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Basic question: What is the relationship
between antibodies and protection?

Protective efficacy
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Outline:

 Vaccines - validating the relationship between neutralization
and protection

* A dose response curve for therapeutic mAbs
* A dose response curve for prophylactic mAbs
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« Find relationship between
neutralization and protection
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Protection from phase 3 vs. breakthrough analysis
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Today’s question:
Vaccine efficacy:

« With waning antibody levels
» Against new variants

« Against severe infection
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Outline:

* A dose response curve for therapeutic mAbs
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Prevention of hospitalisations after treatment of symptomatic infections
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Outline:

* A dose response curve for prophylactic mAbs



Prophylactic mAbs:

 Range of mAb concentrations
« Waning antibodies levels (over time)

* Normalize concentrations
relative to in vitro IC-50

Stadler MedRxiv
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. N
=

SW

SYDNEY

J(\rbylnsmule

<]

Concentration [mg/L]

Concentration [mg/L]

2001
100
504
204
10

0.5+

0.2
0.14

Tixagevimab/cilgavimab

/N

—o

N
\\

N

0 50

100
Time [days]

150

Casirivimab/imdevimab

(repeated administration)
—e—
— T~
—e—i —e—
6 Sb 160 150
Time [days]

-75

- 50

-25

[%] Aoeoi3

- 100

[%] Aoeouy3

(on

Concentration [mg/L]

100 -

oo

Wy
oo
P

—
wo o
L

wo =
A

Casirivimab/imdevimab

100
' 75
L
\ 50
\'\ —e—
\
v ko5
N
~
N
N
T T T T T -O
0 50 100 150 200 250
Time [days]
Study: ¢ Herman ¢ O'Brien
Adintrevimab
N 100
1 b
! T~ ~ —_—————
! =~ k75
U A S~ 3450
25
0
0 50 100 150
Time [days]

Variant:

e delta 24 omicron

[%] Aoeoiy3

[%] Aoeoiy3



https://www.medrxiv.org/content/10.1101/2022.11.22.22282199v1

ESUNSW e
A

Prophylactic mAbs:

Prophylactic mAb treatment
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Prophylactic mAbs:

 Range of mAb concentrations
from waning antibodies levels
(over time)

* Normalize concentrations
relative to in vitro IC-50

* Normalize to convalescent titer
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Prophylactic mAbs vs. vaccine:
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Prophylactic + therapeutic mAbs + vaccine:
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Using dose-response curve
Need:
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Using dose response curve:
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Challenges

 Meaningful reporting: Do regulators want
« Best estimate of protection?
« Level of confidence protection is above 50%7?
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Challenges

« Semi-immune populations
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