Figuwo 20197243537 1722 PCT/EP2019/066398

[==]
X r'e
l\. F
=) <
(=) ?_v-
e
Ly
z_-r- m h 4
St =
« £ £ &<
® 2 - S ® © F &
=
ALIAD (o;,) uoIsIdAuU0))

ML e e e

50K 100K 150K 200K 250K

e _
T e % 3 S 8 &8 § <&
m -y
(%) Anpqerp
BI(J/IAI che o
< peo(/aAr'] o



2/22

Flgl]WO 2019/243537 PCT/EP2019/066398
CD40 CD70 CD86 PD-L1 CCR7
\
o 07 108 0t 10° 10% 02 100 0t 100 0 107 107 108 107 T 1t 100
500+ 500~ 4001 20+
= 400 ° o
E o 4004 o 3004 © 454
[+]
4 3004 O 3004 T
< 200- 20 200+ o
a7
100- 104 3!5 100- 100 5
oGo 50
1 —— 1- ] — l'm 1-
HLA-DR HLA-ABC DNGR-1 CDS83 CD14
4/\ ‘k
i
T 102 10 10t a0 02 100 A0t 100 T @ 00t 100 0 0 0t 10° ,a. oW w0t 100
5000+ 400+ 80" J00 1.5
— o o
= ° 200+ o
Y 30004 o ° 134 o
g 00{ T 401 ']Q
T 20004 124 ©
&~ 1604
1004 30
1000- I 20 1.1
° ° lodo
1 1- 1 1150 1-




Viability (%)

3/22

Figuwo 2019243537
*
1007 100+
801 §§ 804
60 £ o]
40 5
- 40-
z
204 S 20 ~
u T L 3 T .
4d DCs 8d DCs 4dDCs 8d DCs
CD40 CD70 CD86
1501 * 50 1500
ok
1254 <0 1250
1004 10001
304
754 7504
504 21 500-
251 101 oS 2501
14— r 1A 1
4d DCs 8d DCs 4d DCs 8d DCs 4d DCs 8d DCs
HLA-DR HLA-ABC DNGR-1
5000+ 2009 2~ —— 40
4000 1504 0
3000
1004 201
2000
1000 50 10+ 8
1 . r 1 . . 1 . .
4d DCs 8d DCs 4d DCs 8d DCs 4dDCs 8d DCs

PD-L1

10001

800+

600+

400

2004

4d DCs

4d DCs

PCT/EP2019/066398

8d DCs 4dDCs 8d DCs

CD14

b

8d DCs 4dDCs 8d DCs



PCT/EP2019/066398

4/22

Figuwo 2019/243537

008

~000T

FO0ST

0007

~00%T

(08

-~ 0% - (e -1 (001

I'T-dd 9800 0LdO orao



PCT/EP2019/066398

5/22

Figuwo 2019/243537

rd

¢d ad

1 0a

AKesse uonezre[od [[99
JdRY- 1, d19uwddoe Jae)s
pue sH Yysa.Lf ISdAICH

A-NAT TW/N000T +
V1dIA [W/3Ng 7 +

UoneINEBA

-1y [w/Ne001 +
ASO-IND 1W/N10001 +

31NN IJAI0UOW LIR)S




PCT/EP2019/066398

6/22

Figuwo 2019/243537

(%) SIPY-L +HAD Jo Louanbaayg

(%) SIP-L ++AD Jo Adouanbauay

RS

P11

Hof

i

il

A-NAT

00

k08

=001

(%) SIP-L +¥AD Jo Aduanbaay

(%) SIIPI-1. ++AD Jo Lduanbauyg

o

SO 4-NAT/ VIdIN [l
sOA VIdIN @

sOA A-NAT Bl

sD dImewwl 7]
sHqou ]

YNM S[PI-TL, ++AD
-QUSHA) dPuIZoY

Ob 01

%0°0

%10 L0 LT o
SO A-NAT/ VI + s damewmuy +

S[I93- I ++ D) dAd1EN

SII9-1 +HdD) 43N



PCT/EP2019/066398

7/22

Figuwo 2019243537

$OA P8 sOA Py
F A

+

N 4499

Mey) )¢ iy .
MeY) 1)yt 3
dd Bye Hy O

IHIAL ADEPY

A P8 SOAPY

Tl

Y dAD9

(%) Anpqeip

JO 338U G

24 +4d-V'IH H11dD

! |

<

T
(=4
™~

LY
o
<

3

 —

=001
0L 0L 0L 0L 0O
PN TV FUCESIRN TR IR WU MTTN RARRRNN TITI SEWa A 1] 1]
Fios
L Moot
- oSt
RREES L M00Z
YL'CL . 05z

—_—0
-02
S |_| -0y A
* =g
W Lo <
S 3
~ -08
e
~001
d499
OF  ,0b 0L 0L 0
PR TV [P IPPURPINN FPTPY PRI 1T e o 4]
%€°0 L Mosz

sOA dd - VNYW d499

$OA dA-MO0N

V-OSS



8/22
PCT/EP2019/066398

Figuwo 2019/243537

sOA P8 sOA Py

0
[¢]
o_o 00T
.F L oo
=009
[+]
- (08
(0¢-d1IN)
0710D
sOOA P8 sOA Py
— g 0
o L00ST
000%
00SL
o] 0000
=008 T
(d1-d1IN)
4100

