WO 2017/192434 PCT/US2017/030375

14

&
(MR
o LAY
N e
44
b 8p*

gpi20

514812547 s 56
ol redesign
5-8

Rational redesign of HRT N-terminus e

ASG1C TH050

Step 1

& Energy Design
R —
- i Wla b ‘ Energy vanking
copeimenal | § 378 POURERNE | L
evatuagiion 5 4343211 PEDLVLIV

SUBSTITUTE SHEET (RULE 26)



WO 2017/192434 PCT/US2017/030375
24
gpdl
& ; A \
, , gp120 511 512 |
A generic HR1 redesign s (G8)y

b

- Clade A: BGS0E

i .
ARSI S8 Ygose

Clade B: JRFL—

@
Baan 282 ‘ 421 BA s 460 ‘
%3{}8;3@335} A 400 HRE-G 1 280 SQ&F‘%S@ 400 HR-‘Lgﬁﬁ{}
250 | | & ; R1-G
£200 ] / \ogy, 300 \ 150 300, \489,,
£150: a9y, \ 200 / \m, 199'33% 20 )
g 5@1§ 160 gu@) oo o &4 'H}ﬂ? y ‘
:g BE \w-- 4 f“"" . \‘ 1; o 'ﬁi f , .
oo g 10 12 14 g8 10 12 14 8§ 1 12 144 8 10 12 14
Voltume {mi) Voluma {(mb) Volame {mb} Volume {mL}
Clade G D727
820015081 2501 HR1-G 215 350 HR142 392 350, S&
= 147 102% 300 300{HR1-#4
2150 208 250 % 2sp 65%
S 00 450 2001 200
T o ‘ 108 160
8 . &0 50 SGU/
5 O SO ... L g F R ‘ S S .
oo g 18 12 14 8 10 112 48 & 18 12 14 b g 10 1z 14
Volume {mi) VYolume {mL} Volume (ml) Yolumes {mL)
Clade BYC: CHA15.42 o
2]
g SOS! , THRT 5 S f
52001 505 gy, BSOHR1G213 sey, 350 gse
.
| 26% 208 1 26%
@ 108 160
2 501 50
> < : { b ; g .
= g 10 12 14 g8 1@ 12 14 o 8 18 12 14
Yolume {ml} Yolume {ml} Volume (mL)

FIG. 2

SUBSTITUTE SHEET (RULE 26)



PCT/US2017/030375

WO 2017/192434

3/4

€ Old

BNPISGL enpIZal-g
ITEIDCGINGHG L8 JAMEATIT §£14
AGAIAILECHE v# AGHUANIEG LE

TETIASAALT C8 g0 | FIWIYALOY <£4#
ADCARITHEAS OF AMGEHATT  E

ISEOASICGOC 1# WASTIMTAN  T#
e L
Hmaﬁwwxgqmmadmmmmﬁgzmm@@wHamqﬁz
8§95 ivs 2

sunPRLGIos daoy
a00: 408 008 o0P 40z &

3

&

Ly B

* g

U0} L enpise-gl h

DOBL 008 00% 00 002 g
; Al n ’ y £
2 g

£ 3

v

2do0] LM enpIss-g 2 q

{y) uoneniony SN ©o

6 8 L 95 v¢

oY

LB00' 054 ‘B D=y

Bunyy reslyq—

sdoD; LMH BNRISai-il

113 4 g

1 G¥¥L

gyyi-

2% 4 N

BEY -
b4 4 0

BILIOSUS
doo] L3 npissl-gl

g & ¥ £ Z &

. e gppL-

- obi- o
] * : P 3 4 S
T oryi-
3 ’ BEYL- &
| PURC g gEvL- g
 Buigyyg awadpy 4% 4 Sl

sdoo] 1M SNEISAL-g

2

SPAUBSUD
doo] Ly enpisasry g

SUBSTITUTE SHEET (RULE 26)



WO 2017/192434 PCT/US2017/030375

44

a8
B-residue C8T loop ensemble

4"‘} (\}

Co-RMSE (A
~i B3 3

€ g

200 400 800 GO0 1000
Loop conformations

3 R
%, A R
Xy

énsemma«based%?f
protein design

EA

1380 7 ey g
o | Inypar fittin
44000 ofimn{y 25, BR0.0001

a1} 2%
£ 142 ’
< 443 _
440} o0 TR RTINS Y
T2 3 4. 5 %
Co-RMSE (A)

¥ score

P

500 §18

VAFT@Q?RRVVGRRRRRRAVGKG%yFLGFL

P
i

{ 1 PYMPGNPH
¥i HPDPREPS
#3 PTEMPPNG
4 BLDVRERR
#5 TPEGGRVEL

S-rasidue

#3: FR-Fi4

RN

SUBSTITUTE SHEET (RULE 26)



