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Overview

Disease stages

Moderate / critical
Mild / early

Ongoing needs



Disease stages
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Asymptomatic or

Presymptomatic Mild lliness Moderate lliness Severe lllness Critical lliness

Positive SARS-CoV-2 Mild symptoms (e.g., Clinical or radiographic  Oxygen saturation <94%; Respiratory failure, shock,

Eeatiires test; no symptoms fever, cough, or change evidence of lower respiratory rate and multiorgan
in taste or smell); respiratory tract disease; =30 breaths/min; dysfunction or failure
no dyspnea oxygen saturation =94% lung infiltrates >50%
Screening testing; if Diagnostic testing Diagnostic testing Diagnostic testing Diagnostic testing
Testi patient has known
esting exposure, diagnostic
testing

Isolation Yes Yes Yes Yes Yes

. ol replicati
Proposed Disease
Pathogenesis n

Potential
Treatment
Antibody therapy
M Monitoring for symptoms ~ Clinical monitoring Clinical monitoring; Hospitalization, oxygen  Critical care and specific
anagement d : R e h d i h d h
Bondilsatisie and supportive care if patient is hospitalize therapy, and specific  therapy (dexamethasone,
and at high risk for therapy (remdesivir, possibly remdesivir)
deterioration, possibly dexamethasone)
remdesivir

RT Gandhi et al. N Engl J Med 2020;383:1757-1766.



The number of patients with severe disease in New South Wales is rising,
but the ratio of severe disease to cases has weakened considerably
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Source: covidlive.com.au. Hospital series shifted backward to adjust for lag
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Steroids - RECOVERY

A All Participants (N=6425)

504
Rate ratio, 0.83 (95% Cl, 0.75-0.93)
40 P<0.001
£ 30
E 30 Usual care
g 20+
= Dexamethasone
10
c T T T 1
0 7 14 21 28
Days since Randomization
No. at Risk
Usual care 4321 3754 3427 3271 3205

Dexamethasone 2104 1903 1725 1659 1621

B Invasive Mechanical Ventilation (N=1007)

50+
Rate ratio, 0.64 (95% Cl, 0.51-0.81)
40 Usual care
& 30-
£z
g Dexamethasone
S 204
=
10+
0_ T T T 1
0 7 14 21 28
Days since Randomization
No. at Risk
Usual care 683 572 481 424 400
Dexamethasone 324 290 248 232 228

Respiratory Support

at Randomization Dexamethasone

no. of events ftotal no. (%)

Invasive mechanical 95/324 (29.3)

ventilation
Oxygen only 298/1279 (23.3)
No oxygen received 89/501 (17.8)
All Patients 482/2104 (22.9) 1110/4321 (25.7)

Chi-square trend across three categories: 11.5

Usual Care

283/683 (41.4)

682/2604 (26.2)
145/1034 (14.0)

Rate Ratio (95% Cl)
—— 0.64 (0.51-0.81)
—— 0.82 (0.72-0.94)
B 1.19 (0.91-1.55)
S 0.83 (0.75-0.93)
P<0.001
T T 1
0.50 0.75 1.00 1.50 2.00
Dexamethasone Usual Care
Better Better

C Oxygen Only (N=3883)

50+
Rate ratio, 0.82 (95% Cl, 0.72-0.94)
40+
& .30
- ¥ Usual care
£
§ 2
= Dexamethasone
10
c T T T 1
0 7 14 21 28
Days since Randomization
No. at Risk
Usual care 2604 2195 2018 1950 1916

Dexamethasone 1279 1135 1036 1006 981

D No Oxygen Received (N=1535)

50
Rate ratio, 1.19 (95% Cl, 0.91-1.55)
40+
& 304
>
=
£
o 20 Dexamethasone
=
104 Usual care
0+ T T T 1
0 7 14 21 28
Days since Randomization
No. at Risk
Usual care 1034 987 928 897 889
Dexamethasone 501 478 441 421 412

