PCT/EP2021/060004

WO 2021/213945

1/177

| @inbi4



PCT/EP2021/060004

WO 2021/213945

2/177

URLH + OBy

uBLUGl « LS

121

payipow
wepoud g

sdippm
wisgoad §

g}

{z

0o

{4

Z 9inbi4



PCT/EP2021/060004

WO 2021/213945

3/177

09

uoneziunwwg 3siy Joye sAep
14 174 0

& . L —

011

-, 01 %1

1NA

*q01 %1

uopeziunwiwyg 3siy s9yje shep
514 8 142 0

s - . 0

e 0L *C

a1t 5e 4
-y 0L <Y

-y 0L G

vsinig

y01L 8

o33 INA

[uybr] o6

6¥ ‘82 ‘vi %mﬂ/

uoieZiunuiug \

¢ ainbi4



PCT/EP2021/060004

WO 2021/213945

4/177

(briy)
VNYpourdNl  teynq

asuocdssi
ftes L .#Q0

001

o
&
SII®9 g0 1} 1ad sjodg

o
3

(Briy)
VNYPourdNl  leynq

asuodssi

82 L 800

~002

-0

2
w
SIS0 (044} 1ad syjods

008

|

usljeziunuuly

y 9unbi4



PCT/EP2021/060004

WO 2021/213945

5/177

; LeZoLING
bdgy Bl 6y seng

rezoliNg
fidgy fids B

damg

— ———wry
, - ; @ : :
m % 0 w, LONEZIUNWIW JoYe
N 8 = 1 8
s . I & - ..Hs.. : & sAep gz
; . R & e O, 0 <
o sse kB | 0F ® 2 5 F
, . . .
12Z9LING 1229LINg
fgr  bdg Bl seyng Gidgp  fdg B saygng
—— - 0 R ‘ :
i b e on B
." ‘0. % ' m & m i
e . = o
o |u'k.m. , | 2 ” mwl om._l B UCHEZIUNULY Jaye
3 L ; & % : & / T i
< @_;w.m e%ey & ; z m ;| ﬂ%m% *s t 14 m , m\nmmu A \ Aj
‘ _ . 3 : ‘ 3 P —
« VeZOLING bezoLLNg
filgr  Big By leung [ Gg By aeyng
. e, ? 0 feq
B L e® > TS nezIunu
2 | 2 e e ' ® uopBzZiunwwg SyE
3 e ] . B
oy : &
8 %@ * . B shep pi
3 3
1eZ5LING ; 1ezoLINg
Grlgy biig 6y seyng iy Bdg 6y mpng
- w—— . — 0
= m pra » = m
B e =
g ’ 2 uonEZIUNWW Jaye
i oz} &
e g t 8 7 she
3 oz Pe
; £ e £
Ggy-nuy L S-nuYy

G 9.1nbi4



PCT/EP2021/060004

WO 2021/213945

6/177

19z91.iN8 LazoLing
fislg Bl Bilzo  1eyng : Birig Bily Biizo  seung
I " ,
w,. a®
. :
L. LY i
L2 lmml FL
lﬂl M , e : |
fge .
, s m . et L
ey 5 b
1az9LLNG 1azsiiNg ,
brig Sy Bizg  lagng Gilg Gy BHzg  smyng
- - 0 : —0
> ]
O . i
A L2 »® 1
& : w ,
) A £ o &30
@ : #
e £ s t
L9Z9ILNG 19291ING
- Biig

By Bizg  segng

B By Bigg  tepng

agy-nuy

0
i o
‘ \m , 3
z m e ;mor‘ z
S | e
€ 3
\azsiing 1az91INg
fitlg By Bizo  sapny . filg iy filzg . sepng .
- -
.Iﬁl. et g .
| == s L S : ‘
. ea = e :
z ] .
e 8 2 ‘ H
3
i M

ig-nuy

(wupze-uer) oV

(unnze-ney) a0V

depeziUNWWY Jeye

.

sAep gz

_uoneziunwwi Jaye

SABD L7

)

S sesemumnnned

5

UORETInLH]

—

| UoREZIUNWIWI JSye

(wioze-5v) GOV

=

shep ¢

| uonEZIUNWWL JBYE

(wupze-05y) AOY

]

shep ;

9 a.inbi4



PCT/EP2021/060004

WO 2021/213945

7/177

tazaling

Bdg 6y By iepng
: : 8
gﬂd .............................. “v ................ &F
‘ : &
= o
. % 921
k| ; ; 957
, ,,v%n, 41
e
Do | L ovoz
1929LLNE
Bilg Bl Brizg
gvm-m .................................................
BESE
. =
HE &
. gihes
&
GO b
, 1929LINE
frig by Bdzg  eyng
—s
H Ged.“ ................................................. xww.
“ ; & .'Nm
e -yo
i v b,
|wmﬂ
LS
DGR b e
Do 2oz

[, .uonnip wruas

{, wonnpp wuss)

{,.uoanip wrues]

€

UOBRZIINMILY

E-%

S uolEZIUNLIWI JayEe
S =

f shep gz

°

WN U UOHBZIUNWIWI Jeyje
§ shep 1z

W uoneziunluulg eye
w sAep ¥1

] 9inbBbi4



PCT/EP2021/060004

8/177

WO 2021/213945

izoliNg , 19Z9LINE
fidlg 6 Bilzg  seung . [ bilg iy Briza saynyg
- ot . 0 ] - = 0
5 :
7 g : ® L 2
e u%p = . Wt B uonezZIUNWWL Jeye
., v 2 L e x & 2 <
e % : 5 | 1 skep Lz
e 3 2
Le i
; 12zZatiNg 192911Ng
B¢ By Biizo  eyng : S Brg il brizg  eyny \‘ JJ
T g ¢ ; S je ,
{ = : & & T
® ; g
9 : (o) S
& & . esfEs l.a
. ' s % . Y 2 uonezunwwi ssye «
1 e el e W: - D _ M
N e 8 ;&mﬂw sABp b1
s e = L2 m :
3 2 o feg
: : / UofEZIUnWW]
= : 3 i s ¥ S i 2 ( k
19731ING . 19Z91INg
Bilg Gy Gizg  egng | big B Bz 1eung
5 ™ i - - Y . SRt O
. ; | - e ,
w , - < -
mﬁm.m s h s  otle L S
| = 5 ; : 3 s I . 3 uonezunuuyaye
@ 2 : ® S
L | | Py,
| g 3
e ,k Le ; L e Ao
agy-nuy ; : LSy

g ainbi4



PCT/EP2021/060004

WO 2021/213945

9/177

; 15291L4Ng
Brg Briy Brizg. - 1epng
- - il..”
DOTI |t BEBE B iins Bt b=
; 4 TR swmme mm
el ? v
oz1
Ta«
tas
vvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvv iﬁg'
oom 9v02
nom
001N

uoijeziunwil jeye

[, uopnip wnass]
Ja3 9SG

; (L_uowg) uinuas]
810 YSNAd

- sAep 17 _

@ o Aeg

USHEZIUNWW]

UORBZIUNRIW] Jeye _

- shep 1

6 91nbi4



PCT/EP2021/060004

WO 2021/213945

10/177

(unpzg-08y) 0OV

. bg-nuy

: Veseiay 1 Lesonay
Brio} Brig B segng Bripy Brig Brii  smung
; 0 - -0
= 1
- . r m Y i
& B , e :
i s g . ¥R
(] : ® 2 S nl?l ® 4
,{l s m : e L ] &
res0igy ,  besogy ;
Brioy  Brg B mung Briol Brig BriL  sung
o o -0 0
B
o i
BN ;
g .
'y
& s e :
o | 0 g D
£ , b
- b'esongd
BrioL Brig Briy Jayng
oo 30
e
&= ‘, -
m @ ; ¥ ﬂ%ﬂ. . : _..w
& = Biaa
o F 1) g
3
= -2
=
Lo
pesonad L'e90718Y
Brior  Bg Bt eung BrioL Brig Briy Jayng
0 - -
vy : . n.mml
1%1 Iﬁl B % e
= #e I
@ m |
Z = -2
2
o — : b © g
ggy-nuy

- {wupze-0sp) AoV

(wunza-5p) aov

UOIEZIUNWIW Jaye

2

shep gz

_ UOLETIUNW By

uonezZIUNWILY 18)e

D

v

UoRETIInWLY

—

{wunze-p54) AoV

i

sARD b1

yonezIiuNwwg Jaye

shep /.

B

0} @inbig



PCT/EP2021/060004

WO 2021/213945

11/177

. vesotad

Brigy Brig B, aeyng
DO B ines : »w.ir:,‘ ....... ’ .................
; K 8%
. a. e
o
gﬂ.\w ................................................
S VesonaM
. By B By apng
Dom .“Jﬁ::“.’! ................. “Mw
o Jo : W . ! MM ;,
-2 . oz1
. H9cz
, g4
-vzoL
B0 b s
Leg01gy :
Bdos fg B doyng
g ; g
g‘w.« e rer R AT e 5 «uwr
n.mb ® -Z¢
-¥9
2 ozt
95z
k215
Y201
aQJD ................................................. WEN

{,.uopnpp wriss)

|, uogniip wniss)

-t uo0nip wries]

I8 %NAd

iy Bnad

e Buad

UORBZIUNWIW JOY.

5

sAep gz

uonezunwIL Ja)e

skep Lz

. UCHEZIUNWWE Jaye
i

B

v

TUGHezIUmww|

=

SAED 1

L1 8inbi4



PCT/EP2021/060004

yozodaY
6ig Bl Brzg

by bizg  seymg

1'020dgH

12/177

WO 2021/213945

- ' ro = T0
e . =
» m ) ;
. ﬂ_, = & . a0
% ..w» m m
- bz © . 2
e s 3 :
% £
; 1'0z0dsY 1ozodead
bl oW Bizg o, Bizo o
: g
o S . .
® ..%. b
. e e 3 L
R ® B e
g : £ & :
- 3 - ;
; L 0z0d894 1 0z0dgy
bidg: By Bizo , by bizg  sepng
- e — 0 - ~— g
o %e .
. mwm :
L4
; L Ly g & A
® 2 I
13 i -3
!mﬁ.@. l%l w Gy
* Y &
* * b2 B : 2
3
% T %
LS-nuy

agy-nuy

| uojEZIUNWIWI JaYe

{wupzg-05K) GOV {uu0z8-05+) OOV

(Wwiugza-0sk) OOV

shep L7

- uopeziunuIug Jsye

shep vl

UOHEZIUNWLW Jaye

@ o feq

LORRIHINURE

<

shep J

Z1 ainbi4



PCT/EP2021/060004

WO 2021/213945

13/177

Lozoday
fidg By Bdgo aayng

DO e Frsan f = L e g rea ik s e v ien B

= 8L
- rZt

KPS
rBzZL
9T
res
F¥E0L
DO Lo i oz

g3aes
8

|.vonnip wrues]

[, monnyp wnies]
81 Biad

1831 %5NAd

uoiEZIUNUIWY Jaye

sAep Lz _

L s

=

uopeETIunwg

uoneZIunNUILL jaye —

=

sAep pL

¢} ainbi4



PCT/EP2021/060004

WO 2021/213945

14/177

: Troosad . zvooseM
fiig Birly, Bizg  seyngq Bilg by, bizg seghg
sane—r-g : e
B
; @
. ° , T g oy i
. = sts ,
. :ﬁﬂ e 8 aSea s
Py ;5 Fis
vt 2 S s -2
2
;r " A
Zr00sEd . Zroosay
firlg 6y Bizg 1egng Brig 6dy Bizg  seyng
0 - RS- ()
{7
1 8 Ly
: N
; na_ 3 *
e W ° 18 e 2
® * , fm« bwﬁmu. o *
— £ m——t
Troosay Lyoosgy
b . fidg filzg sagng fivlg By bdzg 1ajing
» ; -0 oo e
e °%e
& ; [=3 ® o
= n s
se i 00
e o) .mﬁ. e
3 ®
Z =] re
3 :
. " ,‘ &
dgd-juy

1s-puy

(wugzg-0sH) GOV

S

(wugze-0sw) GOV

uonEZIUNWIW J8Ye

(uupze-0sY) 0OV

R

skep 12

LOIEZIUNLLILLL Joye

o

shep p1

UOHEZIUNWILL 188

P S—

o

Toeziunwwg

“

sAEp 2

1 ainbi4



PCT/EP2021/060004

WO 2021/213945

15/177

Brig

Troossy

ety

friz'o

DOT1

Do

sanq

[, vonnip wnses)
a8y Byad

[,.uonnip wnies]
o Byad

UOHEZIUNWILL 18 .