(Jw/3d) uoneyUIIUO)) :sIxe- X

sOA P8 sHA PP sOA P8 sHA PP sOA P8 sHAPY
1 * 0 —00 . 0 —uo . 0
o L000ST o o Loosz
00
° L 00008 .ﬂ. : w L0008
0008 M L0001 ._. L00SL
000001 o L00001
o L00S T o
L 000STT L00ST1
e L0000ST L0007 L000ST
kP
@YIAAN (01-dD (0€DTN)
LT'TDD (1IM19)', 6'1DXD
sOA P8 sHOAPr sOA P8 sHAPY sOA P8 sOA Py
—go———TT° 10 go————°
o
Los LosT
L000s o
d, © | toor Loos
P Wu LOST =O%L
o L 007 o L0001
000t Lost ¢ Lost1
(1-dTIN)
€100 01-T1 A-NAT

sOAPg sHAdpy
o . 0
00 0007
M =000t
| L0009
o]
-0008
(SAINVY)
S1DD
$OAd P8 moﬁ._ | Y 7 i
0§
o]
00T
LOsT
1
o L0017
o]
Ji¥4
0LdTITI Vv



PCT/EP2019/066398

9/22

Figuwo 2019243537

0 #Ot <0 PRy g0k 0 0t
; A %0°0
o= o=
+ o + @
=g "0t =2
2 e 29
® N 0§ X ™ .
' e * Loor o8'8L["  %60°0 Yb'ST
x SO PIA SO Ou M
0111 A-NAI SIP2-L +@D dA91eN SIP2-L +@D dA31eN
SOA dA-VNIW dAD°
sHq ou [
YMM SIPI-L +PdD
-QUSFAD dPudsoNy J
Uy + vrd ra €d a Ia 0a
“
< > _ _
sanoy ¢

SOA-dA Pomvy) YPIs sH( danjewt A-NAT TW/N000T + -1y [w/noeoor +

Kesse uonezriejod [[32 UONEALISIAORD | | 1 oe vodoapoape | | VIAIN TW/BMST +| [ 4SD-IND 1W/10001 +

JAPY-], dudSoE yIe)S od pue )soAIeH uoneINRy dammd AyLd0u0M JIB)S

d




10/22

PCT/EP2019/066398

sO@ paspnd apndad [-LIVIN +

Figuwo 2019243537

%8I

k0
01

0

SIRI-L +8dD

GO

TR T

%6’

14}

0

SOA 44 — VNYW [-LIVIA +

SIPI-L +8dD

%E°0

-0t

SOA d4 — VNYW 499 +
SIP-L +8dD

8dD

sOA pasind — DO +
SIPY-L +8AD

JJWRII,



Figuwo 2019243537 11/22 PCT/EP2019/066398

Granzyme B

£ & £ = = =

S & & = A

T

(%) SIP3-1. 48D dy1ads
1-LIAVIA Jo Louanbauayg

N
+*
Z * s
= %
[
g2 8 8 § &
Lo
(%) SIP3-1, 48D dy1ads
1-LIAVIA Jo Aouanbauayg
&)
<
o=
> 523
. s 2
£ = = HE
s S ON-"I :-
= 5”" : Z.&%
i) = =Z E &
= s  SE-=
5 =
= 685mmm
. ok
é ¥ Y —y - g gzgéé
" o st 80 sooom
(%) SIP-1L +8aD g =E 2
a'a) Jo Auanbaay <




12/22
PCT/EP2019/066398

Figuwo 2019243537

o A-NLIT pue g QWAZUBIS JO UOIJIIIIG

STLLD PRjeAldR U0 LETAD PUB BLOTAD
TImo peoy
A
- 1

®® g~ _ |
N

P

-

S[[99 193.18)
pasind-apndad
¥ ezuonpu

e LETAD
- T BLOTAD

e

v\ VNIW [-LIVIA

P 0

S[[99 393aw)
pasind-apndad

@& I"LYVIN

7

STLD S[IPY-L +8dD VNYW 4499

S[[99 39348} ON

\4



PCT/EP2019/066398

13/22

Figuwo 2019243537

%L'81

sOd paspnd apndad 1-LIVIN +
S[92-L +8AD

%S°T1

SOA dH — VNYW T-LIVIA +
S[P-L +8dD

%¢€T

SOA dH — VNYW 4499 +
S[PY-L +8dD

sOA pasind — DO +
S[92-L +8AD



PCT/EP2019/066398

14/22

Figuwo 2019/243537

paspnd apndad : g4

sO@ pasind apndad 1-LIVIN R
SO dd — VNYW [-LIVIA BB
$OA 44 — VNYwW 44o° ER

s pasid-3 DO B8

sHqou

IPIM S[PI-T, +8(@D sSnoSojoany

<L dd I-LIVIA 7L dd ezudnguy ¢pLou

& %k

£

+/+ LETAD BLOLAD

T
=
e ]