Clear benefit of dexamethasone

Standard of care

RECOVERY NEJM 2020




Il-6 antagonists

(a) 40 —
RR 0.86 (0.77-0.96)
Log-rank p=0.0066
Usual care
30 5
i Pooled
S £ 0.9- Interleukin-6
~ = | Receptor
_é\ E 038 Antagonists
= 20 - 5 0.7- (N=395)
T S 06
O £
= g 05-
a 0.4 e imsleuiincs tor antazonist Control
Qo ooled interieukin-b receptor antagonists P
10 £ o3 e (N=397)
Tg_ 0.2+ =
g Ol 0.0 0?1 012 0j3 0:4 0?5 0?6 018 0f9 110
0.0+ 3
T T T T T Proportion
0 | : : g ) ) - = EEEEEE SEEEEEE
Organ Support-free Days -1 01234567 8 9101112131415161718192021
0 7 14 21 Organ Support-free Days
Time since randomisation (days)
Number at risk REMAP-CAP NEJM 2021
Active 2022 1741 1553 1386 1284
Control 2094 1740 1518 1372 1250

RECOVERY Lancet 2021




Baricitinib — JAK inhibitor

o
A Overall B Baseline Ordinal Score of 4
Placebo+RDV
1.00+ 1.004
P=0.03 Baricitinib+RDV
3 '_H_,/—'—"_"_/ 3 Baricitinib-+RDV
§ 5B Placebo+RDV g i
8 acebo+ 8
& &
% 050  0.50-]
- .8
£ £
§. 0.25 §' 0.25
0.00 T T T T T T T T T T T T T 1 o-oc T T T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 0 2 4 6 8 10 12 14 16 18 20 217
Days Days
No. at Risk No. at Risk
Baricitinib+RDV 515497 418 302 233 186 145121 107 95 87 80 76 63 30 Baricitinib+RDV 70 66 53 29 18 13 9 4 4 4 4 2
Placebo+RDV ~ 518495417322251211178156 143 131123115102 92 44 | Placebo+RDV 72 64 46 28 19 12 7 2 1 1 1 1

C Baseline Ordinal Score of 5

1.00+ Baricitinib+ RDV
'3 Placebo+RDV
g 0.75
8
&
= 0.50-
.2
T
g‘ 0.25
a
0'00 T 1 T 1 T T T T T T T T T 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28
Days
No. at Risk

Baricitinib+RDV 288276213133 91 64 41 31 25 22 20 20 17 12 5
Placebo+RDV 276267211146 95 71 57 47 43 37 35 33 28 26 12

D Baseline Ordinal Score of 6

Mortality (%)

A Overall (population 1)
100 ;/

//
50
40
30

20 A

—— Placebo group
— Baricitinib group

HR 0-57 (95% Cl 0-41-0-78); nominal p=0-0018

. ot o7 ;,__j—“x__;'_————’!f
§ 0.75+ 0 T T T T
g 0 7 14 21 7
£ 0.50 2
S Pla Number at risk
T
& 0251 (number censored)
a Placebo group 761 (0) 717 (20) 679 (28) 639 (40) 617 (44)
0.00-— ==  Baricitinib group 764 (0) 725 (30) 684 (44) 664 (50) 648 (55)
0 2 4 6 8 1012 14 16 18 20 2
Days
No. at Risk

Baricitinib+RDV 103 102100 88 73 60 47 40 36 29 25 23 22 19 10
Placebo+RDV 113110106 95 86 78 67 62 57 52 46 41 36 32 16

