PCT/GB2015/052086

WO 2016/009224

1/12

-0

-0001

-000¢

Junoy

-000€

- 0007

-(0006

dl '9lid YiI 9ld
AD 4V UBS\
0z Gl 0l g 0 02000 GLOO'0  0LOO'0  S0000 00000

-0 i

]

]

]

|

-0 |

|

]

"

m I

=1 |

i

-0G1 |

|

|

|

- 002 i

“

]

_

UONELIBA JO SJUSIOIIS00 PUNo.BYoRg JO UoNNgUISIC

SUBSW punoJByoeq Jo uonnguisiq

RECTIFIED SHEET (RULE 91)



PCT/GB2015/052086

WO 2016/009224

2/12

d¢ Old
v

G000 000 €000 <2000 1000 0000

Bjog -----me-
|RULION -——-

[eouidwy ——

-0°0

-¢ 0

~¥0

1<9 6516255 4 600 91000 ¥493

4090

V¢ 9Old
v

¥0-99 v0-oy ¥0-9¢ 00+80

[ e [p—
[EULON -——-

|eouidwg ——

-00

-¢0

~7'0

4d0

-9°0

-8°0

-0'1

9<0 65687255 ¥ 900 91000 ¥493

RECTIFIED SHEET (RULE 91)



PCT/GB2015/052086

WO 2016/009224

3/12

dc olid
4V
€0-L ¥0-98 $0-99 ¥0-8v $0-8Z 00+80
||||||||||||||||||||||||||||||||||||||||||| IOO
Blog -
|BUWLON ===~
leouidwg — -2°0
-0
h O
i JG._
/] 90
N
/3
I
\ 80
/I
\\
- AUl B |Ov

0<9 €/66625G H 2L0 91000 ¥493

o7 9Ol4
4V
08000 2000 0Z00°0° SL000 0L00'0 G000 00000
|||||||||||||||||||||||||||||||||||||||||||| IOO
B1ag -
[BWION ==m~
leouidwg — -20
-0
. O
/ <
/ -9°0
i
i
i
H
\

V<D [G/1¥2SG ¥ €00 91000 ¥493

RECTIFIED SHEET (RULE 91)



PCT/GB2015/052086

WO 2016/009224

4/12

de¢ Ol

abueyo aseq 9|qissod yoea Joj sejusdiad papuos

000€L  00G¢L 000C)  00GLL  0OOLL

-00°0

-G00

-01°0 3

o

-0¢°0

abueyo aseq ajqissod yoes Joj sajuadied peLos

000¢} 0000} 0008 0009 000F 000c O

Ve 'Old

‘ol

-00

~¢0

-0

90

-80

-0'L

4V

RECTIFIED SHEET (RULE 91)



PCT/GB2015/052086

WO 2016/009224

5/12

Vv Old

Suonoeal JUBJBLIP N UBY) Jama) Ul ||B) pinom asaui 1eyl Alijgeqo.d sy snid
‘sa1doo N> Jo Aljigeqoad uossiod uo paseq - aalebsu as|e; e jo Aljigeqo.d ejewixosddy,

L18Y590700 abesany
{ 8y 9¢ PpLze0) | 92LL6°8Y £609968°97 | [E10L
¢ 8 87 ¥8129.L°0 | 918676 | €¥81C9L0°0 | B9E8B6'LC | 00099} 9.5 1y %660 | #0000 g
0 0} b 6220610 1 10L6986 | 26LC0EM00 | ¥8IEGL8Y'G | BCELY 88¢ 79 68660 | 11000 y
0 0} £ 6220610 | 1226986 | ¢6.20EL0°0 | BILKG090 | 09G 96 79 19660 | €£00°0 £
0 0} 0 90-3€1°) | 66666676 | L0-3€L°L | BOLVS090 | 09w 96 6l 660 100 {
0 0} 4 01-39¢1 0} W-39C) | vBGLL6RLO | 8TH 8y 98¢ 160 €00 )
N4 dl di N4 dl onjedau | d440ajel ( (L) senasiow 1 YNd YN | Jequnu

pOAIaSqQ | peniasaQ | paniasqQ | perosdx3 | pejosdx3 | esielejo | pejosdx3 | esoouo-| | eidwesad | jueinw | adf-pimjo| Juenw jo | edwes
Ryjgeqoud suojoesy | joJsqunu | uonoesd | uonoelq
xouddy papadxg