- shep iz —

D e

=

TonezIunuy

UOREZIUNUILL JaYe _

sKep 1

Gl ainbi4



PCT/EP2021/060004

WO 2021/213945

16/177

80

(84/8w) asog

g'o ¥o

< yojeg

AW STEO-OIY -4
AV BTLOOY

{8/8u) asesapony

{34/3w) ssoq

90 vo o

IAY STECOIV-&-

JAY BIZOOW

T yoleg

§ § 8
{8/8u) ssesagony

g;

©000TY

000p1

91 ainbi4



PCT/EP2021/060004

WO 2021/213945

17/177

WSH0a

Ll 9@inBi4



PCT/EP2021/060004

WO 2021/213945

18/177

oA

00+300°0
60+300°C
60+300°y
60+300'9
60+300'8
01+300'T
0T+307T
0T+30¥'T
0T+309T

07+308'7

+0O

O

00+300°0

60+300C
60+300'y
60+300'9
60+300'8
01+3007
0T+307°T
OT+30v'T
0T+309°T

01+3081

(4s/zwn/s/d) aoueipey

gl ainbi4



PCT/EP2021/060004

WO 2021/213945

19/177

uln- €[ unuqy

agy ¢s1s

uLN- €]

ulajoid ZSTS

urajoud ZSTS

de>

dea

ded

€

[4

1

*

€909y

€90149y

€909y

61 @inbi4



PCT/EP2021/060004

WO 2021/213945

20/177

jdgy ¢SS

ua10.4d ZSTS

uie04d ZSTS

deo

des

deos

€0¢0dgy

¢'02044y

1°02049Y

0z @nbi4



PCT/EP2021/060004

WO 2021/213945

21/177

MIN-E | WL [s9] unuqid] so | agy zsts | des

pdsu | €dsu | zdsu | tTasu

unuqid | so | aguzsts | oes

pdsu | €dsu | zdsu | Tdsu

uiftoid 7STS ~ Y

pdsu | €dsu | zdsu | Tdsu

u1301d 7STS “ 298

pdsu | €dsu | zdsu | Tdsu

v'¥00Sgy

£700say

des

'v00Sgy

ded

1'700Sgd

12 @inbi4



PCT/EP2021/060004

WO 2021/213945

22/177

&
@./
agy LHY = SN
i b i i
T T
g N
-00L @ 2 001
. .m .
002 002
2,
-00€ O -00€
2
+
00t § - 00¥
@

sjjeo | oyoads gy sjjeo | oyoads uejoud g

sjleo 8090 (01 X | 4od sjods AN|

Sli®d 1 8dD

KN
o

agy LHY = SN 5
L0  Z b0 £
g 3
. ° . I
. 001 & . ~001L &
ke L] O
: o z )
Looz o . 002
e 2
-00€ O -00€ O
lw/ lw)
F-N o
+ +
00V § -00t §
& 73

s||eo | owoads gy sjjeo | oyioads ueiold §

sji®d L ¥vad

Z¢ 2anbi4



PCT/EP2021/060004

WO 2021/213945

23/177

ull|

~001

-00¢

~-00¢

€

Ll

~001

-00¢

-00€

[y =]
O O S P
0.9 O & sz
& m%w £ &
i E O ....O
O
s
1" kool LoooL &
e 5
® (0]
2
002 -000Z 5
@
R E
[ ]
-00¢ -000¢
z- AN

€Z ainbi4



WO 2021/213945

Tth

SHB3 3, $UD IO SHSD YiL 8D tod

Figure 24

24/177

1
S LA .! . e - "?
3 £
g AN
g & g w@w @
L8000 $P(0 Wad Jag
+
& e T,
2 %y
5 %
® ¢—~—1———rJ /%‘3 %
bad 2 w =) 9
S8A0 10, L-0d W99 i8d
b
°
a e Gpee ¢ - 1%
o \9{{
3 @/(, ’i'&
e e o o ®
L8040 40,8001 18D J8d
§ s Bee : . .. (%
% &4
2 Xt %
o G,
w ° A s v
e

4
.BQO J0 8eQ0 Wed 1ad

ICos” CD4* PD{* CD4* iCOS* Th

co3s* co4*

o
o

PCT/EP2021/060004

T HE 4%}
‘s
° L o, %
e %
© w aq ®w o
6 v o+ o o

LFA0 0, 10d e Jag

WP T N O

»P00 10 8800 a0 dad



PCT/EP2021/060004

WO 2021/213945

25/177

- 0

Fz0bxT

-e0lxy

-0Lxg

N74ed syeo g 09 ,ezob

~z0Lx8

sie2 g ,ezob)

siiso g 198

FvOLxG

-sObxl

-s0bxG7L

&

o &

e
= b silg—
(2] ° @]
- rsObxl %
Q ]
o e -0LxZ @
8 L e B
5 % OLE &
3 L4 kS
8 e 501Xy =
mm zZ
111234

o

0%l
501x2
s0Lxg

s0lxp

~s0bLxG

S[190 g JOJUBD [BLILLIBD SIS0 & POUDIMS SSBID

N1 Jed syjeo g b1 WG|

sjje0 ewuseld

N74eds|eo g ,8e1a0

&
S
&
&9
i i
1]
3 g0 LxL
o0 ixZ
®
F90Lxg
-90L %
*
90 L %G
siEo g

N7Jed sfieo 610D

GZ ainbi4



PCT/EP2021/060004

WO 2021/213945

26/177

o’ o

& ,%,,.w & /%ﬂ&
btgbar=0 T b ()
¢ ;W . iAN
7] e o o 7]
-00L g - -00l
® @
o -002 -002 =
R > =
~-00€ < ~00€
. ot —
. 8 3
-00V & -00V 7

s||e0 | +8@0 owoads-uiglodd §  S|199 | +D ouoads-ueioid g

9¢ 2inbi4



PCT/EP2021/060004

WO 2021/213945

27/177

)
&
& .@9
—udy—ele—0
L ]
2
~001 Wn..
=3
®
8
—-00Z 3
A
-00¢
S

[
'%;oé
Ve (¢4
%, &
O,
0

it

L
f
o
—

Y
<
o™
(qu/Bd) supoih)

L]
o
(=]
(3]

7

i 1 ] ] 1
8 8 8 8 °
< [sp] o -
(qw/Bd) supjoihd

~008

0001

-0002

(/6d) supjofn

¢ -000€

- 0007
AN

LT 9inBi4



Figure 28

WO 2021/213945

28/177

0

D

(&)

‘.—.

+

(e8]

O

% Ceel o2 - q/,%
| o

8 ) ‘o
D. o

P %
£ 1 T 1

T o o o o

-t (@] (o) o

° © < N

(% slie0 1 ;04 X | Jed sjods AN|

2

©

(8]

-

-+

<

o)

(3} ° 2% el o - (?’G,!O
—

g z o
Q.

7 “%
£ & & o

"’g o O (] [an]

S ¥ ® « -

g slieo | ;01 X | Jed sjods AN|

PCT/EP2021/060004



PCT/EP2021/060004

WO 2021/213945

29/177

)
& P
K o
emiglpemedper= ()
Q
=001 m.'
-
[0
g
=002 3
2
~-00¢
S

7

O@
F &
90/ .@?
lJ&IIAP!IIO
<
~001 m..
5
@
g
~002 3
-
-00¢

& &

Al

i
o
W

=051

1

o

Q
(Twy/Bd) supiolfn

~00Z

OO

I o
AN
R /O

2

-0001

0..

=0002

(wy/Bd) supjojAd

e ee
1
o
o
o
(s

- (000%
ANAI

6¢ ainbi4



PCT/EP2021/060004

WO 2021/213945

30/177

pndad [eudis 31 uewny Y1 urewop
UG+ P10YIUB-IUBIGUIIJA

pndad [euSis [eaA Y)im urpwop
UNRLIQLY+Adyd paloyoug-aueIquid Al

@

(D

adA3pnm ujoad § — WL

s

0¢ ainbid



PCT/EP2021/060004

WO 2021/213945

31/177

\\

(Briy) ynupou
PEOZOLING  OCAZOIING Jajng
a3
-
L ]
ety TR ® Lz
*
(Briy) ynupow
PEAZOLING  JLGZGLING iagng
23
:
se, - -
&t Fr -z
Ll
(Briy} vNuPOWw
PEGZILING  OEGZOLLNE Layng

®

&

e
% v

e

53

o

agy-puy

/

{wugze-05H) gOV

(wuoze-05v) aov

(wuozg-05%) GOV

-

\

{Briy) yNupow
PEOZILLNE  JLUZOLLNG sung
'Y d
te o, B
e % 2
(Brip} yNgpous
PEAZULING  JLUZBLLNE sayng N
» -
&
Sae e
—ee— s L2
*9
£
(B} ynypow
PEAOLING  9E929LINE sayng
L) v
®
Ql &
,.._% twé "
& L ]

1s-puy

/

uoleziuntuw Jsye

(wiugzg-0s%) GOV

L 3

shep 1z

uoHeZIUNLIWL Jye

{wuozg-osy) GOV

shep 1

3 . l“‘ = ,’ J
a 0 feq

UOBEZILNLIY

uoleZiuNILL Joye

{wugzg-0s) OV

3

.

shep g

L€ ainbi4



PCT/EP2021/060004

32/177

WO 2021/213945

4 {Briy) yNupow N
PLHZOLING  O0AZILINE NG
M £
BOTI e rmererreer e M
. M m 3 UOHEZIUNLILI JoYe
s s esse P N skep 1z
—— c
!HMM.IMOY 957 W Q
. e Lzl
H 20k
DO phont
{Briy) ynupow
PLOZOMLNG  OEAZOMING  aung s
" e
vy @ereiriainiaa PO ™
® st T uoezZIUNtUL 1oye
® ® . ® m o e )
|lmm.| [ TX ] B W MWM shep pt . S
I 0 Aeq
SATIRES UOIBZIUNUWILY
o -vZ0)
o - : - B¥OT
(Briy) wappow
PLAZOMANE  OCGZSEINE  Jaung
g
oom .:‘.’M.‘M.W‘ ................................... ”
ama e e B uoneZIUNWLW Jole
va 5 5 -
! e & skep g
s 29
Lgsy Wv B
LS
oo 201
_ e

Z¢ 9inbi4



PCT/EP2021/060004

WO 2021/213945

33/177

LaZ9L NG brt
0oL 08 O

1azZ91ing Ol
0L 0 0
. L

® =0t -0
o
i -
o \d S
- 0 < -
e -0F mwwago.m -0k
= Q0BL0 g = g
ﬁwsamum.m snsayd) {senbesei snsays)
LS00 ,70000 -0 Q0 W0P00 L2
Bles v ,
JUB9581EALD uogeuidIRA | | Jaje sheq
uewing GEBC GEL8C L2l LZvL IOHUWOD
; ; gl she—abr- 01
ren T e
; Y 1Y
L1000 0> -0l
wd
* H
LAZ9LING D 0oL e 0f © 0 o | 01