1
=
i |

L
=
-

(%) SIP-L, +8AD JO

Ayuanbaayg



Figuwo 2019243537 15/22 PCT/EP2019/066398

[J TNF-o/PGE2/IL-1p/IL-6 DCs
TNF-a/ PGE2 DCs

-
-3 -] 1=
< < o
i L 1

Conversion (%)
[
<

Viability (%)

harvest harvest 4 hours (hours 24 hours
after EP after thaw after thaw

CD40 CD70 CD86
100~ 3001
. o .
£ £ 2
3 c < 1001
~ ~ &~
. ,, 1 | e e
harvest 0 hours 24 hours harvest 0 hours 24 hours harvest 0 hours 24 hours
after thaw after thaw after thaw after thaw after thaw after thaw
CCR7 HLA-DR CDS83
6= 1000+ 80
5+ 8004 —
E = = 60
s ol = 600 =
£ 4 2 40
[ L &
o~ 5 ~ 2004 & 204
1 L . , 1 , | ” ; . |
harvest 0 hours 24 hours harvest 0 hours 24 hours harvest 0 hours 24 hours
after thaw after thaw after thaw after thaw after thaw after thaw
¥
A % eGFP ¢GFP MFI
g 100+ 30+
E 804 E
L s % 207
= £
O 404 é
S
S 20
=)
g |
= 0 |
E 4 hours 0 hours 24 hours 4 hours 0 hours 24 hours
& after EP  after thaw after thaw after EP  after thaw after thaw



Flgl]WO 2019/243537 16/22 PCT/EP2019/066398

| PD-L1 TNF-a/PGE2 DCs
5000- MPLA/IFN-y DCs

Relative MFI

Harvest  After
(d4 or d8) thaw



PCT/EP2019/066398

17/22

Figuwo 2019243537

(Tw/N000T) A-NAT pue (Tw/3ng‘7) VIdIA $InoY ¢ ¢p-T11/ ASD

dI-MM0S dA-dXd

dd-UoN

Tu/SAAd0uoW 9QIOX]
Tui/SAd0u0W QI [X|
TW/SAAI0UOW 9I()[XT

koot

Suimey) pue uoneAIdsdIdoLrd 1dyye

(%) Lnpiqer

‘o~ 11 TW/N000T ‘ASD-IND TW/N0007 G

=11 TW/00001 “ASO-AD TW/N0001

$-T1 TW/010001 ‘ASO-IND Tw/no00l [

dI-M0S dA-dXA

d7 19))e sanoy

-IND m%&ﬁ € P2an)md H(q yoys

dH-uoN

(%) Anpiqeip



18/22
FlgllWO 2019/243537 PCT/EP2019/066398

Donor 1

g 1007 oGP
< 10?1 801 |
D b |
o = % 90.4
™ 5
: °\° 40
L. 01
Vo 201
0 200 400 600 800 1000 0 10’ 10? 10°
FSC-A: FSC-A <FL3-A>: eGFP-A
Donor 2
3
10 N
: : ' ' ’ 100 | eGF|

% of Max

’ aliv‘e”
e S na e S B &1 )
0 200 400 600 800 1000 10 102 10

0
FSC-A: FSC-A <FL3-A>: FITC-A




PCT/EP2019/066398

19/22

Figuwo 2019243537

Suimey Joye awn
Hb He HT HO

[

/*l-“-‘lﬂ'”"’o

%0
%01
%0T
%0€
%0v
%0S
%09
%0L
%08
%06
%001

Alanodal y,

uoneasasasdoAsn-aud sa meyl A1dnoda1 % ) d3-T-LYVYW g Jouon

Suimeys Jaye awn
HY HZ HT HO

P/D

Jsby—t—

51 WOO0)—@—

%0
%01
%0C
%0€E
%0Y
%05
%09
%0L
%08
%06
%00T

uoneasasasdoAsd-aud sa mey)y A1sA033) % 30 d3-T-LYVIN T Jouoq

Alanodal 9,

Suimey saye sw
HY HZ HT HO

o/.,»/

%0
%01
%02
%0E
%0Y
%0S
%09
%0L
%08
%06
%001

Suimeys 1aye AjigeIA % Oa d3-T-LYVIN i Jouoq

Buimeys 1aye swn
HY HZ HT HO

— o

—

Suimeyy Jaye ANjIGRIA % DA d3-T-LYVIA ;T Jouoq

%0
%01
%0T
%0€
%0t
%0S
%09
%0L
%08
%06
%001

Awpigein %

Aujigein %



WO 2019/243537

Figure 13
A

Viability trypan blue (%)

W

Rel MFA1 CD14

100+

Massa DCs Midrix DCs

Massa DCs Midrix DCs

Rel MFI CD83

20/22

Number of living DCs (x10e8)

250+

200+

150+

100+

50+

PCT/EP2019/066398

Massa DCs Midrix DCs

Massa DCs Midrix DCs



WO 2019/243537 21/22 PCT/EP2019/066398

Figure 13 - continued
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Figure 13 - continued
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