PCT/US2017/057269

WO 2018/075693

1/38

e B

21

fgure i



PCT/US2017/057269

WO 2018/075693

2/38

ure 3

e

=

Yber

toe



PCT/US2017/057269

WO 2018/075693

3/38

T
RN

N

N

T,

e
P

gue 3

£



PCT/US2017/057269

WO 2018/075693

4/38

$42

£3d

i e i e i s W,

s

Figure §



PCT/US2017/057269

WO 2018/075693

5/38

R N

o, e
COSIRRIS s

o

7
k4
s
s,
4
3
e
]
b P
Wi =
R -
R
- e
Pl
[
3% gy
b 3.
i H
3 4
£
7 “
7
\ z
g
[ .
e e

N N

KR ONPAPERORS

Figur



WO 2018/075693 PCT/US2017/057269
6/38

Pgre 6



WO 2018/075693 PCT/US2017/057269
7/38

Figure ¥



000000000000




PCT/US2017/057269

WO 2018/075693

9/38

4}
54

o d

2083

Y

0k

93

7

!

g

4 e

s

“f
?

S

RNH

SRS

%
[+33

s
£
g
o7
1443

£
G

igure 84

ko
R
¥



PCT/US2017/057269

10/38

I 7y e
5% 8% %41
pe£d w oy

s

s

n..u\ ik ey v

) o crR} 3ot

% gl %1 o)

o L 53 gy

x\\n\ W\. v ek

b o0 s Ly

\\ TS e L e

et o s 3T

’ o KR NEe
5 5

o - o i

ot o gl s A

53300

a4 a4 AT

igure 88

~

b

WO 2018/075693



WO 2018/075693 PCT/US2017/057269
11/38

G813
T
{
e
K3
¥
{
and

244
Lo
¥

520,
254
ol

R T L T T

o

R RIS RN A B Y,
SRR P TO RN

LR R R CHG Y, QAR beed GEJ T BTG

oo

Q86 e

SOR N2

3 O TEER A
R

(}
GIFIGiHIg |

8
&
i

408 P

R

RV TR SRRSO

hes
€8
%

Fgure 8¢



PCT/US2017/057269
12/38

WO 2018/075693

o fed B &% 531 i

4 -

bt

(o3 o
%3

e

i prnny gunn ~
H ; H

wilh f » ” /

7 it I U ; H 545

it ¢ i G / 3

g H 73 i) i 7
H H
/ H

1 L gl -

iy

= ; e “
o o o
) 25} 1% i
e L) i 7
o ot} Lt ot
gk <71} b 4
..H e B Panas
< ok i i
o e et ok
Za 5 B )
7~ »

CIE A o
o, ns] ot o
£ o 2
2 i, 3

igure 8D

~

b




PCT/US2017/057269

%

13/38

s

e

R

75 s e e
= W o W\w %
o & o ﬁ, Gk
LH
7%
25
N
70
gl
£
P " BN
i .
rerd} ot et
it 2
233 0L g%
rge3) 35t vk,
(A g
S s vt
£ g firng g
"} et et o4
&% iy e
s S350y {24
2 i i
o teaiiieg) £l

WO 2018/075693

igure 8t

~

b




PCT/US2017/057269
14/38

WO 2018/075693

e
e
s

24
RX 2
75 -
o
daact 2
i
2y -3
7t 5
e S o
et 2 MH.M st
s s
ma b

s A.Mtv
s kel
“t 7
193 £
e L9 3
ook

b
e

EEAN
&

M

pEERE
£

§

1053
1

igure 1B

~

b

W

3

TN T N ————

RE

3

3 ;g =Y

=3

I8

ELEANRRL DRI

HONS




PCT/US2017/057269
15/38

WO 2018/075693

-
3 40 o3
o 17 W
Kt A et
e - w3
P
P
%7
o
P
£ )
s e
v o i
- C ond o o
: CR e ]
4 ] A ek
4 e
.
o
ot
< ey
ik hd
o
o] @
i e
X e o
brord “s ik fnnnd
o o
oo’ i Y
e raal L28
ot
* 4 i
c o
» v
g o
] <]
e v
- s -
25t P
5o
et

gure il

o
b

s




WO 2018/075693 PCT/US2017/057269
16/38

Fgwre 1234

3
.............................................................. rm————
1302
Figure 128
123 125 E ST S W REY