Z 950D 1504

{ as0p is0d

(sanbeosew snsayl)
19)1} uoheZIeNNBU Z-A0D-SHYS

00L 0t

19zoL NG Dri

1az9L INg Or
001 08 O

1aZ9LLNg B
00L 02 O

¢¢ ainbi

08
: o
1 -
! I I P
r L1
s 1 2
2.0 F2-01 F20L 2
o
- o
@ : 5
3 ® 3 ] S
® 3 < :
. FeOE o Fe0L zpo0o -0 2
e a@mm o |} AT | =d zooo | “
= =d =
Awwsumuma snseys)  (senbesew snseys}  (senbedew snseyl)
L500.,70000 L4ANL L9030 ,10vA0 L2100 L9090 10000 NG )
elas ‘
JUBISBIBAUOD uojjeuiooen | 1aye skeq
uewny SE£8C SE9C L PL LZ WL oHuOD
1= gl I o0l
-1 01
5 200 &
= -0k ©
L
LO00 0> -+ 01 ;W.x
e ~:01
LaZ9LING DT O0L e 0E © 0 |
7 8s0p 1504 1 850p 180d @
{senbedew snsay)
q ob| oyoeds LS e



PCT/EP2021/060004

34/177

WO 2021/213945

reseg 79800
7350 pRIEIIORA pejelooRA
pareuodeA (%59} 9 7#80( PAEBIOIRA G (%0001 71 wooon Tl
/3 [ 1
SEABIPILE ON 1 SEARIPRIA ON W S[EBIpIA - .
19800 pajEuiodes 1850] pejeurooes 18800 pejputozes 1 280¢] PATUIIRA
(s0001)6 (w0001} 71 {mooon 1 (©%0001) 21
! 1 |
ogeoed Bioo1 1qr91INg &l og 19791INg 01 1qz91INg
0} paufsse 3ok § o) paufisse atan 71 o} panfisse alan 7] o) paufisse azm 7]
I § A
POZIvICpURY pue
pejjona arn spedonred gp
wi gt pendisse
Joous Jou pip sywedionired 1 you alas spredionsed o7
pau2ass aten spedionred o7

p¢ ainbi4



PCT/EP2021/060004

WO 2021/213945

35/177

sEBUpay

asop i

Auw | esop m Z @sop | | esop | Z esop

oqeneld| Brgoy | Brigg

Buijjemg
o8Op _ |
Aue { esop | zesop | L esop | z esop m | @sop
ogeoeid| Brigo | Briog | Brgg | Brioy | Brio
pepriwe ¢ opRine Zepuin . | epmin

i

]
l

Bripy

|
|
|
I

| esop
Brigy

uieg

asop
Kuw

oqaseld| BrgoL

| 8sop | Z esop ;

L esop | 7 esop | | esop

Brigg

%0

%01
0T
%0t
%Oy
%08
%08
Y%0L
%08
%06

%00k

G¢ ainbi4



Figure 36a

WO 2021/213945 PCT/EP2021/060004

36/177

} Medication

ogasejd
| Brigoy
Bripg
| Brigy

ogaveld

| Briggy
| Bripgg
7] Brigy

oqedeld

| Briggy
| Brige

» Grade 2 ®2Grade 3 ®Grade 4
i

Joint pain

« Grade 1

Muscle pain

Diarrhea

OU80B]4
Briggl
Brigg
Brigy

ogacejd

Vomiting

100%
0%
80%
70%
60%
50%
40%
30%
20%
10%



WO 2021/213945

37/177

g
g ogsoeld e
g =
& E=1
s Bripe 3
: k=1
o §
@& 2
< Brigy
% ,
& - -
L ogese|d
[
o £
& ©
i swor £
Q. '§;
; Bripy
@
?‘; ogeveld o
5 H
! Py
| Bripg 3
5
| Brgy =
cgekld
i
| Brigg £
hd
]
Brigy
oqedse|d
o
£
Grgg ‘g
2
Brigy
ogeveld

. 2
g brhgg  F
(&3

Brigy

LR TR
@
=
=3

Brigg £
o
=

Brpy
@
=
&
B
o
[
5
i

100%
0%
80%
70%
80%
50%
40%
30%
20%
10%

0%

Figure 36b

PCT/EP2021/060004



PCT/EP2021/060004

WO 2021/213945

38/177

SOH
|9A8] asop Bri oo

|oAs) asop Bri ¢
|[2A8] asop bl o}
ogaoe|d

uoneziunwiwyi Jaye Aeq

SOH 8 12 L |

Ge8C I L |V &L 8 I L
i o
¢l 91 -
m E-
" °
965
T
soraL”
10208

I d

i i i
o - o
< o o
- - -~

o
e
(qwy/n) ob6) Bupuig-aay

i
4
<
e

L€ @inbi4



PCT/EP2021/060004

WO 2021/213945

39/177

SOH
[oAs| asop Bv QoL

|oAs] asop b1l o¢
|[aA8] asop bl gL
0qgaoe|d

SOH

uoljeziunwwi 1aye Aeq
L |

ic L | 8C IZ
|

i T

oL Ol

62
€e

e
19¢

oL oL

wN | ¥4

m

e
T
WMMWM
891

(panunuos) s¢ aunbi4

hvm

0L 0L 01

b O

~z01

~¢0lL

19313 Bujzyjesynau wWnIaes %0g

L£



PCT/EP2021/060004

WO 2021/213945

40/177

ED

33 gie

il

62d

asuodsay 89

a10jog

a10j0g

asuodsay yan

1430
|0Jju0D

440

dagd

g€ a.nbi4



PCT/EP2021/060004

WO 2021/213945

41/177

@ 0 4 ¢ ¢ v O

<09 gso'L

A\ v v
8 €V6CCC 8 €¥6CCC 8 ¢EV6LLlC 8

A\
m.v 6ccc 8

v I v v
% 2.9 ovmwhr or's
900'6Z sar's

00l'ze z50'C)

oB| oyoads-qgy

)

v
ald

-o0l
-0l
-z01
~c0l
-v0l
-s0l
-901

(w/n) o6

6¢ @inbi4



PCT/EP2021/060004

WO 2021/213945

42/177

Brl og

Bl gg
6r g}

SjueLeA (g Z-A0D-SHVYS

4

0

62 Aep ‘(05 NA)Bo|

-

\
ald

-0l

~z01

0S |NA

~c0l

=
SHAsL=2RR035885<22 62 Aep ‘(Juy/n)Boj 96| oyweds-agy
2 o2BaNBR38328LEENY g v >
QUIPO<TOMBIMZ20-2r-6 1 L 1
_w___.un_-_____.f.
| ﬁ -10L
0044 RS FORNR ¥ UG A DU 0 T N N 00 RO O SO A% RN B RS A SO O SO 2
201
E
< -4 ” K > [3 e c:ﬂ-
& Dl o
@ %o w&#o-emWA.»Woha,eo,h:vo_\
° ¢ ¢ o L000°0> = d
v 2560 =J uewleadg
~c01l
s19}l} UOHEZI|BIINSU SNIIAOPNSSd 5
v v A\ A\
SOH 62¢C 8 ¢€p62CC 8 ¢€v6CCcZ 8 ¢€p6CeC 8 ¢cheCee 8
T BB - T e By
GoH o 00T gl EEEEH Ot B BB or B R ov Ll Lo mos
ml ow B L B °
Bips e . (43
Bipge o
Bripg, v @
By o H
ald o ®
6 60¢ o 51
8486 ¢
80¢

S19}l} uoijezijelinau sniA

0t @4nbi4



PCT/EP2021/060004

WO 2021/213945

43/177

(62 Aep ‘05 |NA)BO|
§¢ 0¢ SZ 0Z SL 01
1 i i ] i ]

0
Cod o*®e,
& o R ‘
). -000'1
&
e o @ —-0007¢
P -000'¢
& -000'Y
€000 =d - 000'S

GOLG' 0 = 4 Ueuueady

1504 eld
s||8° 1 .8A0

1S0d 8ld
s|i8d 1 +¥d0

0L X1 Jad sjods AN4Y)
esuodsal [leo-L ,yaD

s|jeo

S

joRuU0D

1430

430
aay

Brl og
Brl og
Bri o}

6 |

C g9 ¢ o

1sod @
ald -

430 Qgd

& ®
&
.

& & @8

0% ¥ o<«
-

see o op Oy

sjieo L ,800D

® o
0ME gue M
819
8/9
sjie0 1,800

1430 a8y
- () —
i
w ¥s39 z
¥ mw 005 &
a .-
5 Fooo @
% @
1005 =
o508 foooC =
e o000t >
e 0007 &
~000's @
sligo 1 ,¥A0
J
M._
z
o0
kS
@
8
- - =
i é & 4 Toooz 2
oL/0L OLIDL -000'€ @
B 000 8
- 8/8 s Lppo's @
sliso 1 ,¥00 e

Ly @inbi4



PCT/EP2021/060004

WO 2021/213945

44/177

@omeav%v
i;%a s &
z00'08” o o
oo 3 2
500 = &
Brigs e bt ~
6rige Lopo & 2
BrigL v T..8 8
G0 =
020
-szo o o
€0 E e Y90 2
U U ANt
sij82 1 .pQ0 osds-0gy
o
= N
58 S 3N
A‘/ ,\\r \ﬁ.). M,WV
!* _ i TTT 2
@ o
W LT &
o %t %2
e L 2
brigg e w Mw_.t 0§ g2
Brgg o 52
Brigy, « Y-
-5 o m
M +
k-3
¢ -001 ©
S92 L ,¥ao0 q

1504 8id 1504 aid
——d—rp 10 -0
Ox\_”\ : & py /|
/. oot \ - 00t \ 000't
k\\ 00z g . roeeg @ g
7 -000'2
\ Looc 2 [/ Foos 2 2
M ooy - 00v -000°
-005 L 005 -000'F
asdzL-1 L] E A
>
~000 & s
g g
2 2
L Fe00 5 bl
oio & &
: :
~6L0 & @
~0z0 * +
-gz0 m
e " %
oE9 F wo 4
| AN
3
51182 | 800 dyeds-0gy
b
&
&
ne
o
1]
b
3
poo o0k
S99 | .00 s8> | .800 e

Zp ainbi4



PCT/EP2021/060004

WO 2021/213945

45/177

-5

X X sisAjeue ||82 |
X X X X X sisAjeue Apoquuy
Buusaiog
. . . : : ;
IV EV6E CEGZY9C VvZeEe0c 681 V- 0¢-
4 4
1soog awudg

¢ ainbi4



PCT/EP2021/060004

Redness

46/177

WO 2021/213945

Moderate (38.5-38.9°C)
Severe (39.0-40.0°C)

&
&
°3
o
]
Vo
)
e 2
&
QM
-
&

o Mone
Wild
Moderate

= Severe

o« -
g £ 2
& z i
2
- § . -
085420w«, mmww 86420‘.&1
Spofgns o lequny O =2 - spolgns Jo lequnN ©
= ¢oB
2 £
E &
& ) E e
B g § g
=
Al 4 e
wmmnaexwzamp oo WO N e
- - %
spelqns jo spqunN 2 spalqns jo aguny  © o spalans 1o squny S spalans jo oaunN &

pv 8inbi4



Figure 45

WO 2021/213945

Lymphocyles

¢ Days

e Day2

Pre

47/177

Pre

e Day?2

25 1

204 ¢ Day8

PCT/EP2021/060004



PCT/EP2021/060004

WO 2021/213945

48/177

62 Aep ‘(Juynibor o} sypads-Qgy
G

{4

€ 4

EEE00 =d
$I18°0 = 1 uSwIBRES

1
<

-000'L
-006'2
-000'E

-000'y

~000'S

(s;iaa 01 X | Jad sjods NI

asuodsal o~} 800

{shie GOEX1 Jed sj0ds ANJD
esuodsel geo-1 vyQD

mma ] aoa 4 go £000° 000'1

.,.}M;

A < w.
e ‘
L e e
\\v\\\

o

PO000» o
1$°0 = | uosineg

-000'1
-000°2
-000°¢

-000's &

1 | 1ad sjods iN4D
asuodsal fjaa-1 84D

3

-000'Y ﬁw.

(sy22

L2

62 Aep "(Mwyn)bo 96} sypads-agy

~000°€

M v, m Z
¥ o3
W T
v s
\w F000'L S &
@
o6 Lo b
~0007 8 2
‘* L 4 -
R
P - ]
23
o
g

@ OO0 0 = L. «
ZUSS 0 = 4 UBuLBSdS ocoy

9f ainbi



PCT/EP2021/060004

WO 2021/213945

49/177

“— ANl —
s e .