Kalil ACTT-2 NEJM 2021

Marconi COV-Barrier Lancet RM 2021




A Overall B Patients Not Receiving Oxygen . . . .
1.00- |REM DESIVIR 1,00 - Time to clinical improvement
P<0.001 (median)
>
E A Remdesivir vs. Its Control P<0.001
< 0.50 100+ 15+ Control
=
90 .
g Mortality
& 0259 80— 10- Remdesivir 28 days.
! 70 Remdesivir 11.4%; control 15.2%
000 I I T T I T I I I I T I .?
0 2 4 6 8 10 12 14 16 18 20 22 24 26 2 ® A C o . Lo *%
5 & 5+ Not statistically significant
Days S 504
RNO. :t Risk541 513 447 366 309 264 234 214 194 180 166 148 143 131 § g 40 i
emdesivir o .
Placebo 521 511 463 408 360 326 301 272 249 234 220 200 186 169 1 3 0 2 ) J a Belgel NEJM 2020
T 30- 0 7 14 21 28
=
Pati Receivi . Rate ratio, 0.95 (95% Cl, 0.81-1.11 ; o < e
€. Itisats Recaiving Oiygen 204 p_o50 by Iog-ra(nk test ) E Patients Receiving Mechanical Ventilation or ECMO
. 1.00
1005 Remdesivir 10 _!_,-'—"'-'—’J‘-'
0— | 1 1 1
3 0754 0 7 14 21 28 g 0.75-
%’ Placebo Days since Randomization g
o 0.50] Denominator % 0.50-
ks Remdesivir 2743 2159 2029 1918 1838 |2 Remdesivir
§_ Control 2708 2138 2004 1908 1833 2
o
g 0.25 No. Who Died & 0.2 Placebo
Remdesivir 129 90 48 18 16
Control 126 93 43 27 14 0.00
0.00- ' o ity Ml A dle sare A SAe B o 2 46 z'; 10 12 14 16 18 20 22 24 26 28
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 SOL'DAR'TY NEJM 2021 26 28
Days way> Days
No. at Risk No. at Risk No. at Risk

Remdesivir 232 223 181 132101 73 62 51 42 38 34 29 28 24 13
Placebo 203 199 175 140 111 93 83 69 62 54 53 51 48 44 28

Remdesivir 95 91 86 75 65 57 48 46 44 41 40 38 37 36 27
Placebo 98 98 92 84 76 72 67 62 57 55 49 44 43 41 27

Remdesivir 131 131 129 129 122 118 113 110103 96 87 79 76 69 42
Placebo ~ 154 153 152 151 149 142 136 130 121 116 110 98 89 79 43




Oxygenation and Study

Mechanical Ventilation

ACTT-1 (NEJM October 2020)
CATCO (CMAJ 2022)*

DISCOVERY (Lancet ID 2021)*

WHO SOLIDARITY (NEJM Dec 2020)
Subgroup. DL (I' = 0.0%, p = 0.815)

Oxygen without mechanical ventilation
ACTT-1 (NEJM October 2020)

Abd-Elsalam et al. (Am J Trop Med Hyg 2021)
CATCO (CMAJ 2022)*

DISCOVERY (Lancet ID 2021)*
Mahajan et al. (Indian J Anaesth 2021)
WHO SOLIDARITY 1 (NEJM Dec 2020)
Wang et. al (Lancet 2020)

Subgroup, DL (I° = 0.0%, p = 0.435)

No oxygen

ACTT-1 (NEJM October 2020)

CATCO (CMAJ 2022)

Spinner et al. (JAMA 2020)

WHO SOLIDARITY 1 (NEJM Dec 2020)
Subgroup, DL (I' = 0.0%, p = 0.890)

Heterogeneity between groups: p = 0.009
Overall, DL (I = 17.2%, p = 0.261)

125

I I
.25 5

Favours Remdesivir

9

I I
2 4

Favours Control

Risk Ratio
(95% Cl)

1.14(0.71, 1.81)
0.96 (0.57, 1.62)
1.13(0.53, 2.42)
1.27 (0.99, 1.62)
1.19 (0.98, 1.44)

0.57 (0.37, 0.89)
1.29 (0,50, 3.32)
0.82 (0.64, 1.06)
0.44 (0.14, 1.39)
1.20 (0.40, 3.62)
0.87 (0.72, 1.04)
1.09 (0.54, 2.18)
0.83 (0.73, 0.95)

