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Background

e Regorafenib is an oral multikinase inhibitor that blocks the activity of
multiple protein kinases involved in angiogenesis, oncogenesis, and the
tumor microenvironment?!

* Regorafenib was approved for patients with previously treated mCRC based
on the results of the phase 3 CORRECT trial (NCT01103323; N=760):2

— Median OS was 6.4 months with regorafenib vs 5.0 months with placebo
(HR 0.77 [95% CI 0.64, 0.94]; one-sided P=0.0052)

— Median PFS was 1.9 months with regorafenib vs 1.7 months with placebo
(HR 0.49 [95% Cl 0.42, 0.58]; one-sided P<0.0001)

— The most common grade >3 treatment-emergent regorafenib-related
adverse events were hand—foot skin reaction, fatigue, diarrhea,
hypertension, and rash or desquamation
* The phase 3b CONSIGN trial (NCT01538680) was designed to further
characterize the safety of regorafenib while allowing patients with mCRC to
receive regorafenib prior to market authorization

HR, hazard ratio; OS, overall survival; PFS, progression-free survival.
1. Wilhelm SM, et al. Int J Cancer 2011;129:245-255. 2. Grothey A, Van Cutsem E, et al. Lancet 2013;381:303—312.



Objectives

To provide access to regorafenib prior to market authorization
for patients with mCRC who had failed standard therapies

To further characterize the safety of regorafenib in a large
cohort of patients with treatment-refractory mCRC

To estimate PFS (the only efficacy variable assessed)



Methods
CONSIGN: Open-label, phase 3b study of regorafenib in
previously treated mCRC

mCRC
Progression during/
within 3 months of

Regorafenib (oral) Treatment until PD

160 mg once daily (or longer at the -
3 weeks on/ discretion of the

1 week off investigator)

Safety follow-up

30 days after
last dose

approved standard
therapies*

ECOG PS 0-1
N=2872

Primary endpoint: Safety
Efficacy endpoint: PFS (investigator-assessed)’

Prospective, single-arm

Conducted at 186 sites across 25 countries; planned enrollment approximately 3000 patients

Treatment with regorafenib until one of the following:
— PD by radiological assessment or clinical progression
— Death
— Unacceptable toxicity
— Withdrawal of consent
— Determination by the treating physician that discontinuation is in the best interest of the patient

*Must have included fluoropyrimidine, oxaliplatin, irinotecan, bevacizumab, and cetuximab/panitumumab (if KRAS wild-type). Per investigator using
radiological and/or clinical tumor assessment according to local standards (tumor measurements performed at intervals and with methods that comply
with each institution’s best standard of care). ECOG, Eastern Cooperative Oncology Group; PD, progressive disease; PS, performance status.



Results

A total of 2872 patients were assigned to treatment with
regorafenib between April 2012 and December 2013

Safety analysis includes 2864 patients who received treatment
The cut-off date for this analysis was January 2, 2015

As of April 7, 2015, 10 patients remained on treatment at
10 sites across 6 countries



Baseline characteristics

Regorafenib (N=2872)

Median age, years (range) 62 (19-89)
Male, % 59
Race, %

White 83

Black 2

Asian 1

Other/not reported 15
Median body mass index, kg/m? 26
Primary site of disease, %

Colon 64

Rectum 28

Colon and rectum 8
ECOG PS, %

0/1 47/53
KRAS mutation status, %

Wild-type 45

Mutant 51

Unknown 4

Prior treatment regimens on or after diagnosis of metastatic disease, %

0] <1
1-2 26
3 27
24 46

ECOG PS, Eastern Cooperative Oncology Group performance status.



Treatment duration and dosing

Regorafenib

(n=2864)

Duration of treatment*, months

Median (range) 2.5 (0-30)

Mean (SD) 3.6 (3.8)
Median number of cycles* (range) 3 (1-33)
Patients who started

>3 cycles, n (%) 1645 (57)

>6 cycles, n (%) 606 (21)

>9 cycles, n (%) 286 (10)

Daily dose, mg
Median (range)
Mean (SD)

160 (74—166)
146 (19)

Mean percentage of planned dose (SD)

75 (20)

*Includes time off drug/interruptions.
SD, standard deviation.



Treatment modifications

Regorafenib
(n=2864)
Any treatment modification®, n (%) 2497 (87)
Treatment interruptions/delays, n (%) 2401 (84)
Duration of interruption/delay, days'
Median (range) 5.0 (1-54)
Mean (SD) 5.8 (4.8)
Interruption/delay >5 days, n (%) 1724 (60)
Dose reductions, n (%) 1394 (49)
Duration of dose reduction, days’
Median (range) 14.0 (1-45)
Mean (SD) 13.0(7.4)
Dose reduction >5 days, n (%) 1210 (42)

*Modifications include reductions, interruptions/delays, and re-escalations. 'Based on the total number of events.
SD, standard deviation.