+8Q0 2 AN

=, 790

“« w088 —

Si®° 18004900

- V0S4 —

I

+800 2 +800 AN4I

£00.2 00 ANHI

*— €00 -
P

sle2 L.£00

“« Y084 —

s e wm we aw

salooydi .

s|jo2 ajqein

<« fygein —

|

munma.coz‘ sieibuig

: =

i

E

H
€ 4084 —

Ly 94nbi4



PCT/EP2021/060004

WO 2021/213945

50/177

Ataass Aue s Jusas oy Sunrodar syuedonmed jo aBejussiad sejousp req yoes saoqe Tequmyp (0N

el K i I ]
ogeselgd Bripgy Srigg  Sgr  Bd aqeseyd Svigny Svge  Sdgr S oqeseyy Brigpy Srpg  Bigr Sy
i i i i L 1
o 0 0 R o o | °
Ko
elel
£ = 0
44
- 0F
o
o
4
B - (9
- 08
&
~ 001 8,
o £
] 0 0 4] -
2
"3
FAS 0T
- OF
o
a
L
- Py - 09
SL - 08
001 ool -0
3315 GOQAIU] A1)} 38 UTe g Sunems ssaupay

T9Z9TLNSE — 98V Jo sreag cg

-§1 - Medy sfeq [ 9so(T g T 2315

—uoyemdoJ Ayajeg — aso(] Yor I23Jy SAR(] £ UNDIAL ‘AILISASG umumxe A Aq ‘suonaieay] [eloT

g 8inb14



PCT/EP2021/060004

WO 2021/213945

51/177

A Ay

‘Apraass Aue qaun Juear ap Sunx 3

“wopearpaw ured 10

hmo sBey

d sajousp req Yova 240QE QUK [210N
agatddnue Jo asn Yo] Payoslo 10U sea LHads 310N

o0 0V< B D0 0F % Db 50< BB o6 61 09 Dob 8< DO0U Do¥ BE 0 D0 6% [ 1%l

|

Rl Byl ESUN-CEET Ajpraaag

sfEE e o

0ot

o X o & & . PR o & & . & o
S dE S SRS S S P E S SRk P E S SRS SIS S TR S
SRR FRTETETET SRR SRR ST TR ST SRR ST STy
i L i i k) 3 i i k!
o 4] 4] [+ ' 6 o o g ¢ ¢
% 8
i
sk
sl
o] 2%
L5 Eme
258350
L3I G
b B oy
o Ll bl
N f‘ﬂw Q“
@ 0% 06 2 o5 s
[ 8¢ wmm
i
o
[
o o [ ) a 0 o 0 0
8 8 B 8
r 3 & &1 5
- 2
=3 73 52 o
K
€€ % o
V&Q
'5@
= ] g
G
~ 56 0
£
[
UOREIPI ured Juor ured ¥psnpy BHLRIC] BunmIo A, S SUMPRIH nbByey Teadg

T4Z9TING ~ 23V Jo s2eag co-g1 ~ Medy sde(y 17 9so T 28eig
— uonemdo Gojeg ~ aso(] Yous 1)y sAe(] £ URpIA, ‘ALAS WINUXEA] AQ “SJUdAT STUIAISAS

61 @4nbi4



PCT/EP2021/060004

WO 2021/213945

52/177

WP D[R0S $30USP TR YIRI UMRMA I3QUINE] 13301
‘g[aae] Apoquure Eenplapul syuasard jo¢] (30N

- 10°0 o r 100
- 10 ro ro
-1 1 1
=
- o1 - of o1 &
[}
# - m
5]
- 00t - 00T o0t 001
m
e
~ 00T -~ G001 o001 0001
- 00001 - 00001 00001 - 00001
L]
.
- 000001 - 600001 - 00000% - 000001
oqaselgd S B g7 8 g1

T9Z9TINE — 23V jJo sxeay ¢g-c9 — wredy sde(q 17 ‘aso(] 7 1 23eig — vonemdoJ AyromiaJoumury Jjqefeay -y
— §[24277 Apoquuy Swpurg (EI-DUY 7-A°D-SAVS ‘1D %56 PUe UBITA] JLQIuIoa

0G @nbi4



PCT/EP2021/060004

WO 2021/213945

53/177

WS JRW0aS $2)0UAp Teq YIes UM JaqUIp] (330 i
‘s[aas] Apoquue Enprapu syussard Joq 9o

5 G £ S U 8d  1a 1d
-1 -1 -1
- 01 - O b= 0T
z
W
m”
N . - . - 001
001 001 oot . 0 m
144
i
&
N . 1)
- 0001 - 0001 - 0001 0001
- 0000t -~ 00001 - oooor - 00001
oqavelg S g 8 gz Bri g1

T9Z9TINH — 28V Jo sxeay ¢g-cg — yedy sde(q 17 9so(] 7 ‘T 28eig — wonemdog Ayowuadounummi] Jjqeeay-y
= 0§ 1ML, SURNenNI N UMIag 7-A0)-SHVS 1D %56 PUe UBIJA] ILNAWI0IN)

LG a4nbi4



PCT/EP2021/060004

WO 2021/213945

54/177

Ayueass Aue tpim Jusas st Buntoder syuedonred jo Sejussrad sejousp 1eq Yes aA0qe QU] B30 N

¥ apersy g 3IBLIY E FRISPOP] E PO .

Appraag

OgadRld

e gz

& o1 oqaoelq

8 pg

i

8 g7

i

8+ g1

]

0qeoe[d

Bripg

]

8ri oz

]

81 g1
- 0

7 es0(]

0

0

0

o

¥}

[

0

a

- OF

- 09

- 08

= 001

1500

e

6

fA

<
saslqug 30 94,

- OF

- 09

- 08

= 00t

a)1s uonoslur 2U3 38 ured

Tunesg

ssaupay

—uonemdo A3ayeg — 350(] Yov ] 123y SAR(] £ UNPIpA ‘AIL10Adg umuIIXeA] Aq ‘Suonoeayy [eao]

Z9Z9TINE — 28V Jo s1ea) ¢o-g] — Medy sde(q [7 ‘aso(f 7 ‘T 23eig

ZG @Inbig



PCT/EP2021/060004

WO 2021/213945

55/177

‘Apaass Aue e juaas s Bugrodar spuedpnred yo s8ejusarad sajousp Teq Yova aa0qe Jequmy] (330N
wonestpa ured 10 sngarddgie Jo s3n 103 palasfos Jou sem Lsasg 3o N

D:007< GREEE .0 0P %) o6 85< BRI Dob 8L 03 Do 81< POCKA 0¥ B 03 D0 8¢ B A%ad |

¥ apRID g FEETeTS i SenpoI PR] PO i ALEaMag m

o o o oF &F o¥ oF &b
RGO RO I PO I T RO T PO L O T O S
& Afhf &VN, &0 o nwa.. Qv.wf & & &0 @.ﬂ» m@hf & &V &w.. &wz & u.v? _@n.. uv? o umv &.? n%.. & «fﬂ' nvh.. n.%z o &wn, @0 &N,
i i i E i i i i i i i
C E o ) 9 0 8 ¢ ' 0o '1
Le%
T |8 B 2 1 8
41 .ﬂ*@ FA
.’ﬁ'ﬂﬁ e
RX KX
P #5e%
wvm.m m.ﬂ»m - oF
- 9%
o = “ il
2 B
* 5 85 o8
- 08
$
- 001 8,
@
) o o 3 .. o ) . T o o o o r 5 o ] W
Ea
B 8 B 8 @
it 3] - 0T
[ o
- v
2
3
- - 09
08
- 001
TOReNpI L UTed T0L Ted SN CEh TURRIO A ETR] IoRpesH EETE Teang

Z9TYTING — 28y jo steay ¢o-g7 — pedy sdeqy 17 ‘aso(1 7 [ 28mig
- uonemdog Ayajeg ~ as0(] Yor 1))y sde(] , unpipy ‘AjL0asg unumXe Ay Aq ‘SHHaAT INUIISAG

£G aInbi



PCT/EP2021/060004

WO 2021/213945

56/177

Luasss Lue i yuaas ayp Sunpodar syuedionred jo o8vjussied sajousp Teq Yors 2A0qE TaqUINK] 1230

|

| ¥ opei BB a10ass [EEEE HvRPOl XEX] PN B UM
oqaoeld 8 pg gz T 0qeeld &g 8oz 8y oqaeld 81 pg gz 811
i i i ] i i i i ]
0
g [ o 0 [ 0 <] 4] 0
- 0T
- OF
o
3
b P ~ 09
- 08
S
- 001 8,
@
0 &
0 ¢ 4] o 4] [ o o 4] m
@
- 0T
oF
o
o
%
- - 09
- 08
- 001
2315 Uoposiur 23 38 ue g mﬁmvp»m ssaupay

T9Z9TLNE — 93V Jo steay ¢g-¢g — yedy sde( [7 “aso(q g ‘T 23e18
~uonemdoy Ajojeg — aso(] Yo Iy SAR(T £ WAL ‘10408 e Al A9 ‘sucnaeay fele]

G ainbi



PCT/EP2021/060004

WO 2021/213945

57/177

Aeass Lue qiue Jusass ot Suptodar syvedionred Jo a8ejuaaiad ssjousp req Yors 2a0qR LqUI] 90N
‘wonestpaul ured 10 spaxddnue Jo 45n 10] paroefion 30U sem Aeasg o N

| 2:007< FEE O.00F 01 Do680< [ Do68¢ 93 D.F 8i< PORE] DoP8E 0 D.05¢ 1M i
| o Eod EXDT PIA B bmass ]
2 > > 3 > Py > s &
o S & sy A > A s e s & s & s
EGIC A A S &aﬁ%@ aﬁé@vor&v&(&oa aﬁaﬁa%@@% a%a&a%&a%@aa RS &w@&,vo a%a@ﬁvo@&.a & @4%&@&%& &g &q%ﬂza
i i i i i 5 i i i b ] O
o o ? ) l- 5 s o] ¢ 6 6 6] o o o
B 8 )
6 B 8 P
41 81 oz
_.M.ﬁ! &2
24 ..Mﬂ% - OF
=]
a
- - 09
08
&
001 .M.m
] amooa 5] o o o o] o o ) ) quuaW
Pt
1 i e 1 B @
FANN A & - 0T
S
- OF
o
%
- - 09
- 08
001
UOREIPII e yugor ured spsupy gl BURRI0 A, BT IoRpRAH nBneg Tons]

TYZITING - 23V Jo sxeag gg-c9 — yredy sfe( [z Iso(q ‘1 23wig
- uonemdo Alajeg — 9s0(] You 121y SAR(] / VIPIAL “AUsAag umunNey Aq ‘SIusaj INUISAG

GG ainbi4



PCT/EP2021/060004

WO 2021/213945

58/177

WRINL JIGANI0SS $RJ0UND Teq YIBA UNYIIsM IAQUITLY (330
‘sppae] Apoqnue Enpratpur sjussad o7 0

§d  1Ed a

- 10 - 10 ~ 10 - 10
-1 -1 -1 -1
™ *

~ 01 -~ 01 -~ 01 - 01
w
e
()
-]

- 00T -~ 00T =~ D01 = OO m
o]
=
E

- 000T - D001 - Q00T - 0001

-~ 0ouotT ~ oodt - Q0001 ~ 00001

I 006001 I~ 000007 = 000001 = =~ G0000T

aqeoe[g 8l gg Brigr 81 py

Z9Z9TLNE — 23V jo sxeay cc-g] — wedy sde( [z ‘@so(q 7 ‘T 23ei§ — uonemdog Arons Jounumry Jjqefeay-[y
— S[2427] Apoquuy Surpurg [S-0UY Z-A0D)-SHVS T %56 PUe URITA] JLNuI0aIn

96 ainbi4



PCT/EP2021/060004

WO 2021/213945

59/177

e G011

- 0001

~ 00001

oqadeld

= 001

- 0001

g

40001

“weaur 1Qawoas $830ULp B Yoes URRLM TaqUINE] 930 j
"saaa] Apoquue feniprarp syuesaad 10¢] (230