0.84(0.18, 4.02)
0.51(0.17, 1.49)
0.65 (0.18, 2.40)
0.85(0.38, 1.88)
0.71 (0.42, 1.22)

0.92 (0.80, 1.06)

%
Weight

738
596
3.07
18.19
3459

791
2.02
17.76
1.40
1.51
2493
3.61
59.15

0.77
1.58
1.09
282
6.26

100.00

Lee medRxiv 2022
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Remdesivir vs. control mortality difference
Oxygen without Ventilation

Probabilty less deaths with remdesmir(Pr< 0) = 96 9%(hkght plus dark AUC)
Probability at least 1 fewer death /100 treated = 88.1% (kght AUC)
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Absolute mortality difference (%) (RemdéSIvlr - control)
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ALC = area under e curve

Lee medRxiv 2022






Asymptomatic or

Presymptomatic Mild lliness Moderate lliness Severe lllness Critical lliness

Positive SARS-CoV-2 Mild symptoms (e.g., Clinical or radiographic  Oxygen saturation <94%; Respiratory failure, shock,

Eeatiires test; no symptoms fever, cough, or change evidence of lower respiratory rate and multiorgan
in taste or smell); respiratory tract disease; =30 breaths/min; dysfunction or failure
no dyspnea oxygen saturation =94% lung infiltrates >50%
Screening testing; if Diagnostic testing Diagnostic testing Diagnostic testing Diagnostic testing
Testi patient has known
esting exposure, diagnostic
testing

Isolation Yes Yes Yes Yes Yes

. ol replicati
Proposed Disease
Pathogenesis n

Potential
Treatment
Antibody therapy
M Monitoring for symptoms ~ Clinical monitoring Clinical monitoring; Hospitalization, oxygen  Critical care and specific
anagement d : R e h d i h d h
Bondilsatisie and supportive care if patient is hospitalize therapy, and specific  therapy (dexamethasone,
and at high risk for therapy (remdesivir, possibly remdesivir)
deterioration, possibly dexamethasone)
remdesivir

RT Gandhi et al. N Engl J Med 2020;383:1757-1766.



Monoclonals - 80-90% §

B Covid-19-Related Hospitalization or Death from Any Cause — Combined Phase 3 Trial
100+
//
6
X
S gl Placebo
=
o —0 ® O *— 000090
W 4
£
B
3 3+
£
2 2] REGEN-COV, 2400 mg
* 14 L E— = 1
o I I I I I I I I I I I I I I I I I I I ! 1
1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29
Trial Day
No. at Risk
Placebo 1341 1330 1315 1298 1287 1275 1265 1260 1259 1258 1257 1242 1241 1211 1052
. REGEN-COV, 2400 mg 1355 1339 1335 1332 1329 1329 1327 1324 1324 1324 1323 1316 1314 1292 1113
Hansen Science—=o=w

Weinreich NEJM 2021
Gupta NEJM 2021

Baum Science 2020




Antivirals

0 Attachment and entry

SARS-CoV-2

Host cell membrane

Viral RNA
Translation of Ribosomes
viral proteins

e Proteolysis

b Polyprotein chains

9,
®
O

_ PF-07321332
Main protease (Pfizer)

@ Viral proteins

o RNA replication

Replication j’v \X
transcription complex Circulating RNA

molnupiravir (Merck)

Transcription and
translation of structural
and accessory proteins

e Assembly, packaging,
and release

Couzin-Frankel Science 2021




Paxlovid: Nirmatrelvir /
ritonavir

EPIC-HR trial: 80-90% reduction in hospitalization / death **

Australia: 500,000 courses

Three tablets twice daily for 5 days

Ritonavir: interactions - cytochrome P450 (CYP) 3A inhibitor
See https:/ /www.covidig-druginteractions.org/



https://www.covid19-druginteractions.org/

Monulpiravir

Less reduction in hospitalization (30%)