:Z 9|qeL "Z=N Buisn gjjeo punodwod ‘6666 0=Yssiul 4a9

RECTIFIED SHEET (RULE 91)



PCT/GB2015/052086

WO 2016/009224

6/12

dv Old

SUOIOBaI JUBJBLIP N UBUL Jama) Ul ||e) pinom asau) 1ey) Aljigeqo.d ays snid
‘s01d02 N> Jo A)jiIgeqold uossiod uo paseq - aaljefisu esje; e jo Ajjigeqo.d sjeuwixoiddy,

G8L8L6650°0 abesany
G Gy ’ 689866°C | 1EL00°LY Ceev0LLy 0 | [0l
£ L | 96Ck0C | ¥9L96°L | 9ECWOZ0 | LL0420CK0 1008¥89LE} 9.6 1y %660 | #0000 g
¢ 8 0 691850 | 1981256 | €6GI8LK0°0 | LbPIETS00 | 9E66E6E 88¢ 79 68660 | 11000 7
0 0l 0 6S185°0 | 1981296 | €6G1860°0 | 91.268100°0 | 088CF) 96 79 19660 | €€00°0 £
0 0} 0 G0-390°L | 6966666 | 90-390°L | 942681000 | 088Z¥I 96 A 660 100 {
0 0} 0 60-389') 0} 01-389'F ] 996220000 | 96¢. 8y '8¢ 160 €00 )
N4 dl dd N4 dl onjedau | d440ael ' (L) snoglow | YN YNQ | Jequnu

PanesqQ | peniasqp | panesa | paioedx | pawadxg | eseyelo | papadxg | esooyd-| | edwesad | jueinw | adf-pim o] jueinw o | ejdwes
fygeqoud suooesy | JoJsqunu | uonoel4 | UORORI
Xouddy papadx]

¢ 9|ge] "¢=N Buisn s|jeo punodwod ‘6E66°0=YseIur 400

RECTIFIED SHEET (RULE 91)



WO 2016/009224 PCT/GB2015/052086

7/12

Approximate probability of a compound call
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Key

PE1/2 Sequencer adaptors (e.g. lllumina)

T1/2 Tagging primers (include sequencing primer sequence)
BC Barcode sequences

B)PCR2 | PE1] T1

A)PCR 1 T1 |BC] TS
| DNA Fragment |
IS |BC| T2
{} T2 |BC| PE2
PE1| T1 |BC| TS| DNAFragment | TS |BC| T2 |BC| PE2
FIG. 6
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BC1 BC2 BC3 BC4 BC5 BC6 BC7

BC1 | BC1/BC1 BC1/BC2 BC1/BC3 BC1/BC4 BC1/BCS5 BC1/BC6 BC1/BCY
BCZ | BC2/BC1 BC2/BC2 BC2/BC3 BC2/BC4 BC2/BCS BC2/BC6 BCZ/BCY
BC3 | BC3/BC1 BC3/BC2 BC3IBC3 BC3/BC4 BC3IBCS BC3I/BC6 BC3/BCT
BC4 | BC4/BC1 BC4/BC2 BC4/BC3 BC4/BC4 BC4/BCS BC4/BC6 BCA4/BCT
BC5 | BC5/BC1 BC5BC2 BC5BC3 BC5BC4 BC5BCS BC5BC6 BC5BCT
BC6 | BC6/BC1 BC6/BC2 BC6/BC3 BC6/BC4 BC6/BCS BC6/BC6 BCH/BCT
BC7 | BC7/BC1 BC7/BC2 BC7/BC3 BC7/BC4 BC7/BCS BC7/BC6 BC7/BCY

FIG. 7

RECTIFIED SHEET (RULE 91)



WO 2016/009224

PCT/GB2015/052086
Choosing target N given minimal detectable frequency
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Calls at a cdf of 0.9999, 3 wells
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AF concordance
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