PCT/US2021/017852

WO 2021/163477

1440

Y1 a4ndy

uopemndod gao AJUD

isresesecsen

PRSTREEEEbES

€1 G4 tEA+ (A 14
424 2688 ) 735 <Y . B
HER 423 iz 24 B2 21678 ¥EL
(4% G4 +E4HT 14

qdgiv

1A BN 5V



PCT/US2021/017852

g1 24ndi4

2140

A B9

ye

A DAL SV

gdiv

&g 8% '8 58%

WO 2021/163477

5190 SAljOEal ﬂwmmmw\,\\\\\\\_\



WO 2021/163477 PCT/US2021/017852
3/40

& b
ot -
R =
=
& o
L3 =
= =
N o
8 -
] =
D
]
=
P
O U
L]
[$3]
1
8 5 &
> =20
< g Ry
o
=
R0y
=
L
& -
= &

gdivy

RAS LPWT



WO 2021/163477 PCT/US2021/017852
4/40

.98%

2.82
474

%.88%

OX40
Figure 1D

2.82
47.4

.32
1.81

444
%4.5

RAS LP G12V



PCT/US2021/017852

WO 2021/163477

5140

YT 84n38Hd

1w 7y
5t e X
g i e 15 2w b ossw ] T
e was se Tus 5% £56 s w5k
LY. 523

o e Wt s

WO s 06D 509 58 W PoN] &
187 e 3z
s TR vit

5% s aHD s4rs G W

EEHL

43

[ ELE

q41iy

£0¥ SO0

20% SO

SO0/ E00/a017
T4



PCT/US2021/017852

WO 2021/163477

8/40

g7 24ndiy

OPXO

gdiv

#EZ %08 2% PZx4 82
3% £4'% 443 %4

£33 #we f224 2% i3 M Exs we

25 L35 HLE B we o8 8%
28°% 258 P A ¥54

Qi 5% BLY i ane'n g PA X

252 #E 283
L858 222 §ek

W
3589 H 5 e 344 %3y #9'¢

dTALLE

g 3N

L0 500

e0V SO0

e OSTEL Y
T4



PCT/US2021/017852

WO 2021/163477

7140

AUG | e
REAT/EQD 4
W AZLD e
dTAZLD -8

d1 1M e

€ 3ngid

uBu apndad papeol

N

ANZ] - uoljes

x

L b4 7L L6EY

~00%1

- Q00¢

- 0052

s{ig2 pogsiode



PCT/US2021/017852

WO 2021/163477

8140

TAUSRI NS
LO-G5.H
PO LAY
LOE0.Y

(800

. ¥

s

Y 24n8iy

wyBiu apndad papeo

s Y
& &

4.

rase
“rtire,
Srttres,
oer,

\\\\\\\‘\\i\\\\\\\\\
Z \l\\\\ ” Lt 10000701010y, »
G 05010001 02, »
W Attt 0081252010110 \\\\\\ csra o
G011 800 11015001,
i srress

2 \\\\\

ANA] - uoneIL JW b4 UL 165V

- 0%

- 3001

j80 pogisiody

-00%) @

- B00E



PCT/US2021/017852

WO 2021/163477

8/40

200D -
LO'GSE A
LOL Lo e
LOE0Y -8

iS00 -a-

g 24n8id

By spndad papeo

\\S\e\\\\\

AN - uonelL T AZLD Ld L 1BEY

- (05

- 8001

- (051

s193 pagisiods



PCT/US2021/017852

WO 2021/163477

10/40

FAIN I RO I &
LOGS.E
LOLLY -
Vel -8

L8500 -~

O 24n8id

By spidad pepeoy

ANAL- voBRRLL o7 LM L4 L L6EY

- (0%

gt

- G081

- (007

sier pogiswody



PCT/US2021/017852

WO 2021/163477

11740

o1 LA -
ATALD we
TN AZLD e

(p 24084

juyBu epndad papeoj

3 ’
™ i @
@f @@ @@ Q@
o M ,ﬂ n mw
§ \§ﬂ s, Q
sy,
- 005
\\:\\\\\\\\xx\\x\\?\{\\xx\x | m@& w.
@5?}535«35 \\&
T |
. 3081
&‘
- (007