Australia: 300,000 courses

Four tablets twice daily for 5 days

5 10T e
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u; 50 f i

£ 90- e e S

A Placebo

w40

=

2

s 304

o

s 85+

g 20-

g 0 T T 1

g 104 0 10 15 29

&

0 I I 1 I 1
0 3 5 10 15 29
Days since Randomization

No. at Risk
Molnupiravir 709 699 693 670 665 661
Placebo 699 693 674 637 634 631
No. of Events
Molnupiravir 10 6 23 5 4 0
Placebo 5 19 37 3 3 0

Bernal NEJM 2021



Remdesivir

83% reduction

IV infusion daily for 3 days

A Covid-19-Related Hospitalization or Death from Any Cause

Patients (%)

No. at Risk
Placebo
Remdesivir

100- 10_
Hazard ratio, 0.13 (95% Cl, 0.03-0.59)
90 91 P=0.008
8
80—
7_.
70 6 Placebo
60- 5 '
4-
50— 3
40+ 2
30 1 Remdesivir
. T
0 I— I I I I I I 1 I I I I | |
20— 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28
10
0‘__#1—1. T T T T T T T T T T 1
0 4 6 8 10 122 14 16 18 20 22 24 26 28
Days since Randomization
283 272 271 265 264 264 263 262 261 261 260 256 250 227
279 272 272 271 268 268 268 264 264 264 264 260 252 226

Gottlieb NEJM 2022




Treatment Control Risk Ratio %

Active Agent and Study n/N n/N (95% ClI) Weight
Fluvoxamine |
STOP COVID 1 (JAMA 2020) 1/80 5172 4 - 0.18(0.02,1.50) 1.51
STOP COVID 2 (Unpublished) 111272 12/275 —_— 093(0.42,2.06) 10.59
TOGETHER (Lancet Global Health 2021) 76/741 104/756 3 0.75(0.56,0.98) 87.91
Subgroup, IV 88/1093  121/1103 0.75(0.58, 0.97) 100.00
(I"'=0.2%, p=0.367)
Colchicine
COLCORONA (Lancet 2020) 1012075  132/2084 —— 0.77 (0.60, 0.99) 96.06 LW el
PRINCIPLE (MedRxiv) 6/156 41133 & 1.28(0.37,4.44) 394 N O n - S pec | f| C
Subgroup, IV 1072231 13612217 P 0.78 (0.61. 1.00) 100.00
(I"'=0.0%, p=0.432)
Inhaled Corticosteroid
STOIC (Lancet Resp 2021)* 2170 11/69 - 0.18(0.04,0.78) 340
CONTAIN (BMJ 2021) 6/105 3/98 T 4 1.87(0.48,7.26) 398
NCT04377711 (JAMA Int Med 2021) 3/197 71203 o— 0.44(0.12,168) 4.10
PRINCIPLE (Lancet 2021) 72/787 98/799 z 0.75(0.56,0.99) 88.53
Subgroup, IV 83/1159  119/1169 . 0.72 (0.55, 0.95) 100.00
(I'=49.2%, p=0.117)
Nirmatrelvir; ritonavir
EPIC-SR (Unpublished)** 3/428 10/426 T % 0.30(0.08,1.08) 2438
EPIC-HR (Unpublished)** 8/1039 66/1046 0.12(0.06, 0.25) 75.62
Subgroup, IV 11/1467 76/1472 g 0.15(0.08, 0.29) 100.00
(I" =29.2%, p = 0.235)
Molnupiravir
MOVE-Out (Ph 2 - NEJM Evidence 2021)*** 1/31 4/34 L 2 - 027(0.03,232) 228
HETERO (Unpublished) 71371 23/370 —_— - 0.30(0.13,0.70) 14.96 . .
MOVE-Out (NEJM 2021) 43709 68/699 g 0.70(0.49,0.99) 8277 A N t| Vira I_S
Subgroup, IV 56/1111 95/1103 0.60 (0.44, 0.83) 100.00
(I"'=46.7%, p=0.153)
Remdesivir
PINETREE (NEJM 2021) 51279 18/283 . 0.28 (0.11,0.75) 100.00
Subgroup, IV 51279 18/283 $ 0.28 (0.11,0.75) 100.00
(I"'=0.0%,p=.)
Sotrovimab .
NCT04545060 (MedRxiv) 6/528 30/529 $ 0.20 (0.08, 0.48) 100.00
Subgroup, IV 6/528 30/529 0.20 (0.08, 0.48) 100.00
(I"'=100.0%,p=.)
Casirivimab/imdevimab
NCT04425629 (NEJM 2021) 2712091 92/2089 $ 0.29 (0.19, 0.45) 100.00 m Ab
Subgroup, IV 2712091 92/2089 0.29 (0.19, 0.45) 100.00
(I"'=0.0%,p=.) i
Bamlanivimab/Etesevimab
NCT04427501 (NEJM 2021)** 11/518 36/517 $ 0.30(0.16, 0.59) 100.00
Subgroup, IV 11/518 36/517 i 0.30(0.16, 0.59) 100.00
(I'=0.0%,p=.)
Heterogeneity between groups: p = 0.000
. I I . Lee OFID 2022
.01 A 1 10 100