WO 2018/075693

17/38

. TG PR i RN
Reomsrisarides el

Figurs 130

R Ry
DRRRTNRENG GR 3 A

S SR RN N

PCT/US2017/057269



PCT/US2017/057269

18/38

Figure 14A

WO 2018/075693

Ll
3
k4

e
s | A.&
.

Ampificates

£ : w.

4 . ;

% ; ; ;

S prudde ¢y
N@ 4% oy
b

ou3t



PCT/US2017/057269

WO 2018/075693

19/38

igure 1%

ko
R
¥



WO 2018/075693 PCT/US2017/057269
20/38

S .

Fgure 16



WO 2018/075693 PCT/US2017/057269
21/38

1738

1701

1735
. \'.-.
I?QQﬁ\%

< 1720

1725

1715

}?ié

Figure 17



WO 2018/075693 PCT/US2017/057269
22/38

Figure 18

1806
1804 :
1808 | 1812 ] SRS 1816 |
)
 §
1803
Figure 194
Ty, 10204 13014
{{‘?\-@% §
A e
18024
¥
Ay 19904 19034
S‘%‘i’iﬁ;; i
MRS e s [rGTGRE " [1oosafisizaligins |
X
19228




WO 2018/075693 PCT/US2017/057269
23/38

‘Figu re 1498

19508
19258 19528
! v
8 R e S N N AT P LT
f‘},v,;. SETTTERCRRETT 1‘9@33 5
19228
¥
—— 19548
.19223&35118&&1812 [1810]1815]
& Lo \ TR [I000R | 8
19228
i 18568
5 [1808[1812 [1B10 1815 -3
3 = fadntm PHTIT [ oo |5
%
19728
¥
. — T 19588
255 [1808] 1812 810 18165 :
£y 0T % FITCTEEY (19008 | 57
%
192328




WO 2018/075693 PCT/US2017/057269
24/38

Figure 20

K""i}z ]
Ft s g
SASARN . &

2016 (2014 |

Q.
"‘f/f'e‘

%%@mwf\“:lawuwﬁwh&ﬁm 2008 12012 2010
(2016 12014 T L2008 {20172 120180

2022

Mg, 2020 2002

o~

.y
2
54
o

2003

2016 2034 2008 12012 2010
2016 12014 2008 12012 12010 |

2004

12016 12014 {000 e 2008 12032 12010 |

2005

2006

3007 73008 13011 S e S0, 3513 TG




WO 2018/075693 PCT/US2017/057269
25/38

Figure 21A

i L S F : i el
35 10605150 200 300 400.:: 50076001000 :2000 10380

Figure 21B

T3k duplex, inner_ 1tol

A0+

200

5 g Re fonL :
35100150200 7300 400 500500 1000 2000 10380

Figure 21C

il [ : iapo . [ T EEEEE T_3k_ch2_duplex_ltol

400

207

S .

108

e

[+

$igqi0n 1

35 100 200 300 400::500 :::::700 2000

10380 {bp]




WO 2018/075693 PCT/US2017/057269
26/38

Figure 22

EHEY

......

