WO 2020/132304 PCT/US2019/067582

TEE G2 miT

111
S59€ 2 min Stepl
3 3P Hybridization
{18 min}
: Step 2
3790 30 rain f RNase H RNA digestion
\ Hlep 3
B79C 30 rmin DNass DNA digestion
Step 4 Random priring of
\ Capture of desired RNA - fotal BNA, mBNA
20 min caplure, cINA

synthesis, el

Figure 1



WO 2020/132304

PCT/US2019/067582

0% formamide

i

100

LN o LN
™~ LN (o]

speaJ aduanbas 9

%
%
=
@)
=
v
O

Figure 2A




WO 2020/132304

311

PCT/US2019/067582

25% formamide

100

LN o LN
™~ LN (o]

speaJ ?duanbas v,

Genome

Figure 2B




WO 2020/132304

411

PCT/US2019/067582

45% formamide

LN o LN
™~ LN (o]

100

speaJ aduanbas 9

,b(\
Genome

Figure 2C




PCT/US2019/067582

WO 2020/132304

511

¢ ainb14

%E0 86 /80 %IV'ST EE%60°€S %65 VL CSTTLY'8T 9//9L ¥ T dHN-PPT-I8TC

%56°86 ¥6'0 %EB0E [T%STV] %L1°69 ¥78'5e6'ST 9//9L € T YHN-PYT-18T¢C

%86°86 90'T %86'cl [ il %z0'9s 69TV86°CT 9./9L T T 4YHN-PYT-T8TC

%1686 60 %8'6C %91°0L £00°2S€’ST 9//97 T T YHN-PYT-18TC

%S56°L6 4 %G8 /€ %6 %ST°C9 80V 'EET VI 9//9L ¥ OT YHN-PYI-I8TC
%IT 66 880 %861 %G6'E %9108 0S0‘T99°TT 9//91 € OT "YHN-¥¥I-T8TC
%70°66 890 %ES'V  [A%EE T %lV'S6 818685LT 9./9L Z 0T YHN-¥¥I-18TC
%90°66 490 %IEY FHO%ITYEH %6956 £95°9ST'8T 9//9L T OT YHN-¥PTI-T8TT
%1066 790 %99°€  [T%ST'SIH]  %veE96 0TSvY61°0C 9//91 ¥ 00T YHN-v¥TI-T8TT
%86°86 €90 %S6'€  [T%GE'SI]  %S0°96 50£°0T0°8T 9//9L € 00T YHN-PPI-181C
%56°86 €90 %T6'E H%VL S %6096 €18‘aLT6T 9./9L ¢ 00T dYHN-¥FI-T8IC
%S56°86 S9°0 %0E'V [H%PS'SIH  %0L'S6 CI0°TOS'LT 9./9L T 00T YHNVYI-181C
%T9'86 61°0 wreve HA%ETvHH  %9L°SL €06°G59°8T 9//91 ¥ T YaH-¥YI-18TC

%E€9°86 940 %SE8C [T%VO V] %S9TL 0TLTL0LT 9//91 € T 49H-vrI-T8TC

%99°86 vL0 %98'0C [I%ov [0 %L1 6L 6€2'809'81 9//9L ¢ T 49H-bYI-18TC

%886 ¢80 %59'€C ERET €S %S€9L 088‘G91°81 9//91 T T 49H-vrI-T8TC

%t9°86 880 %CLW E=%ST €=  %S8TES ¥96°€L6°ST 9./9L ¥ OT d9H-¥rI-T8TT
%EV'86 780 %IV mxmm.m§ %65°G8 6T/79€'ST 9//97 € 0T ¥dH-vPTI-181C
%09°86 9,0 %ESIT E=%6T €=  %LT'E8 0€8'8Y6' V1 9L/9L T OT ddH-v¥T-18TC
%09°86 890 %SV'9 %G8 T %SSE6 0SPIvSoT 9./9L T 0T ¥9H-¥¥1-181C
%VE 86 1.0 %EV'9  HA%6T9H] %/S'€6 0/8'STY'81 9./9L ¥ 00T ¥EH-vvI-18TC
%0€°86 90 %65t [ %89°€l|  %Iv'S6 L6V'8TE0C 9//9L € 00T Y9H-r¥I-T8TC
%7086 ¥9°0 %5S5'S  HE%vTvEH ~ %Svi6 £80°9€8'91 9//9L ¢ 00T Y9H-v¥I-18TC
%6786 650 %0V |i%ESE:: %6656 66C€CTTT 9./9L T 00T ¥EH-v¥I-18T¢
popueais [ Allwiojiun | paudijeun | Juepunge | judwudije speay yi13ua| peay a|dwes

%, 98eian0) % % |e101 %
AD uelpsiy

Sut

duot

8uQot

Sut

Sugot

3uQoT

SUBSTITUTE SHEET (RULE 26)



