PCT/US2021/014814

WO 2021/151041

s3usfie umouy sjusuibeuy Japio
Apgnd Jo sjuswmbedy eaEE RSN RN N SISaYIUAS YNG
s L& & B %y

At iyrzew Asyi og s

\\\\

P
SUIRIE B5]R) 9SIR1 1BY] AUR SACLISY \\

. syuRieainbs jpuoouny anduwiod

sassid sed-sseq mw mam 2% 03Ul Juswbeid

7

“,
%,

518pI0 2
si1SaYjuAs YNQG

%,

\\\

{ suodeamoiq
. jenusyod
i, 0 seduenbosg)

SIS
R

o
AN

&

ploYysaly L jelesIaApy wopuey bunusuwsjduul Aqg spiezey
j221B0j01g umow sulebe BUuIUSIODS pajrwoine uioliad siapiaoad sisayjuls

| eandyy



PCT/US2021/014814

WO 2021/151041

%, 40 s@ouUan vwm.ﬁ_.,.\.um

.l".‘.'..,‘“.'.'I““'.!-

’-s&ia Yajewd h.@ﬂw +7¢ ) lnunnu:nn}

sjuawbel) uodeamolq
paysey jo aseqeleq

\\\\\\\\\\\\\

SR
S
&

N

A93 ajeand e Buisn

siuswbes}
IBPIO payseH

N
&
S
§
&
N
&
S
N
N
N
N

o ——— paysey aJie sjuawbely S

"

SULIBIR 35]e) BSIR 18U AUR BAQUSY e

\\\ :
syusieanbe jeuoiioung ayndwion _\&wg,mm 21RISURLL
wiopues e syuawbesy ssooyD

N

Wy

7 suodeamolq

saseid sed-aseq nm @m\m 2y ot wsuibeud
o A

\\\\\\

jeryualod 2 Z

SRR

S
&
N

519pJ0

sisayluis yNg

S
&
S

SRR

7 231



PCT/US2021/014814

WO 2021/151041

1

6 AL mxmw H 14 w M MMM@MW ALY B AADS m\mm Wmu:mz@b PIIe OUHUR N

. SIUBLIBA DIDR QUL 7
9 }waimwzatﬁ.§2>mqw>>mmwﬁ
y . 3
1 bhwmmmxmwéﬁ&zbmqm}}mwm.@
o surousll payermaun S - i i e i
T GRUNRRUL (DRAGUIRY ol Gl » e i g Fomsimmbs T ) SIUBLIRA PIdE OUpLE
5 .}hﬁimwzgm@>mﬁwﬁkamm
¥ M 4% S3pnpyg _>h@xmha§m2}mﬁob>0m@
€ Ae-»FSEpNPU A L O H 1 1N M A P Y 9 A
z
1
s Bey} ussoys Ajuuopury Japio SISaYIuAg
OGN ) D18
V¢ 814



PCT/US2021/014814

WO 2021/151041

01

o)t W

ON T O39

ALNHILAMAUAIVOAADSN 1672°L91 yugLiva
proysargy
[BLIBSIOADE VIOPERY

ASUHILNAINATYVDAADSA
ALOHISNAANATVODAADSO
ALAHILNMANAIVOAAQLO
ALOTLINMANAIYDAADSA
ALAOLLNMANAIVOAADST
ENAANAIVOAAHSU
ALOHILNAANAIVDAAASC
LLAHIINAAINAIVOAADSU
ALGHAINMAINAIYDAADSA
ALGHILNAANIIVOAADSO
ALGHIINAANAAYDAADSU
ALOHILNAANAIVOIAOST
AJAHLIINMANAIVDAIOSU
ALNHILNMANAIVOAADSO
ALCHLINAMJGAIVOAADST
ALTHILNAMANAIVDAAOSN
ALAHLINMANAIVOAADSA

uonouny Jo Aujrqeqoad Aq 351 posopio-uey

{¢ 81



WO 2021/151041

Seguence conservation

informed attack

a4
I
e}
how
o
o]
53 :
£ 8 ‘
0
15
2E g
9 g & 0
< n a 22U
< 0.] Ry
{4 $ [ )
» e §¢
. 8 g
Lo = 1
g v \. % ' »
] @ X
B D s 2 D8 e
5 W s NEO g &
Q a . : ] =
- 5 [ a ‘B
P 2 ol (3] o
= >
= = ; ¢ OF®
£ 2 S &
SN\ : o
N\ B2
v & s
g o o
'E B 0 iE
Rod 1] ]
Y o S ¥
s 1 2 S
S i iy W
o : & ()
Q = [
~ Lo S
X L X X
~ L o -
PO TTEN o fas S « b

PCT/US2021/014814

v b i

b

FEFITIIM

8

N

W

Likely functional

{A) syuRlRA

<

Fig. 4

{A} syueLiBA

Fig. 4B



False alarms {per year)

WO 2021/151041 PCT/US2021/014814

10

1.0~

0.1+

6/13

Figure 5

<
*“
N
*

px®
oF
%
o®
-
ad
red
x®
o®
.
.
'S4
-
ae
o
-
x®

%
et
*?
-®
EN
.
&
A%
«

x
®
*
»
<
-
»
oo*
£
»
RN
&
&
¥

-®
o
ot
K
(s
L
x
*
¥
¥
PR
S

>
2020 2024 2027 2030 2033
1012 1013 1014 1015 1016

Estimated Global DNA Synthesis (bases / year)



WO 2021/151041

7/13

Figure 6
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Figure 10
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Figure 14

True positive rate

Figure 15

True positive rate
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