- 01

~ 001

- 00T

I~ 00001

R

- 01

- 001

IS 06 *1] Suzmennay

= 0001

= 00001

an ol

Z9T9TLNE — 23V Jo steay cc-gT — Medy skeqy 17 “9so( g ‘T 331§ — wonemdog Aromaoununuy aqereay-y
= 06 RL, SuRIERNIN UMIdG 7-A0)-SUVS TD %56 PUE WEX JLnIUI0D

1S @inbBi4



PCT/EP2021/060004

WO 2021/213945

60/177

- o1

0ot

- 8001

~ 00001

000001

0qase[d

1a 1a

-~ 00T

~ 0001

~ 0o0aT

- 000001

Brigg

“UesuI 21qsw0sE sejoulp Teq oS WP ISQUING 330 j
‘sjead] Apoquue Enplapu syussaid 307 ;a0

o1

[li14

/1) DD 931 1S

000t

~ 00001

000001

8 g7

T9T9TLNG — 23V Jo sxeay cg-c9 — wedy sde( 17 “aso(] 7 ‘T 23eig — vonemdog AomaSoununuy sjqereay-[[y

— S[343T Apoquuy Jwpurg [S-DUY Z-A0D-SUVS ‘1D %S6 PUe URITA] ILBIUI0I N

8G ainbi4



PCT/EP2021/060004

WO 2021/213945

61/177

wesw dnewoad $a30Up TBq YIS UHI IAGUINY] 1330 H
‘s[pas] Apoquue Enprarpur syussard Jo(] (90

8IC 2a a

'l

Ziennan

- 001 - 001
v!w
¥
38
. :
]
- 0001 - 6007 - 0001
P 00007 = 00001 o
oqaoed Sr g 8 g7 ooeot

T9Z9TLNE — 28V Jo sreay ¢g-cg —redy sheq 7 9so(q 7 T 28eig — vonemdog AymaSoumunuy sjqereay-v

~ 06 TL BURIEDNaN WmIag 7-A0)-SAVS D %S6 PUE WEI[A] 3Lpawoan

65 9inbBi4



PCT/EP2021/060004

WO 2021/213945

62/177

/VV_G
o &
& &
-0
-0 xh
-y Obxl
* - 0LxG'L
&
WEo 0wy —elixg
800 Z-1

A

L8040

uaajds Jad speo L

L0000 = o
+803 AN

R
-0
- 002
g
- 007 002 - 002 - 00¥ m
ZL000 = o ZO000 = g SHO00 = of # u
- 00¢ -00€g -00€E 20006=d ~009 piegoma —005'L
e U {1 U AN
gzheq 4
P $ s
o .% -0 M« -G M
3 E: i ‘
O 001 o os¢
2 = =
i Rl It = -005 2
8 = 2 -05L & 2
4 - Tl &
Lotz & & 008 X Fooo's % ©
® o J B N m % =
1 oor rry F0sTh o
e =
~s0ixE 3 wooo=d - W oeg 00§ F *gwwu& -005'L &
Zi feg q Si9d 1,800  sIedL,vad gz Aeq  seihoousids  ZL heg g

09 a.inbi4



WO 2021/213945 PCT/EP2021/060004

63/177

5/5

CD8" T cells
Pre Post

5/5
T

CD4" T cells
Pre Post

2,500
2,000

S|[99 401 X | Jod sjods AN4|

Figure 61



PCT/EP2021/060004

WO 2021/213945

64/177

£ 1 ol i o Z g ¥
5a ] _ 5a,
Wm. g1 i 174 Iz
g FL) o9 5@
& 111 it g
83 i3
a2 ¥L

g€

1809 aid 1s0g_
S|I®9 1 ,8dD

S|I®d 1 +¥AdO

|0Jju0D
1430
430

¢ 100d S

| 100d S
dgy

29 9inb14



Figure 63

WO 2021/213945 PCT/EP2021/060004

65/177

L) L
D LL]
8 O
I....
-
o0
a @ n
O

—r

l.__

; ;
O
- 1°©
+
q-
a © o+oow
@)

T

o O O O O O

o O O O O

L & » & »

AN N =

S|I90 (01 X | Jad sjods AN4|



PCT/EP2021/060004

WO 2021/213945

66/177

spidy] jeuonouny 0
VNG == pUR [BINONAS & &

YN payipow suipunopnesdifyisu- N

ey (W)AIod anbojeue mmm

{dND) soipedoueu pidi

9 ainbi4



PCT/EP2021/060004

WO 2021/213945

67/177

&
& & %
& W P P %o & &P
S& S E
-0 - e - -0 5 [ T o ) .
ﬁr Nw W.N L «.m%w\w £
o o o 2
Foles @ F0Lx 5 Fa0lxs & -oo1 001 g
o, = i - 2 o
8 2 2 P o
z L & w0z &
F0bxk g . F0bx g A m0kxl 2 00z 00z Fooz i e
8 e 8 3 . i
. 3 . 53 5 ‘ . Z5100 X
oo Logagy 8 1000d Lggy 8 Y Loggy B 20 Looe™L Looe DS Looe™ea”  “oooe
809 .4NL .80 21 803 NI " 5 — P ANt 8z Ae@
o1 }
[
o> & o &
= -0 = -0 = 0 = ki %
5 % g z z
e % hetix 8 0bxl § ~20bxT G 05 8 oS 2
* b = = 2 g
=1 ha ] o L3 - 008 w [3]
* -e0LxZ § Fe0LxZ § Fe0bxy g 001 2 8 g
Z o ’QQ 5 “ T ]
] R~ e = ad o
e0xg 2 . Fi0bxg % -e0ixg = 05t B,  oons B
2 - S . g 3
O v 3 J :
PR Loose 8 T Loy 80 999 Lgig g so0e=d 00T 100ed Logzy ¥
RIRa 00,22 200 NG 7y AeQ S00L00 SRLE o foe soioouads  z) AeQ
C P
uoleundea seye sheq [s] ouny UOHRUPDOBA JOYe SARQ
05 52 0z 51 0 008 009 oor ooz 0 o€ 0z ol )
A A " A ] s : A 10>
) h F 0L ) \W\w ww
~ ] e X
e P oL 8 ! =
01 2 b 0. ©
_ 2 2 : g
it o] o " L i : 001
£+ ey - o
#0000 F 3 : i oz B §00°C = : 2
o ot W, 00666 = £ wwose——%" £000°L
SILL010LEG 2 4% ogu'e R
1ZoLINg B G - | = 7g - o = Ti0F S 0109 =y o LQZOLING B S - | = 20 o - 0000
(asnows) {asnow) (asnow)
B4} VORBSHRANGY SAUAOPNASY Ayuyge oypede-ay ob aypads-agy e

G9 8inbi4



PCT/EP2021/060004

WO 2021/213945

68/177

ucijeuoes | Jeye sheq
SOH zv 5t 82 T 5t ww AT AA

i

.Iﬁ?wglwﬂw
BYigpl e N =
Brige o p © & 204 cm,..m

19Z9LING &% e
~:04
vl 7 L 9sopisod M0l
{senbesew snsays}
Aesse yonesiennsu z-A0-SHYS

61 gol
Briog o
LaZoLiNG

uoleupdea | Jsye skeq)

SOH £¥ St 8¢ N% m_m m_w vl

s - 1 a0}
38 : , -101
: 0l &
o 0;, 4 %
w a% Bgreot €
2 : 8eT
& § ke oo 2
Gi8'CE : -
zos'0z s0b
7 1 9S0pISed Ut
{sanbeoew snsays)
ob} syads-agy e

99 ainbi4



PCT/EP2021/060004

WO 2021/213945

69/177

shusjeys 8ye sfeq

LaZOLING © mm

fojuoy e W
jeuuas  ©
¥z
® ; ®
e et
{senbesew snsays)
qems jeseN

i
201
-0l
0L
08
a1

lwﬂw

[(serdod) g1Bof} wNY enip

sbuajieys Jaye skeq

LaZoLiING ¢
oguon e
jpugueg o

5iE e

{senbeoew snsayl)
e

—Qw ..-m
2
s
04 W
~+01 MW...
s
=
-g01 =
3
~501 =3
&
-0 T

/9 aInbi4



PCT/EP2021/060004

WO 2021/213945

70/177

9/0 9/ 9/€ €0

SAZAZBLING =
LUZBLING =
joioD  »
punueg

qemg |eseN .

aBuajjeys o} sapejal Aeq

&

9/0 9/0 9IE £10 /2 SIO 9/Z €10

9/G 9/0 96 €I0

{rLz0°0 =d) oqeoejd "sA zgzei L Ng butiedwoo jusunees; jo Joeye Juediubis
(z1zo 0=d) ogeseyd "sa Lqzg} L Ng Buniedwos Jusuijess) jo Joaye jueayiubig

-0}

=y 0)

=501

~90L

~.01

{saidoatifol) wNY JRHA

(1£00°0 =d) ogeoeid "sAzqz91 L NG Buuedwoo Jusuneas) jo 10aye ueoliubig
(1£00°0=d) ogeoeid 'sa Lqz9 L i Ng Buliedwos Jusuneel) jo 108ye Juesijiubig
abBuajjeys o3 aaeel Aeqg

910 9/0 Sie €/0 9/Z 91T 9IS €10

BA ZAZOLING =
LGZOLING =
oD e
jauuag =

=c0L

wald

O}

(saidoa®Boj) vy 1eHIA

~o0)

8/0 9/0 8/0 €I0

=,0k

abeaeT Jejoaajeoyosuoig

g9 ainbi4




PCT/EP2021/060004

WO 2021/213945

71/177

Jaddiyg jewsay] :iaulejuon Aleipis

«Aeil ajbuls,,
Buibeyord
Alepuoosg

Buibeyoed
Arewinug

69 a4nbi4



PCT/EP2021/060004

WO 2021/213945

72/177

abelols 1ojeiabliey 9.9-7

abeloig Jaddiug jewiay |

19Z88.4 ainjeiadia]
MOTT-BAIN Ul 8BeI0IS

0. @inbig



PCT/EP2021/060004

WO 2021/213945

73/177

i

ueialu spuoiny
nipos 0,6°0 10 gL

{E1A Wy die ahouial 0]
gy o) iabunjd weq ng

ajen -

oW § UIGIM 25

"UBHNEP jo MU PUR 338D PIOXSH

—

1L 8inBi4



PCT/EP2021/060004

WO 2021/213945

74/177

UBIRIIp 10
SIN0Y 9 UM JojsIuIUIpy

(penuiuod) L2 ainbi4



PCT/EP2021/060004

75/177

WO 2021/213945

WBIUL JIQAMI0SE $aJ0UIP T8 OB TIILM T8 UITLE] 330 K]
“s[aas] Apoquue EnpLap juasard 830 (830 5]
T snmarunIed auroapuss Arojendsal aynoe 188 = P-A0-EdYS 1800 BUNELNGU g400 = GOLN TR0 WESUI nRwoas = [ SUOHRIAIqqY

YLD SMALY,
o o o o g g o o
5 os &8 8 5 F g ¢ 8 &2 g

(191} poIN

JIND

0001

LRI vl g Bl gy S p1 - onot

wonemdo g AranuaSouwnumy spqenpesy
— T9Z9TING — STe3x <581 — T 35¥YJ — OSIN — ID %oC6 PUe SLIND

2/, @inbi4



PCT/EP2021/060004

WO 2021/213945

76/177

e sed BId

0qade[g

URAW JINEMI0SE SA}0USE TE( U283 UMM I8 qUITK] (230 1
“s[aas] Apoquume ErpLATpUl yussand 83007 (20 ]
7 snmartolod sworpuds Lojendsar anoe s12498 = T-A0-SUVS 190 BWIMRONSU 0405 = G5 LN Ten Ue A ineiodE = TN [SUOHRIASIqOY

Juro g Sy

e cud BEd 1Td 1d 60 std 8Td 1ed 1d

% LY 0‘ ® .
2l g Brigr

S sud 8Td TEd 1d

-

81

=07

00T

{128) pSIN

JIND

~ 0001

- 00001

wonepnde J AronaSoununug spqenyesy
— TAZ9TLNG — sTeaf €8-c9 — [ 3584 — OSLN — I3 %56 PUe SLIYD

¢/ ainbi4



Figure 74

WO 2021/213945

77/177

]
1
it
it
251
l
o1
&
&
2
M
{
g2
E =3
g_.‘% &
(=]
v
-r-i"E
i
i
2 &
Ey
|5
oF|®
ek
[In]
[=)]
=
[T]
o
3
[l
—
[]
o
=
f=
=
—

1000 -

100

IO (am) 0GIN

10

28 D35 D52 D1 D21 D25 D35 D52

D1 DIt D

Dl D21 D28 D35 Di2

Dl D21 D28 D35 D52

PCT/EP2021/060004

g2

Time Point
BARS-CoV-2 = gevere acute respiratory syndrome corona

.