Treatment better Control better



NNT for hospitalization prevented
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Proportion Proportion with

Study hame Intervention vaccinated Omicron
Stop Covid 1 Fluvoxamine 0/152 (0%) 0/152 (0%)
Together Fluvoxamine 0/1497 (0%) 0/1497 (0%)
Colcorona Colchicine 0/4488 (0%) 0/4488 (0%)
Contain Ciclesonide 0/203 (0%) 0/203 (0%)
Covis Pharma Ciclesonide Not reported  0/400 (0%)
Principle Budesonide 14/1959 (0.7%) 0/1959 (0%)
STOIC Budesonide 0/146 (0%) 0/146 (0%)
PINETREE Remdesivir 0/562 (0%) 0/562 (0%)
MOVe-OUT Molnupiravir 0/1408 (0%) 0/1408 (0%)
MOVe-OUT phase 2 Molnupiravir Not reported  0/299 (0%)
COMET-ICE Sotrovimab 0/583 (0%) 0/583 (0%)
Casirivimab and
REGEN-COV imdevimab Not reported  0/4180 (0%)

Bamlanivimab and
BLAZE-1 etesevimab 0/1035 (0%) 0/1035 (0%)




What puts a person at greater risk for COVID-19 hospitalization?

Age is the largest risk factor for COVID-19 hospitalization; each dose of vaccine provides
added protection. Below are Times more likely (than a person under age 20) estimates.

Age 80 and above ¢ \

it Persons aged 80 and over are an
ASE b0l 62 estimated828 times more likely to be
Age 50 to 59 hospitalized should they contract
Age 40 to 49 COVID-19, controlling for other
Age 20 to 39 factors
Transplant recipient
Chronic neurological conditions Persons with three doses of
Pregnancy COVID-19 vaccine are an

estimated 9 times less likely to
be hospitalized, controlling for
other factors

Diabetes mellitus B9
Respiratory diseases

Heart conditions
Compared to 5-19 age group
m One dose only
T dosesanly B compared to no COVID-19 vaccine doses

EXS e doses

https://news.gov.bc.ca/files/1.21.22 COVID Hospitalizations.pdf



https://news.gov.bc.ca/files/1.21.22_COVID_Hospitalizations.pdf

Risk of COVID-19 Hospitalization

Analysis from logistic regression on confirmed cases and hospitalizations Dec 14 - Jan 4.