PCT/US2019/067582

WO 2020/132304

6/11

¢ a4nbi4
%1066 S0 %ES'V %18 %L¥'S6 LES VIV VT 9L/9L 14 1ey
%¥0'66 TS0 %0S' v %68°L %0S°56 €¥S‘9STCT 9L/9L Sy 1ey
%1066 S0 %SY'v %18'L %S5°56 CL6'EEVET 9L/9L 14 1ey
%90°66 TS0 %l %.8'8 %65°56 €95°6207T 9L/9L 514 1ey
%€0'66 79'0 %v1'S %811 %98'16 £29°065°€T 9r/9L ST 1ey
%86'86 ¢s’o %0¢' v %SS'E %0L°S6 €EE9T86T 9L/9L ST 1ey
%1066 [4=N1] %SE' Y WIL'E %59°56 €€0°0552¢ 9./9L S¢ 1ey
%C0°66 ¢s’o lLL'Y %07'€ %ETS6 00026661 9L/9L S¢ 1ey
%18°86 990 V. TA A %80°C %E€S'S6 Sv‘8888T 9L/9L 0 1ey
%S8°86 £9°0 %Y %TL'T %8L'S6 €IV vL0VT 9L/9L 0 1ey
%LL'86 S9°0 %07V WLL'T %09°S6 LYV VYO VT 9./9L 0 1ey
%S8°86 790 RLLY %9¢€°¢C %ETS6 TE€8'L88 VT 9L/9L 0 1ey
%8686 90 eV %C6'L %LS°S6 €8C'7£99C 9./9L St 9SNON
%16'86 650 %09t %018 %07 S6 LYEBYLST 9,/9L Sy 9SNON
%S6°86 LSO %99t %556 %€ S6 2S0‘vLSTT 9,/9L St SSNON
%16°86 850 %E0' Y %vi'9 %£6°56 ¥T0‘6e¥'6e 9//9L Y4 9SNON
%68°86 650 WISV %109 %6¥7°S6 0T6'CI6ET 9,/9L Y4 9SNON
%C6°86 650 %01t %LL'S %06°56 S0L'6ZV' VT 9./9L Y4 SSNON
%E€6°86 LSO PTAA %L8L %ES'S6 SS9'668LT 9L/9L S¢ 9SNoON
%8L'86 69°0 %611 %S6'1 %18°S6 86884791 9s/9L 0 ISNON
%SL°86 L0 %6S't %66°'S %1¥ S6 2LO'6TSTT 9./9L 0 9SNON
%1886 L0 118 % %LL9 %68°56 9€¢'906°0¢ 9,/9L 0 9SNON
Ajuuiojun pausijeun pausi|y speay yrsua apiwewlio4 saads
papueals 9% a8elan0) .xu juepunqy % _muo._...x. 40 J9quINN peay ) % w_n._Emm
N\D Uelpaiy

SUBSTITUTE SHEET (RULE 26)



PCT/US2019/067582

WO 2020/132304

711

ZY aid

G aInbi4

poylaw uons|dap-oqry

ZY aid

Zd aid

ZY aid

osz [

oot [

ot
(8u) indur yNy

DU NN

(VNYJI %1°96) siwiapida’s

(VNY %E16) 1102°3

(VNYJ %/£°98) 2edeo|d2°3

(VNY4 %8°v6) silgns'g

(VN4 %8°'S6) snatad'g

(%peas vNYJ paiajdap-uou) aie|os! [e1qoidIn

x4)
2
o1
81
.07

SpeaJ ¥YNY41%



PCT/US2019/067582

WO 2020/132304

811

g ainbBi4

(W) speaJ Supuanbag
002 00} 080209 05 07 0F 0z 0lggLos v ¢ 4 vr 80209050 ¥0
bt s . e s DAY .§§woomm

- -000€ 3
& -00S€ @
3 0007 5
w. -00S€ 8
o o
0007 =




WO 2020/132304 PCT/US2019/067582
911

100000

500003 p2 %
20000+ R?0.999

20000 -

10000 v
6000
4000
3000
2000

1000:
500
300

p2 (TPM)

E.coli_ED_re
|l )
S Bt

" 235 2040 300 3000 40000
1 10 100 1000 10000

E.coli_ED rep1 (TPM)
Figure 7A

30000 ¢ *
20000 R?(.993 :

p2 (TPM)

(5]
o
o

Bsubtilis_ED re

203050 200400 3000 30000
10 100 1000 10000

Bsubtilis ED rep1 (TPM)

Figure 7B

SUBSTITUTE SHEET (RULE 26)



PCT/US2019/067582

WO 2020/132304

10/11

ZY

g ainb14

poyiaw uons|dap-oqiy

as

ZY

aid

o M
ot [

(8u) indur yNY

Q m———

o

o L

oo

900¢VSIN

CO0CVSIN

AMiunwwo) xo0n

0T

0¢

-0€

1017

-0S

-09

-0L

-08

06

SpeaJ VYNY41%



PCT/US2019/067582

1111

WO 2020/132304

6 21nbi4
LI ZHI L [RDTEETH]
i RERHES ‘ ] A g 113 pagidepunge oL
i [ | | |
1V £300id 851 1V 219904 S8l 1V v990id SZ1 1V £19083d 873 -
inas 1 2 AEEE B B 18v1g wibuel dg D¢ "yole %07 YIM 185 8g0ld YNG-EEL
R 1518 WbUS| 44 08 UOIEL %08 UM 198 8001d YNG-65E
l‘l.ﬂ\lll 3 o BB B GGG a o e e e e ae deaeaeaeagadogodac
SN L 0PDBL0T
D 38 ng “sageid yad
Z doy ‘Bupol ‘HAN
: - [zez.-0]
O LOP0BLOT
Wny g e 1Nz ‘sagosd woed
| day ‘Bupol "HINN
“““ [61€.-0]
T 1 1
dq poo'e

SUBSTITUTE SHEET (RULE 26)