50% neutralizing titer

geometrie mean titer; NTS0 =

(GMT =

atlong
Hote: Dots present individual antibody levels
Mote: Number within sach bar denotes geometric mean.

Abbrevi



Figure 75

WO 2021/213945 PCT/EP2021/060004

78/177

=1
L)
=
Wy
oy
.E a o3
[ o
] <}
E a
o . B
8 2
2
o
— L%
o] ax
E

' H
[ ]

g g 0
£ . F
» oy it

e =]

q a &

s | w =
53 |2 - s
o NI S
1 = =
w B o &

1 P 5
T E 5 . &
- B .g I

™3
E%’n L

f=}
& B ERS

I g R ]
=2 5 8 )
“2 5%
| &
ot by H
SE | B »

& = A o
) = E
- o S
= — a
L%
[} b
= g s
) I o
2 g
; = -
7 Z oy
H 5T E
uwy -
. FA& B 5 m
5% n
b o © oo &
3 [ER=T =
= & o B g
- EI
[ ]
A Eg2
— oy B g
O g8
E—--Eé
=
= 8
Ung
LI
T T T T i gaz
(=) o [] < — 0 on
= = =] = m"-‘g
= L] — - i=3
= - =g
RE
1D (111) pLIN S



Figure 76

WO 2021/213945

79/177

Placsbo

ing IgG - Phase 1 — 158-55 Years — BNT162b1 —

Evaluable Inmunogenicity Population

GMCs and 95% CI - RBD-Bi

100000 -

oIS () 93] Supug-agy

PCT/EP2021/060004
4
=]
=
by
=
=
g
- B
A 2
= P
By
g o
=R
-
4
i
=3
T

immuno

%
g g
= B
A =
s B
&2 &
85 8
R
H%bﬂ
433
g2 %5
B g
nﬁ'd
g o«
3z
CRgE
(=]
R
=
=}
T zg
vom o
4 8 o
o =
E=a]
.@mg
kO =
Eouw
i}
L= =]
==

Abb



Figure 77

WO 2021/213945

GMCs and 95% CI- RBD-Binding IgG — Phase 1 — 65-85 Years —- BNT162b1 ~

Evaluable Inmunogenicity Population

80/177

Flacebo

10 ng

100000 ~

10000 -

T
o]
Ll
—

1000 -

21D () 53] Surpag-aay

0.1+

D1 D21 D28 D35 D53 D1 D21 D28 D35 D52 D1 D21 D28 D35 D52

DI D21 D28 D5 D52

PCT/EP2021/060004

Time Point
globulin G; RBD = receptor-binding domair.

Inmung

geometric mean concentration; IgG

ations: GMC
HMote: Dote present individual antibody levels.

yat

Abb

Hote: Number within each bar denotes geometric mean.



Figure 78

WO 2021/213945 PCT/EP2021/060004

81/177

Ted
-
el
£ : 87a
5
2 .
A 12d
ia
. . 1
i
]
&
B
=]
i
: 4
o kA
" =
l‘? T3
3 Z
|§‘ i
P =
E' PR =
n..‘E §,§
lgﬁ :; B
#
%’g g a
B o
& )
@ §
Ll p=3
@ g w®
| =)
o g
2 z
= i
E 5
[ 2 4
g g E
5 5 =
g B
4%
SD
St g
“Dﬁ
==
£23
R
£ 8
S8
g g
“”aua
g4
=y
chE:
T H T T 1 wom L,
g 8 o
[l [ o < o — — [
S S = = - S 22
s = o=
553
= A moD
o1 () 531 Swpurg-1g 4 =



Figure 79

WO 2021/213945

82/177

Placebo

1~

5
]
=
n
E .
955 |s
23
-
Py -
g
il
BE =
wE
i~ -]
3
g%”
=

GMCs and 93% CI - 51-Bi

10pg

100000 -

10000 -

T i
b= =2
a —
o1 () 95 Supng-18

10~
1

0.1~

D1 D21 D28 D35 D52

D1 D321 Dis D35 Daz2

D1 D21 D23 D35 Ds2

PCT/EP2021/060004
E
2
]

z =

% I

[~

dividual antibody levels.
Hote: Humber within each bar denwotes geometric mean.

Abbreviations: GMC = geometric mean concentration; IgG = immunoglobulin G; 81
in

Mote: Dots present



Figure 80

WO 2021/213945

83/177

=]
]
Qs
L
E:
[
!
[ ]
A
k-1
E
5]
1
14
z
-
= =
e
43
P B
-
[~ "
i B
® g
”P‘
v 2
ghi
&g
= b0
neE =
= ]
'_L =1
o
&
I
&
E
w
=
o
B
=
=
=
o
[
=

10000 -

1000
100 -
10

omd () 3] Bupurg-18

Q1

D1 D21 D28 D35 D52

1 D2 D35 D32

2

D

D1

D1 D21 D28 D35 D2

PCT/EP2021/060004
z
a
i
=
=z
g
-

gll

=
o
3
Zr
)
=3
g

"ll
®
g 8
_Q Lt
g :
g B
54
R
Bt
5E
gas
gs A
g2
Pz I
bﬂ_gu
=
U.Sg
=&
U OB
G €2
2 23
215
L e=



Figure 81

WO 2021/213945

84/177

W

P
=
K
Y
i
&1
]
&
—
e
a
:
TIEN
[£-] o]
45 |®
T B
— P
T
% 8
2 2
f
&
2 E
LRE
o
\?
&
&
:
s
4]
w
S
T
=
=
=]

10000

1000 —
100 =
10

JIO (1) o5 Bupurg -1

01

D1l D21 D28 D35 D52

D21 D28

D1 D21 D28 D35 D3z D1

52

DI D31 DB D35 D

PCT/EP2021/060004

in 51 subunit.

Time Point
81 = spike prote

o

ulin G,

IgG = immunoglob

/

ation,

geometric mean concentr
dividual antibody levels.

iations: GIC

Tevi
Mote: Number within each bar denotes geometric mean.

Mate: Diots prezent in

Abb



Figure 82

WO 2021/213945 PCT/EP2021/060004

85/177

3
LEad
a
Wy
"y
o . [
= : =
m —
]
a
| —
~1 ]
3]
k-]
i
- jsli] = 'g
@_‘ E S o
25 R S
i bl H
S B 5=
p'}; g
23 5 og &
&2 4 2
h B
4] U
o £ £ B
gg R ﬁ
- ] el
-k g 4
g'g o o %
= [t
Im =] [} g
(3] g g
2 i
@ it
% ; %
: g
g gz
] i -1
] a g, E
ERr-]
o R
o o b
= ~1 W e
o BEao g
= =] o E &
5 EBET
=) EE &
o s
- @ 5 o
a ﬁ“%%
Em
-
=R
OB g
7 T T T T 1 ga;
= = o o Lo — —
= ] g = = = 22
£
L0
o1o () o5 Supag-qad <= =



Figure 83

WO 2021/213945

86/177

<
)
&
=
o

|

o]

5

k-]

B

]

1

B

g .

5

ng |y

= E |2

8 3

i

-5

b B

LR

-

LB

I

& 5

%’E

= 3

QI_‘ y

gE |2

L

Ll

L]

&

[ Ta]

3

L]

=

]
L0y]
=
=
L]
Ll
L]
=
=

10000 -

1000
100 -
10

IO () 551 Surpurg-aay

0.1

D1 D2t D& D35 Da2

[ D21 D2E D35 D52

D21 D28 D35 Ds2

o

Dt D21 D28 D35 D52

PCT/EP2021/060004

ng domain.

receptor-bin

Time Point

globulin &; RED

fmraano

IgG

g g
= E
-
g . B
g4E
25 g
AR
i
5%5’)
e
@ O o4
482
=B &
E &
E
B
hﬂlag
=
g4
ol
&
5T
5 & E
Q‘@
=1
u:xg'g
=5
E o=
_gﬂ!!?
o B %
4=



PCT/EP2021/060004

WO 2021/213945

87/177

“Kyasss fue s wonaear s Bugoedar sywedranred jo aBejuearsd sejouap mq yaes 24008 IaqUI 330 [

¥ oprIs I ALY I ARIIpOP g PO l h_u.mrngum

|

7 aso(]

B og Brigr

EGEL A1
i

(paaspsumuipy se) dnoas auwrasey

Srlpg

Bl g gl gr 8 gy

8 or

- OF

09

=)
=]

T
=
=1
=

1 as0(]

K

aor

(=]
spalmg yo o

- 0T

0F

- 09

- 08

= 00T

s uonIs atp 38 e g

SUI2MT

ssaupay

wopvmdog H3pes - 179 LING — ST £S-1 — 1 3SWYJ ~ 3S0(] YooY T3PV sKe(] £ UNPIs *OLIMIS umumep] £q ‘Suoniesy [ese]

8 94nb14



PCT/EP2021/060004

WO 2021/213945

88/177

Amases Lue i wonaear s Bunrodar syuedpnred jo sBriusarad sa30uap I YrEa 2ADQE I3QUMY] 330 K]

popeio R cvedg [EEE wwpol [BXX PIM BEEE  Anaaag

(paxzysTupupy se) dnoxg auraoes
0qadR[d g B of = BRI E =0 B gz 8rig1 aqaIng Bl g Brigr i
; I 1
R 0
c T BE B o
8 8
I 0T
- OF
I 09
- 08
- 001
0
¢} 0 0 o
- 07
0¥
- 09
- 08
- Q01
318 Topafur A1y e ure g O EEEE e

uonemded L1apeg - [AZ9LING — STIX €90 — | 350 — 3501 YRy Ty S L UPPIA, OLIMaG wmwmeepy 4q ‘suonaeay [eae

spafqug yo o4

Gg ainbi4



PCT/EP2021/060004

WO 2021/213945

89/177

“Aymssas Lue e monaear sy Bugrodsr spuediagred yo sBvjusored swjotap g Yo aacqe RRqUIN] 830 4]

BT BN EEDNGEERT RS

|

(pasapsmupupy sv) dnarg auraoey

)

ogqaavyd ELNT S prp Bl LR £ Bl g g g DRIEg g 2 ng Srigr

i I | ; L o
4] 0 0 4] ¢} 0 0 o
- [T
- OF
o
a S
> 2 -
bt MMH.MM“ 'ac 09
35
S
e
fetute® oR
%] %]
2
&
- o0l B,
g g
o 0 0 0 0 Sy 0 0 s
Exd
8 @
I oz
- OF
o
o
a
b3
- [~ 0%
el
B! - 08
4
-~ 00T
2318 vonsaluy st 18 ure g Burams ssanpay

wopende Aayeg ~ ZIZOTING ~ STe3X SC-81 — | 30 — 3so( U T3 sKR(Q £ URPLA ‘DLIHIG Wonupcegy] £q ‘Suopareay [0

98 ainbi 4



PCT/EP2021/060004

WO 2021/213945

90/177

“yresns Aue e wonaal anp Sunreder syedrnmed Jo sSequaared sajousp req yovs as0qe 18 QU] (230

7opuD B c1asS R AwRpop (XXX PN R MLINIS

BLERTEIR Bl g i gy 2 py

oqared

i

(paampsnupurpy se) dnoxy aupases

i L

81l og Bl gr =

i

0gasel
i

Slpg

1

Bz

i)