ANGL -2800 paIdesuRs 201100 UM uoneily L4 1L 16EY

20 yegsiodg

@



PCT/US2021/017852

WO 2021/163477

12140

Y 84ndiy
juyBu
) N
O . “ o o
fﬁ fmv fmﬁ “ ﬁwax 9@ 0& .“quw
3 § 3 8 3 3 Z 3 mw
i B
- 305
- (00
.\,s.s\.,....\\ %
QZADICAD - gy [O0EY
AN AZLD e )
YLAA N e
- 002

ANl WOL BL L6EY

sije0 pog/siodg



PCT/US2021/017852

WO 2021/163477

13/40

g5 24ndy
By
X % o o
& > o o R & &

- % B 4 e 3 o &

. 07

LU/ EqD/miAzoudwAt [JuneD 5ovy - Oy
(9

GTOED - ¥
BN ATLS e Yooty | OB
Lin SN e
8oL
200 -H¥3L Bl 16Ch

+QPXCHad P



PCT/US2021/017852

WO 2021/163477

14/40

HOLW/EaD/a3A%04dwAT [BuleD SOV

goaoiedn -
AW ALLD 2
Pish N e

06 24ndiy

puBu
N
e.@ . ) & @&
. f& . o o o &
, ~ » , , : 8 ]
oo mw ® ) @
W s .V\\\\\\\ \\\\\\\\\\‘\.\1\ . | Mww.
\\t\:\\\\\\\»\t\.\ﬁ\
\\\.\\\\\\\\o
s
i
Aw\& 2 m.w.
k4
o 3%

YOO - €01 BL L6EY

QPXO+E8LF%



WO 2021/163477 PCT/US2021/017852
15/40

Figure 6
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WO 2 Y NATIONAL SEARCH REPORT PCTIUS2021/017852352

Box No. Il  Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet)

This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons:

1. |:| Claims Nos.:
because they relate to subject matter not required to be searched by this Authority, namely:

2. |:| Claims Nos.:
because they relate to parts of the international application that do not comply with the prescribed requirements to such
an extent that no meaningful international search can be carried out, specifically:

3. |:| Claims Nos.:
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box No. lll Observations where unity of invention is lacking (Continuation of item 3 of first sheet)

This International Searching Authority found multiple inventions in this international application, as follows:

see additional sheet

1. As all required additional search fees were timely paid by the applicant, this international search report covers all searchable
claims.

2. |:| As all searchable claims could be searched without effort justifying an additional fees, this Authority did not invite payment of
additional fees.

3. |:| As only some of the required additional search fees were timely paid by the applicant, this international search report covers
only those claims for which fees were paid, specifically claims Nos.:

4. m No required additional search fees were timely paid by the applicant. Consequently, this international search report is
restricted to the invention first mentioned in the claims; it is covered by claims Nos.:

1-50(partially)

Remark on Protest The additional search fees were accompanied by the applicant's protest and, where applicable, the
payment of a protest fee.

The additional search fees were accompanied by the applicant's protest but the applicable protest
fee was not paid within the time limit specified in the invitation.

|:| No protest accompanied the payment of additional search fees.

Form PCT/ISA/210 (continuation of first sheet (2)) (April 2005)




Intern

WO 2021/163477 PCT/US2021/017852
INTERNATIONAL SEARCH REPORT PCT/US2021/017852

Box No. | Nucleotide and/or amino acid sequence(s) (Continuation of item 1.c of the first sheet)

1. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international search was
carried out on the basis of a sequence listing:

a. forming part of the international application as filed:
in the form of an Annex C/ST.25 text file.

D on paper or in the form of an image file.

b. D furnished together with the international application under PCT Rule 13ter.1(a) for the purposes of international search
only in the form of an Annex C/ST.25 text file.

c. D furnished subsequent to the international filing date for the purposes of international search only:

I:l in the form of an Annex G/ST.25 text file (Rule 13ter.1(a)).

D on paper or in the form of an image file (Rule 13ter.1(b) and Administrative Instructions, Section 713).

2. D In addition, in the case that more than one version or copy of a sequence listing has been filed or furnished, the required
statements that the information in the subsequent or additional copies is identical to that forming part of the application as
filed or does not go beyond the application as filed, as appropriate, were furnished.

3. Additional comments:

Form PCT/ISA/210 (continuation of first sheet (1)) (January 2015)