Treatment-emergent adverse events*’

Regorafenib

(n=2864)
n (%) Treatment-emergent
Treatment-emergent .
regardless of relation
drug-related
to study drug

Any grade 2613 (91) 2847 (99)
Grade >3 1629 (57) 2294 (80)
Serious 251 (9) 1251 (44)
Grade 5 13 (<1) 404 (14)

*During treatment or up to 30 days post treatment. "Adverse events were graded using the NCI-CTC for Adverse Events version 4.0.



Treatment-emergent adverse events in
CORRECT and CONSIGN*

CORRECT CONSIGN
% Placebo Regorafenib Regorafenib

(n=253) (n=500) (n=2864)
Any grade, drug-related 61 93 91
Grade 23 14 55 57
Serious 4 12 9
Grade 5 0 1 <1
Any grade, regardless of relation to study drug 97 100 99
Grade 23 49 78 80
Serious 40 44 44
Grade 5 15 13 14

*Adverse events were graded using the NCI-CTC for Adverse Events version 3.0 for CORRECT and version 4.0 for CONSIGN.



Treatment-emergent adverse events leading to
treatment modifications*’

Regorafenib
(n=2864)

n (%) Treatment-emergent
Treatment-emergent ]
regardless of relation

drug-related o Sy s

Leading to treatment discontinuation 266 (9) 720 (25)
Leading to treatment modification* 1732 (60) 2129 (74)
Leading to dose reduction NE 1321 (46)
Leading to treatment interruption/delay NE 1934 (68)

*During treatment or up to 30 days post treatment. "Adverse events were graded using the NCI-CTC for Adverse Events version 4.0.
*Modifications include reductions, interruptions/delays, and re-escalations.
NE, not evaluated.



Treatment-emergent drug-related grade >3
adverse events occurring in 25% of patients*

Regorafenib

n (%) (n=2864)

Grade >3, drug-related 1629 (57)
Hypertension 435 (15)
Hand—foot skin reaction 396 (14)
Fatigue 376 (13)
Diarrhea 135 (5)
Hypophosphatemia 149 (5)

*Adverse events were graded using the NCI-CTC for Adverse Events version 4.0.



Treatment-emergent grade >3 hepatic and
hematologic laboratory values of interest,
regardless of relation to study drug

Regorafenib
(n=2864)

n/N %
Blood bilirubin increased 374/2815 13
AST increased 193/2808
ALT increased 156/2809
Anemia 101/2786
Thrombocytopenia 57/2788 2
Neutropenia 23/2357 1

* One non-fatal case of severe drug-induced liver injury” was identified by
ongoing monitoring
N, number of patients with measurements for the given parameter.

*According to International DILI Working Group criteria in Aithal GP, et al. Clin Pharmacol Ther 2011;89:806—815.
ALT, alanine aminotransferase; AST, aspartate aminotransferase.



Progression-free survival (PFS)*

100+
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*In CONSIGN, intervals for radiological assessments were not pre-determined as they were in CORRECT. PFS in CONSIGN was by investigator assessment using
radiological and/or clinical tumor assessment according to local standards; tumor assessments were not as rigorous as in a confirmatory study with a PFS endpoint.
Grothey A, Van Cutsem E, et al. Lancet 2013;381:303—312.



Progression-free survival (%)

75 7
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25 -

PFS by KRAS mutation status

= KRAS mutant (N=1465)
— KRAS wildtype (N=1284)
— Unknown (N=122)

Median PFS
KRAS wild-type 2.8 (95% CI 2.7-2.9) months
KRAS mutant 2.5 (95% CI 2.4-2.6) months

3 6 9 12 15 18 21 24 27 30

Time after treatment assignment (months)



Conclusions

* In this large, prospective study in patients with mCRC who
have been previously treated with standard therapy, the
adverse event profile of regorafenib was consistent with that
reported in the randomized phase 3 CORRECT trialt

 PFS was in the range of that reported with regorafenib in this
setting and was similar across KRAS wild-type and mutant
subgroups

* The rate of dose reductions and interruptions highlights the
importance of optimal patient selection, adverse event
management, and dose modification

1. Grothey A, Van Cutsem E, et al. Lancet 2013;381:303—-312.
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