1630 participants screened

1525 randomized
o 10 BEDEFR l l
> S - A o A 761 assigned to placebo + SOC* 764 assigned to baricitinib 4-mg + SOC*
o / \\ U \/ 7_ N 7 %i < n i 7 64) 752 randomized who received =1 doset 750 randomized who received =1 doset
9 randomized but not dosed 14 randomized but not dosed
JL >
- 140 wEENT . .
604 completed double-blind treatment period 644 completed double-blind treatment period
° 1 O 6'f§l_| %lﬁ ﬁ/}jv—-i % 148 discontinued double-blind treatment 106 discontinued double-blind treatment
period period
. e 98 deatht 61 deatht
o 6 115” . %t, 31§U . EDEllJ 'ﬁE}Eﬁ 5 adverse event 3 adverse event
22 lost to follow-up 20 lost to follow-up
. o 0 =S sy A ke 1 physician’sdecision 1 physician’'sdecision
° 2015” O LE_EDT iﬁ, 1'@” . E/EI IE:':IJ li(ﬁ- 7 withdrawal by patient 12 withdrawalby patient
15 other 9 other

« 12 1 BEHNEOR
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COV-BARRIERZ E&

£k (n=1525) 754+ (n=761) NY S F =7 (n=764)

1 6 57.6 (14.1) 55.8 (16.0) 55.0 (15.4)

<65 1026 (67.3) 518 (68.1) 508 (66.5)

=65 499 (32.7) 243 (31.9) 256 (33.5)
pogca 562 (36.9) 288 (37.8) 274 (35.9)
AN71&

=PN 920 (61.6) 440 (59.4) 480 (63.8)

ON 174 (11.7) 94 (12.7) 80 (10.6)
Mo Jaf

KE 320 (21.0) 158 (20.8) 162 (21.2)

H A 38 (2.5) 19 (2.5) 19 (2.5)
BM| 30.5 30.6 30.4
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£{k(n=1525)

778 (n=761)

COV-BARRIERZ E&

NYF=7(n=764)

ERD L EERETE T=TH 1265 (83.3) 640 (84.7) 625 (82.0)
NIAID-0S
4 NRE, BRRIAE 186 (12.3) 97 (12.8) 89 (11.7)
5 ARt E, MR E 962 (63.4) 472 (62.4) 490 (64.3)
6 : NIV or HFNC 370 (24.4) 187 (24.7) 183 (24.0)
SHHE
B 503 (33.0) 253 (33.2) 250 (32.7)
& PR IR 457 (30.0) 233 (30.6) 224 (29.3)
COPD 70 (4.6) 36 (4.7) 34 (4.5)
= I E 731 (47.9) 366 (48.1) 365 (47.8)




COV-BARRIEREE&
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ST = P

21k (n=1525) PBO+SOC(n=761) BARI+SOC(n=764)
P ZE A
L LT EIL 287 (18.9) 147 (19.4) 140 (18.4)
25704k 1204 (79.3) 592 (78.3) 612 (80.3)
TERYATY Y 1099/1204 (91.3) 533/592 (90.0) 566/612 (92.5)
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COV-BARRIER
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I 5 DI E ) |5 -

HR (95%Cl)

Pozﬂgg” 1 30.5% 27.8% 0.85 (0.67-1.08) p=0.18
Population 2
BERAC) 27.1% 28.9% 1.12 (0.58-2.16) p=0.73
255704 F#EE5(-)
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1) EEAEIZ200mg, #D#%100mgAx 1H1RERANE S, 5R108E, Bt & & HICKRT
2) BaricitinibdmgZz1H1ERROKE, &R14BM, Bfts & HITRT
3) DEX6mgZx1HI1[E&E#RANIXE, HRI108M, Bfts & HICKRT

ClinicalTrials.gov Identifier: NCT04640168



RECOVERY

RECIHVERY

Randomised Evaluation of COVID-19 Therapy

Position statement on potential co-administration of
baricitinib and tocilizumab

The RECOVERY trial added baricitinib to the trial protocol on 2 February 2021. Patients hospitalised
with COVID-19 are eligible for this randomisation, regardless of whether they are receiving oxygen or
other forms of respiratory support or whether they have evidence of systemic inflammation. The
results of the trial’s tocilizumab comparison were not known at that time, so the protocol required
that participants who had already received tocilizumab during that admission (or for whom there was
a plan to give it in the next 24 hours) should not receive baricitinib in addition.
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AR5t 4 AILSIUR®EE 4mg. [E2mg
— %4 IN)OF=T
LIRS ES -BFABRTHRFRT+SLETRLER
BEET) o< F (BRI DEERIRGEDORLEZE D)
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=i AILSIUR®EE 4mg: 5,274.90M
AILSIUA®E 2mg: 2,705.90M
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