12000 celis

&O00 cells

3000 cells

RRRRY

35 100 150 200 300 400 50D €00 1500 2080 1633 [hpl



PCT/US2017/057269

27/38
Figure 23

oY

WO 2018/075693

£

<L,

£
[




PCT/US2017/057269

WO 2018/075693

28/38

Figure 24

R

32 g 3 TS0 ot \%‘

5Q

16uMy T

QUM S TS0 D
AuM & TS0
32 oM 5 TS0

aise

1uM 5 150

5

2 uM

QUM S TS8O




33, BUHE LB

3
130 {¢

PCT/US2017/057269

29/38
Figure 25A

S
{i¢

....... — -

R
160

. 5 §
\ w ,m §

100, 200 uM
20 UM

¥
&3

e

¥
0

WO 2018/075693

200

100

20



WO 2018/075693 PCT/US2017/057269
30/38

Figure 25B

Yovk, RaM {sud}

3 ® k3 3 b ¥ 3 TN 1y 3TN 3 Ly
3R i W0 3P0 400 W0 P00 W0 10380 fopl




WO 2018/075693

Figure 26A

31/38

¥

Pl

Gk W

k. duph

7

G

+ 3 7 " B o
B A NS PR
2 B Y : B
s X i
K R &

e

PCT/US2017/057269



PCT/US2017/057269

WO 2018/075693

32/38

Figure 26B

10380

2000

700

400 500

300

200

Q0

&
3
&

\\\'. X
-



WO 2018/075693 PCT/US2017/057269
33/38

Figure 27A

P7 only

TRA-V1 only
TRB-V1 only

Figure 27B

TRA-V1/TRAC inner

TRA-V2/TRAC inner

¥
»
v
-
".."?’//////////W/

1 T T LTI "
3% 10 2020k a00 SO0 DG EORED feul




WO 2018/075693

PCT/US2017/057269

34/38

Figure 27C

MR L
-----------

B
~~~~~~

TRB-V1/TRAC inner
& 4

R AR A e

TRB-V3/TRAC inner
é—'/ TRB-V2/TRAC inner

\

L

e




WO 2018/075693

35/38

PCT/US2017/057269

Figure 28A

s
&

P
7=

=

200uM P7+a in

3500100 150 200

3000 4007 5007 500

1000 2000

10360

Figure 28B

IR

200U P7+b_in

109150260

400 560 600 1000

2000




WO 2018/075693

PCT/US2017/057269
36/38

Figure 28C

200U —p TRAC v1/TRAC inner

100 150200

300 400 500600 1000 2000 L0380 Top]

Figure 28D

200uM

TRBC v1/TRBC inner
_'.i — —

«—SuM

35

100 150 200

300 400 SO0 600 1000 2000 10380 {bp}




Y67 2undig

PCT/US2017/057269

37/38

A R TReEsE o4

TN

i AR

et

G
vvvvvvvvvvvvvvvvvvvvvvvvvvvvvvv NN 1 A
¥
;
2
;
%
5 AN 111/, 0000
B R AN TN,
3 21 e IR, T 5

5 RN L

Vo e 4 SRR

R

RN

HH
SR Y YSHAVTANY,

DEL IFNDE TpESE
\\\\\\\\\\\\\\\\\\\\\\\\\\\\%\\\\ g

kg7 AGH )
¥ \\..\.A.\\ERN\\&%\.«..,
; e
B R ﬁ”&.\

e i
Tl LA Ry LEL IAROE TRRSE sk gy

WO 2018/075693

{YNQ2 wioy 3024)p Hng) Juswiyoiiug 3s8ie] SIAIO Ul uoidUosuRl] Ssi9A8Y



g6 24814

PCT/US2017/057269

38/38

CRL I DE TResY )

B A

; BREEET KT,
G I HIE

SRR/ 277720000004
i

e s

AR 43R

dnuesy

Eeisssssssmnmssaniiii e

g N, i

E TR E
“““““““““
W\\\\\\\\\\ 2 R 11 s
g A e 2 BT
AN 2 5557
uoeIuTgely
00 i A M
NI W
L a2 o P

TIBAIAN
SO
K

TR ik

o O%: WAN3E Tredy

G700 7 :

N

WO 2018/075693

juswiysLug 388 wmm; OSL e e 1eRad

uoiesidwy YNGD