=

zasoQ

0

0 0

[+]

0

0

o
&1

03

0g

aat

1esac]

oF

09

08

t 00T

3318 TOT08 [T 41 38 Ure g

SUAaY

sEAUpP Y

wonepnded Lages — ZATOLLNG — STE3) £§-G9 — T IS — 250(] YILY Ty SAe(I £ UNPIA ‘ALiasag umurpcepy £q ‘suonoeay (o]

aalqg o oy

/8 9@inbBi4



PCT/EP2021/060004

WO 2021/213945

91/177

Ayasas Aue ymn jusas sy Suntodar syedogred jo sBvjussisd sajousp g yres saoqe 1aqump] #30

o0 07< [ D00 0F 03 D06 8t< IR Do6 9T U 2.7 80« [RXR] DoF 88 01 D.0'8¢ Bl T334 |
B ESH EESTvETa IR |
(paraysmunmpy sv) dneas aupoaes
> & > 3 ‘3 > > 3
o, 4 4 4 . AN ANV B ¢ P s /
TG R R G I S T TG I P ROFC I RO SR Gy )
s & Tt g g g g &R g S g e T ad & g T ad RS o T g g
i { L i I 1 1 i L
0 o [ o © 0 o o
k—@a
R
‘*ﬁ%ﬂ
S
L
e%a%
et
g - [
a s ods
A Sboe
i B e
b 3 B £
ot ke R
< 5%
6% B it
"Q.VQ 2
[l -
ot
"'ﬁﬁ.
Sedet
v@b.».w
D
] o o o o0 o 0
]
11
g
“
S
R
[ Pyt j2 .
(e L5 <t oF
[ fole! o)
o 6%k e KR
2 fe% #2050
(23 R B
@ NE :#N». 09
o 8 i
8
- 08
- 001
tryed yuop ured a[asN Y BAYLIEN] BUTIO A, ST APEpRAH B 1343,

wopemdog A13peg — TATOTING ~ STeax £C-G1 ~ | aSey — 250( YIRT FAFY SAv(T L WML AILINIG wmupoely £q 'SPusag apuaysss

gg ainbi4



Kuasss Lue s Juass o Bupodar syuedpnred jo sSejuasred sajouep 1eq 9Es 24008 I3 QUMK 1330 }

Dol 07< B Dol OF O3 Do 80« Rl Dob BL 03 DoF 85< (XX DoFBE 03 Do00L [ 491 ]

e ES T IS |

PCT/EP2021/060004

(paaspsnuruapy se) dnexs auraoes

92/177

> ‘3 kY > > >
Y 4 & 4 G A 4 P 4 o X
RN SN aatiéz@. PO R I SR T S P va%./&(&
2Ty VT ATt @ e T aToat @ aa Ve T VeV
: i i § T—
] 0 0 ' o o [ ‘
s 5 B
wﬁ@ﬁ; -
A 5 [~ 0T
w.”.h
204
0% anM
%
B ot or
=) o0 15
0.8 e
g R ;
e it - o9
= s
cL 6L 08
B
pd
ool 8
0 w
o o 0 c o o0 o 0 o o ..m.
8 8 8 8 3
41 21 x| 0T
w o
9,
i..&ia
LKA
% - OF
G -
o
&
% .
- 1]
0g
- 001
ured yuior Umed S[2EN BaI(] BT £, S0 oEpEs ABGE WAy

WO 2021/213945

woperdod £33jeg ~ [AZOTLING ~ STe3 £5°C9 — | 3sW ~ 350( YIuT LY Sde(] £ WIPIA “LIadg nawIKe]] &1 ‘Spuag Twasis

68 @4nbi4



PCT/EP2021/060004

WO 2021/213945

93/177

Aypasss Suwe i wueas o Sugoda symdpnred o 2Bejuestad sajousp e UIes 2AGQE UM 901

Dol UF G o0 0F 03 Dof 8t [ o6 8% O3 DoF Bi« (XX

DoF8E 93 2u08¢ EHEE  IMAI

]

Fepvi R 2leats B POl [ROG P BEE  AIaag

(punsurwpy se) ditoas) augazey

3

@ 4
PO T
& T g

i i i i i 3 i
c o6 o o la a'|
T 8

)
IR
F g g

<

¥,
0*:

X
97504
K
w%%. £ oF
= K
= %%
K
o a2l
(4 ~ 03
/0
£
aor B,
o @
0 o o = o o . o o ) 0 o 0 &
8 8 B ) #
FAS - 07
I~ OF
]
=]
g
@
— I 09
08
= 001
red Jor Ted a[asT BaIRI] SO0 2y, FieR] IIepERH FRi TaR]

wonemio g A0S — ZATITING — STe3L £C-gY — | 50y — 3s0(] IRy IRFY sKe(] £ WIQIAL “ALI3ag umwmepy Aq ‘spung sruissig

06 @inbig



PCT/EP2021/060004

WO 2021/213945

94/177

Ayuasss Aue T Juaas sy Sumtodar syuedonred jo s8ejusized saousp mq yLre as0ge I3qUIM] 830 5

_ 32007 < QBN Dol 07 53 Duf 55< B 0o 85 03 DoF B0< UG DoV BL 0V o0 0t QA Imad |
_ By ESHE EETNGaknt RS _
(paxapsnunmpy; se) dnoas suraoey
o . oF ‘ Fad o ) o o o>
g SO S S R O S T I S T P S S
& &a@&o@&&a AN A AN @0%@0@%@ & @o&&v o Ve Ta® @ e Va e @ eV Ay
i i ] L i b 3 i i 1 i _.s._
1' 5 o o o o o0 o o o ' 0 o
7 g8 8 T 8
- -~ 07
s e
o
5 oF
o X
a 05
v -0
= 02
= (01
jgcac o@..-!l.acc o o o o o o o 5 o o o |
T 8 B I
[~ O
- oF
o
@
Z 09
- 08
not
uped Jurer ured s[asnY BRTITRIC] BUDTIO A, EnoR) aqoepEal] NBGE | A

uopemdeg L3yeg — TQZYLLNA — STRIX 869 — | 38U — a50( v INFV sLeq L WMPIA K335 wmurely £q ‘Spuasg mesig

16 ainbi4

safmg o ep



PCT/EP2021/060004

WO 2021/213945

95/177

Apanss Lue s wogaea auy Buntodar syuedpned jo sBrjusorad saiousp Teq qavs 2408 T3 QUITLY] 230 8

Eaal EXEE EREDNEEEST RS

_

7 @soq

agaoeld {81 pg) zazerLug
13

(paxnsqmupy se) duory ey
oqaarg (8 pgd cazering

ELER P
.

@&

o) £4z9T.LNE

e U

: EERsE

¢ [

0

£

- OF

I 0%

1380(]

- OF

[~ 0%

- 08

ont

ayts uonoslr sty e un g

Sumems

SSANp

sIMag co-g| rinoxsy aFy

wogrmdeq Syapeg — £ 3sUJ — 3s0( YIRY IAFY SKE( L I LG umurmcely q ‘suon ey 0]

sp3fqug e o

26 @inbi4



PCT/EP2021/060004

WO 2021/213945

96/177

Aueass Lue ua uogoear sy Bugrodar syuedpnred jo sBryusorad sajousp o Yous aange QUL 330 N

el K EXDmyakea IS

nqasud (& og) zagerINg

(paansmunupy se) dnexs Juraes

onaoeg (&4 0g) 79TeTLNE
L

aqaaed
L

{87 0g) 2979 1.LHE

7 #80(]

01

R
ittt et

0

Q

it

08

08

oot

[ #80(]

o1

- oF

09

I~ 08

0ot

s uonoafu ey e Uk g

Supasg

ssaupay

stea €g-9c idnoxn aly

uonemdog Aageg — 7 aseld — 3so(] YIr] PV sheq L MPPIA NS wxep £q ‘suonaeay [eaor]

slmgyocg

€6 aunb14y



PCT/EP2021/060004

WO 2021/213945

97/177

Aimsaas £ s yueas st Sunrodar symedioned jo sBwuanred sapousp req yavs saoqe 12qUmp] 3305

Do UF< EEE Do00F 93 Do6'00« ] Do 8103 D.F A< [RRR] D.P8001 0.000% B %3y

|

Rl Baed Eaantkd s

(paxpsmunupy se) dnoxy aurasey

uonemudeq Aages —~ 7 aseyq — 350 YIeg INFV sde(l £ URPLAY, AL1asag unnapcepy £q ‘uasy sy sAg

el Ry o [
it
B
Ttetetel oF
oStatele
Sedaletel]
ettt
pr 09
- 08
pRtu!
ot
ﬁ v o | e PR |
6
e eces o7
eherasele
f e
o= L op
&
5
- 09
- 08
0ot
Ted ymap umEd a[esnjA LB B0 SR EQELLET MERE g Tohag
sxeax oo-gy idneas 35y

6 2inb14

spalqug yo o



PCT/EP2021/060004

98/177

WO 2021/213945

Amasass A i juass o Sunmdar syedpned jo sSvmaarad sajousp neq yara savae tequmy] ;3o
[ Dol 0P R DoU0F 23 Do680< B o680 %3 D.F 80 BEERD WP B0 U D.0807 BRI |
[ Fapo S wescs [EEE wepop [BEF) PN R Opmwag ]
(paryspunupy sv) dnoxy suraaes

[R050
sediieds

1w

780

o8

3
siaalqug 3o o

v}
-1
@
@

= 01

e d JUoT Ted a[REn IR SN, i) PEpEIH TEneg Tehdg

sxeay £g-gg idoxy 3By
wonemdeg Ajageg — 7 aseq — aso ey INFY se(] £ WNPLAL MLIsag WTKepy Aq ‘SaAg JMUsAg

G6 2inbi4



PCT/EP2021/060004

WO 2021/213945

99/177

Auages £uw v woyarat s Sunrodar syuedpnred 1o aBwyus arad sajousp Teq yave sA0qe IaqUI] 330 b

7 opel BEEE 219a°R B sepor] (BXX PN Bl A

0qas%g (Brl pgl pqz9TING

(paaaysrunupy sv) dnoxg auraoes

oqsaug (31 0g) £979TLNE
L

0qa0e[d
j

{81 pgl qzeTLHg

7 asa(]

i

0

0

- OF

09

= 0T

1as0Q

) !

splMms 3o 2p

-

- 09

I~ 08

001

2318 uon2eluy st e um g

SUTaME

F3APaY

sxe3g co-51 idnexn a8y
uopemdog fayeg

~ spsdqeuy ¢/7 asefd 10 S03(g gO9~ — 250( YIRT IV SKL( L URDIAL AIEIa4ag nmuERely A7 ‘SUOnIesY 2307

96 94nbi4



PCT/EP2021/060004

WO 2021/213945

100/177

Auases Luw s tonawex sy Sunrodar syuedgred yo aBejusatad sajousp Teq 1aes sACqR TAQUIN 130 ]

Rl EZE BTNl IR

(pamsrunupy se) doxy Az

oqear]d
I

{81 pg) ZaE9TLNE

oqaoeg (8 ogl ZaFo1LNE

oqaoed (8 0¢) Zazg1LHE
) ;

I

1

ror

- 0%

- 08

o=
=

1aso(]

|

s13{qug go o5

|- 08

- 00T

3315 UODIRU 21[ J2 UTe g

Sumams

ssaupey

sxesg Cy-gg dnoan Ay
vopemidog fageg

— stsipewy ¢/7 3seyd of siaalng 0009~ - 2seq g Y ske £ unpIm ‘Anaseg umupxepy £q ‘suoneay reve]

/6 @InbBi4



PCT/EP2021/060004

WO 2021/213945

101/177

“fmesss A [ Jueas aty Sunrodar spredpnred jo a8eyuasiad saousp rq UILS RAOQE TAQUIN (330 ]