Female Male Model estimates* of the proportion of

# of at-risk cases that would result in hospitalization
g Agegroup 0ODoses 1Dose 2Doses 3Doses 0ODoses 1Dose 2Doses 3Doses by demographic group and vaccine status
0 at-risk conditions <20

20-39

40-49

50-59 Hospitalization risk for younger people with two

60-69 or more doses approaches zero

70-79

80+
1-2 at-risk conditlons <20

20-39

40-49

50-59

60-69

70-79

o Even with 3 doses, substantial
RTINS 40 risk observed for those over

i 80+ (over 10%) when multiple

o risk conditions present

50-59

60-69

70-79 *Point estimates expected to change as more data

80+ becomes available. Differences between same-colored

cells may not be statistically significant.



IMMUNISATION

RISK OF DYING FROM COVID-19

Estimated deaths per 10,000 COVID-19 cases by age, sex, and vaccination status
Australia, January 2022. Version 2.0.

(based on circulating variants = 90% omicron and 10% delta)

£
@ Flinders

THE UNIVERSITY
OF QUEENSLAND

AUSTRALIA

C oA L I T | 0 N AZ=AstraZenca COVID-19 vaccine. Pfz = Pfizer COVID-19 vaccine. Mod = Moderna COVID-19 vaccine. UNIVERSITY
A 2 doses of AZ + 2 doses of Pfz +
ge Not ldose 2 doses of AZ 2 doses of AZ 2 doses of AZ Pfz or Mod ldose 2 doses of Pfz 2 doses of Pfz 2 doses of Pfz Pfz or Mod
Gender group . d of AZ (2nd dose (2nd dose (2nd dose b of Pfz (2nd dose (2nd dose (2nd dose b
(years) vaccinate (3 weeks ago) less than 2 mths ago) 2 to 4 mths ago) 4 to 6 mths ago) e r::::ta::) (3 weeks ago) less than 2 mths ago) 2 to 4 mths ago) 4 to 6 mths ago) 5 ron:)hssta:;)
Male 12-19 0.1 <0.1 <0.1 <0.1 <0.1 <0.1 <0.1 <0.1 <0.1 <0.1 <0.1
20-29 0.3 0.1 0.1 0.1 0.2 <0.1 0.1 0.1 0.1 0.1 <0.1
30-39 1.4 0.4 0.4 0.4 0.6 0.1 0.3 0.2 0.2 0.4 0.1
40-49 4 1.0 0.7 0.8 1.3 0.2 0.8 0.4 04 0.8 0.2
50-59 11 3 2 2 4 0.4 1.0 1.0 2 0.4
60-69 38 9 6 7 12 1.4 7 3 3 7 14
Female 12-19 0.1 <0.1 <0.1 <0.1 <0.1 <0.1 <0.1 <0.1 <0.1 <0.1 <0.1
20-29 0.1 <0.1 <0.1 <0.1 <0.1 <0.1 <0.1 <0.1 <0.1 <0.1 <0.1
30-39 0.4 <0.1 <0.1 <0.1 0.1 <0.1 0.1 <0.1 <0.1 <0.1 <0.1
40-49 1.6 0.4 0.3 0.3 0.6 0.1 0.3 0.2 0.2 0.3 0.1
50-59 7 2 1.5 1.6 3 0.4 1.4 0.8 0.8 1.6 0.4
60-69 22 7 6 6 10 1.4 5 3 3 6 14

=3.2%

Estimated deaths

per 10,000 cases
Lessthan 0.1
0.11to0 1.0
1.1to 10

10.1to 50

50.1to 150
More than 150



Covid has grown gradually less lethal
over the pandemic, mainly due to
immunity, but it remains more
dangerous than flu on average

Evolution of Covid-19’s infection fatality
ratio* in England, relative to seasonal flu
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*Covid IFR from ONS death cert. mentions and infection survey
**IFR for seasonal flu as calculated for New Zealand in BMJ
Source: ONS. Based on prior work by Dan Howdon

FT graphic: John Burn-Murdoch / @jburnmurdoch

Immunity and variants
challenges the external validity
of existing trial data

Need for accurate risk assessment:
« Uptodate
e Local

Need for ongoing clinical trials
(comparative effectiveness)

« Sotrovimab vs remdesivir vs paxlovid
 Baricitinib vs tocilizumab



