Figure S5
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CIRI Model Predictions
(CLL-IPI + Interim MRD)

o

CIRI Identifies Groups Who
Preferentially Benefit from FCR

Predicted vs Measured Benefit of
FCR Across All Thresholds

C

0.5 r—n 057 057
8 0.4 o 0.4 4 . 0.4 1
ol P2 e
S E 03 = & 03] £ £ 03]
§s g2 £33
£Q 02 “g% 0.2 1 o2 021
m . o ™ Q™
2" D5 0.1 S8 011
50 0.1 Qo » ) ow
s = Za
8= o 3o 01 = o0
< g ~ g ‘
N —&— Low Risk (Below Threshold) -0.1 1 —F— Low Risk (Below Threshold))| ) | .
0.1 - . " N 0.1 +H  Low Risk (Below Threshold)
| o o e —#— High Risk (Above Threshold . | +Hé+_High Risk (Above Threshold
02 L= — 0.2 e o2 : : : ‘ :
0 0.10203040506070809 1 0 0.10203040506070809 1 -0.2 -01 0 0.1 0.2 0.3 0.4
Threshold CIRlI threshold Predicted Benefit of FCR
(PFS @ 36mo)
D G
Personalized Personalized

Neoadjuvant
Therapy Adjuvant Therapy)
Pathologic
Response

esponse
(Assessment)

GSE22226
GSE109710

E

Pathological CR

1 m
®o.s
fa)
506
=
So4
Qo
)
o 0.2 T+P (n=101)

Standard (n=26) | P=0.2114
0 T T T T 1
0 12 24 36 48 60
Months
F No Pathological CR

1
Po.s
o
So6
=
S04
Qo
[]
o 02 T+P (n=61)

Standard (n=13) | P=0.1000
0 T T T T 1
0 12 24 3 48 60
Months

J CIRI Model Predictions
(Stage+Grade+Receptors+Path Response)

K

Compare Benefit of

Trastuzumab + Pertuzumab
vs Standard Therapy (S5N)
DFS36
Compare Benefit of
Trastuzumab + Pertuzumab
vs Standard Therapy (S50)

GSE22226
GSE109710

H

CIRI Identifies Groups Who
Preferentially Benefit from
Trastuzumab + Pertuzumab

Stage
Grade
Receptors

Neoadjuvant P
Therapy Adjuvant Therapy
Pathologic
Response
CIRI Risk
Assessment]

Compare Benefit of
Trastuzumab + Pertuzumab
vs Standard Therapy (S5Q)

Compare Benefit of
Trastuzumab + Pertuzumab
vs Standard Therapy (S5R)

CIRI Low Risk
(<15% Predicted Event-Rate by 36 Months)

1 M
0 0.8 1
o
506
=
S04
Qo
<)
o 0.2 1 T+P (n=89)

Standard (n=24) | P=0.9274
0
0 12 24 36 48 60
Months
CIRI High Risk

(>15% Predicted Event-Rate by 36 Months)
1

0 0.8 1

[m]

0.6 1

=

S0.4

o

o

o 0.21 T+P (n=73)

Standard (n=15) P=0.0059
0 T T T T 1
0 12 24 36 48 60
Months

Predicted vs Measured Benefit of
o 5Trastuzumab+F’er1uzumab Across All Thresholds

—

0.3 1 03 r -

0.25 4 0.25 o 0.4
o a r"’/‘\ &
; 0.2 = 0.2 \ L S ’g 0.3 T
55 Ie) T © =
28 0151 =501 I~ 52 02 g
23 E 04 V\ Fg g 01
&Cﬁﬁ 0.1 1 gw © R I —

S2 %

o P 005 @005 YYYY 2
== 20 2 Ll
22 S — S 0 -
o] 1 01
2 0 g ]
< I —&— Low Risk (Below Threshold) < —¥— Low Risk (Below Threshold) -0.1 54 Low Risk (Below Threshold)

-0.05 1 | | [ High Risk (Above Threshold) 0.05 —F— High Risk (Above Threshold &4 High Risk (Above Threshold)|

i.....: Selected Predictive Threshold T T T ¥ T T T T - T
0.1 e e -0.1 ' 0.2
O NDO VDD H N b b DY PPN S 02 -01 0 01 02 03 04
QY O TN 07V 07PN o o OTgY O7gY 0TGP 07N © Predicted Benefit of T+P

Threshold

Threshold

(DFS @ 36mo)