Sl 0F< BB Do0 0F 93 Jo6'95< BB mob 5T 03 Db U< [ 0oF BE 93 00862 G

FEYEYS

]

el EZN EEDERE RS

(paxysmumurpy se) dnoxs aurasey
& &
“\
e 5
\OMC ’ £ ﬁ?—l\
o _%vc
2 i
& &
0
0
aaTTee
ofegelels) L1 0e
- OF
A - n_w‘ |- 0%
- 08
0ot
0
1 T
- 0z
- o7
o
@
il - 09
- 08
0ot
e Jupop ued SIS BETLET] Bumramo 4, ST aepEsH INBUE g X3A3

sy co-gi snoxy 3By

wonemudeg Aapeg

= StsApeny ¢/7 35wy 10§ S10alqg 009~ - 250 YR TNV sKe( L URPLY, EIMAG umupcey £q ‘suaig auasiy

86 aInbi4

s33lqg yo o



PCT/EP2021/060004

WO 2021/213945

102/177

Aarrsass A T Jueas st Bunredar sprediogred jo s8ejuporad sajouap neq yows a0y qumy] S0 ]

o0 07< EEEEE Do00F ™3 D.68(< [ D.6'8f O3 DoF 8i< PR Do 8L 03 0008 RG]  IM3

Tl BXd B S

(paraysnurupy se) dnoxy surases

= SISAY €7 35wy g 10§ saalqug oOg~ — aso el IRy se( L UnpIsA ‘Areass umwmeepy Aq ‘sasg apuasig

Rl B o |
o [~ 0T
o]
4*&’&*&0;
sttt - OF
- legesl
= :
a
mw 119 - 0o
- 08
2
- 001 B,
g 2
1 0 | o T &
* #
5o o
[~4 e
¥E =~ OF
vl
o
2
" 0%
- 08
oot
e d Juoy umd TSy RIULWIT SURo A, ST AyIepRaH anBETE] IaAd]
sTeI} ¢8-9G dwoayy Ay
wonemdeg Ayapeg

66 ainbi4



PCT/EP2021/060004

WO 2021/213945

103/177

WGLE  8BEIGLE
WS BHENGE

‘uopeneRdsoy o3 Bupes] §1-(IIADD 10 §1-(IAQD 312438 hm sj2elqns sejeopuy

oqesed g oo (8107 TAT9TINA Y —O—

g
w5

N

WSUIE "0 NySIUAS 1L "0 J]

BPRLPLE  TOSHA0Z POEWLST TIPGODE POGII/CET QLSEL/EIZ 06ZET/Z6T SQOLL/99T SALLI/EHT SIEZBLEZD  GOZOI/LG QUE0WEL ODLG0Z/SS OLTIHEZ  8SZIZ0

CHII0S  PLEHEP  SOPWEP  TOSHEP GOTZLGR  SSORLALP  PORCIAP  QRLAT/ER  ZOLLLZE  LLSBLVZP PISALTR  1SBOBE  BOOIELE O0LZINIE PICIZAO
{ 3o Iy sie(

A 0

T 86 16 33 L 04 €9 95 67 43 gt o 1z 71

Gooo

FOO0

2000

o

9100

- 0TO0

FLOO

SNIEMING H]-FLAQ) JO FOUIPIOU] MOETHUILY

00} @inbi4



Figure 101

WO 2021/213945

104/177

£

3 2

& DD D 5 O

Eg_)gnnn%;

3 ko)

goa&»noo o
(o]
d

- (cF) 62 AeqQ
- (zF) zz Aeq
(17 g Aeq
-auljeseq

+(27) g8 Aeg
(%) 0 Aeq
(¥) e Aeq
(e7) 62 Aeq
(%) zz Aeg
(1% g feqg
auljaseq

by R -(27) g8 AeQ
: i-(p¥) 05 Aeg
(¥) e¥ Aeg
- (c7) 67 Aeq
> - B (2¥) 2z Aeg
©EEE-(L7) g feq
Duljeseyg

(27) g8 Aeqg

(y¥) 05 Aeg
(p¥) e Aeq
I-(e7) 62 Aeq
-(z7) zz feq
(17 ¢ Aeq
auljeseg

0 Q¥ - (y¥) 05 Aeq
ofu-o-EET B T-(bF) e Aeq
8 oor—ef—@ "H(cF) 6z Aeq
P @z cz feq
(1) 8 Aeqg

T euljeseg

T

[rereTYTreT [rTeTTTT

‘\g.
<o o
-

-~

104
107

[,-uonniip wnues] sey OSNA

PCT/EP2021/060004



Figure 102
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Figure 103
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Figure 105
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Figure 106
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Figure 107
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Figure 108
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Figure 109
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Figure 115

WO 2021/213945

CD4* T cells

CD8* Tcells

S pool 1

da

120/177

e 3d ¢

ald

1s0d

IFNy BB700

PCT/EP2021/060004

S Pool 2
&

i i
o in
‘(2 ™~
sleo | A0 oyloeds-g

Launjoiho jo soied

S Pool 1

o
‘_O_ P w o~
sleo | pQO oyloads-g
,BUDIOID Jo Jussied




PCT/EP2021/060004

WO 2021/213945

121/177

SRS
FRVT RV
S .82 00
0 en OO LO0O OO
010

~GL'0

-0C'0

agy i

agyd -

G0°0

agy ANdi

Juenied

+

SiP2 L ,pa0 o

T
0
-
o

§
<
it
o

-G10

-02°0

-82'0

ood
Zlood s -1 Hiods vl

& & o~
.00 a9 000

1 ya0 o g usdled

ZL0 -0€'0

g
8
2
ﬁ
=
.
e,
O
v}
£
+
= J
8 260 =
@ z100d § AN4I L jood § ANt

GLL 8inbi4



PCT/EP2021/060004

WO 2021/213945

122/177

aagd ¢l

010

-GL0

~-02°0

3

GL'o
ad

ERENE

L&l jusdied

+800 40

s|iso L

]
o
(o]

G0

o i
W
o -

LI i:
N © <
oo

o o o o o

sljeo 1,800 0 ,AN4| Juediad

-0L'0

€00 ~S10

~-02'0

Z1oad g AN4I

Sii®d 1,802 40 211 jusdled

sijed 1 80D 40,

0L0
| lood g 2T

2

ST L0

| 1ood g ANHI

sie2 1,803 jo ,Z-1j jusdied

L8020 Jo ANd| usdied

1180 L

S

p

GLL 8inbi4



PCT/EP2021/060004

WO 2021/213945

123/177

E N e . Sentens. Bestne i bl 100
LK

H . i
B \ b

1A 80t yyung

T R R e e e =

Hd o

100

6oo

AXLOTISDTY

L0Z0.Y-VIH ‘61 ¢ ¢ juedionied

~dd

| 1RG-Hd

tooo i
112692
TLILMAOTA

e

_o,o.o

. $06-968
AYHORYAAT

t00'0

6ze-ice

JIATSHIAD JAADANAAT JADTMIAMAMA

Looo

«— Jpuginpy ——

SRS oI S D

i
oo
z6-r8 0z V- IT')

LOSE.8-Y1H B o¢ 'z edonied

goe
912'1-80C'
TAMAMATAO

i 1
((8aoio%)
pooo
9G1-8v¥
ITIXTANAN

ZOVZ.v-vIH ‘Bri g} | juedioped

“uﬁ"wm

g e JOUINHN e

o

ald

e

gLl @inbi4



PCT/EP2021/060004

WO 2021/213945

124/177

LELANEG LZ2AD
S ¥ § ..

;

00,84 8240

10S€.8-VIH® 2O0VZ.v-VIHE 1L0Z0.V-VIH WV
¢S LS

€42’ 689 agy |
9l1Z'L-802'} | ¥06-968 - 6TE-lZE 7618
0ZZ'L-+1Z°} 800°1-000'} 9St-8¥y L.Z-69T
00L4-OdY ¥A-VIH  96EANd €Q €95ANE Y¥S¥AO
SV 8 o S B W&
. 3k 3 &
Lo o | 3
x.&mﬁ .maum w
ey S <
v 143 >
58 5 @

C ewnnp ,8dD

9Ll 8inbi4

q



PCT/EP2021/060004

WO 2021/213945

125/177

01 Aep

L1 hep

brigg 19291 INg -~

brigo} zazol NG
brigol 1azolING
Brige 1901 ING =o=
brip} 1791 ING =e-
brige 1eZ9LING -+
01U J8YNg BJOIUSA ==

uoynjip winias

*

MRS
aoo & &
& 0

RO B B VR M
¢ @ W

K]

L

(wuQZzo-0sd) A0V

LLL @inbiy



PCT/EP2021/060004

WO 2021/213945

126/177

0l Aep

L\ fep

Brigg, 19291 ING =o=

6rigo} 24z91INgG -~
6rigo}. 16291 ING
Brige 1azoLING -
6rig) 1eZ91ING =e=
Brig 1ez91ING -&-
050 Jayng BIBA =e=

uonnjip wniss

.g
4 NN
IR A

».{ ml

& N
& &

8n 00T 29

~3

(wupzo-0sy) QOV

8Ll @inbi4



PCT/EP2021/060004

WO 2021/213945

127/177

00Tl

oo

(ETESTESTRR TR TY

vﬂa?w%w .ﬂ«\%t&&v*bﬁﬂéo*‘ﬁuwﬁ,«.t'tm?

29Z9LING  19Z91ING

4]
=957
~2LS
=720l
14114

I O BT I S T TR T

19291ING . jezoLINg

[,.uonnpp wrues]
Jeu 95 NAd

6LL @inbi4



PCT/EP2021/060004

WO 2021/213945

128/177

TOLEUIIIEA IDULS JWI ]

e g1 ogeoeid
measdEaniel  £F 61 L T € 6L T 1 fF 60 U0

Tere it 8 T eret sl 8 1T eF 6020 8 1

i gg ELE oqeaeld

08 0% 0% g%

sread ¢g-co pede syuedonred wpioy

sread ¢¢-g1 pofe syuedonred re8mo g

i i
Lol et
e =
faed F]

-
=
saap3 Apoquue SuizjranaN

i
o
o
L

vV

02l @inbi4



Figure 120
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Figure 122

WO 2021/213945

132/177

PCT/EP2021/060004

N
=
B
aa]
[T
@
-
= ©
N
S
| i | | | |
@ { - ) [ e ] o & o S
< N «©0 o0 < N L
(o o -
05) NAd



PCT/EP2021/060004

WO 2021/213945

133/177

9VASA padfiopnasd
Z-NOD-SYHYS

9-ASA-IUE +

<
®

Raddaddad

\
S ¢-ACD-SHVS

S Z-A0Q-SUVS
Buissaidxae s||90

piwse|d uoissaidxa
S-¢-A0O-SHVS

10103A QVASA
pajuawa|dwos 9-ASA

9-ASA

€zl ainbig



PCT/EP2021/060004

WO 2021/213945

134/177

snaianopnasd ayids
LT T'8C-N0D-SYVS

sniinopnasd ayids
UBYNM Z-A0D-SHVS

+d49
mow vﬂ 32 ] ma» u.a“ m»ﬁ L m.w« wﬁ
Bkttt - rznlitrio fusiis Banid it st Etm F YT Yo
”&xem - A0S
%ZS9 e F %S6°L B %0 [
- NOS1 e H0G1 A0S

V-0SS

IO

yZ1 ainbi4



PCT/EP2021/060004

WO 2021/213945

135/177

Zaz9l1Ng bripg
jsoog

v

249z9LINg bripe
auild

v

|
(44

L Aeq

GZl 9ainbi4



Figure 126

WO 2021/213945

136/177

0.76

@
Ao
i
—th® . \Median
A ® z ®
®

PCT/EP2021/060004

B.1.1.7/Wuhan ref.

f ] | T 1
w e w <o v
o - - O

N

051 NAd jo oney

e
o



Figure 127
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Figure 130
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Figure 132
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Figure 134
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Figure 136
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Figure 138
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Figure 139
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Figure 143
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Figure 144
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Figure 148
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Figure 150
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Figure 151
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Figure 152
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Figure 157
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Figure 158

WO 2021/213945

Configuration B

168/177

PCT/EP2021/060004

iv)



Figure 159
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Figure 160
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