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Metastatic CRC: a major problem

* Globally, 1.2 million new CRC cases and over 600,000 deaths each year!?
» = 50% of patients develop metastases3+

 Current standard medical treatments include:34
— Chemotherapy (fluoropyrimidines, oxaliplatin, irinotecan)
— Monoclonal antibodies (bevacizumab, cetuximab, or panitumumab)

* No standard salvage therapy available, although many patients retain good
performance status3+4

» High unmet clinical need for treatment options for mCRC

1. GLOBOCAN. Cancer fact sheets: colorectal cancer. 2008.
2. American Cancer Society. Cancer Facts and Figures 2012.
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4. Schmoll H, Van Cutsem E et al. ESMO consensus 2012.



Regorafenib (BAY 73-4506), an oral multikinase
inhibitor targeting multiple tumor pathways?!-
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CORRECT: Patients with metastatic colorectal
cancer treated with regorafenib or placebo
after failure of standard therapy

» Multicenter, randomized, double-blind, placebo-controlled, phase Il trial
— 16 countries, 114 centers
— Recruitment: May 2010 to March 2011

« Stratification: prior anti-VEGF therapy, time from diagnosis of metastasis,
geographical region

Primary endpoint: overall survival (OS)
90% power to detect 33.3% increase (HR=0.75), 1-sided overall a=0.025



Patient demographics

Regorafenib Placebo
N=505 N=255
Age, median years (range) 61 (22-82) 61 (25-85)
Sex, % Male 61.6 60.0
Female 38.4 40.0
Race, % Caucasian 77.6 78.8
Black 1.2 3.1
Asian 15.0 13.7
ECOGPS, % O 52.5 SYC
1 47.5 42.7
Region, % North America, Wester_n 83 2 83 1
Europe, Israel, Australia
Asia 13.7 13.7
Eastern Europe 3.2 3.1




Baseline disease characteristics

Regorafenib Placebo
N=505 N=255
Primary site of Colon 64.0 67.5
disease, % e 299 27 1
Colon and rectum 5.9 55
KRAS mutation, %* No 40.6 36.9
Yes 24.1 61.6
Unknown 5.3 1.6
Histology, % Adenocarcinoma 98.0 97.3
Other (adenosquamous
i . 2.0 2.8
or unspecified carcinoma)
Number of prior lines 1-2 26.7 24.7
of therapy for 3 24 .8 28 2
metastatic disease, %
>4 48.5 47.1
Prior bevacizumab, % 100 100

*KRAS status based on historical patient record



Drug exposure

Regorafenib Placebo
N=505 N=255
Duration of treatment, weeks
Mean = SD 12.1+9.7 7.8+5.2

Median (range)

7.3(0.3-47.0) 7.0 (0.6-38.6)

Dose received

Mean = SD daily dose, mg

147.2 + 18.6 159.3+4.9

Proportion of planned dose received, % 78.9 90.2
Dose modifications

Patients requiring 21 dose reduction, % 20.0 3.2

Patients requiring =21 treatment interruption, % 70.4 37.5




Overall survival (interim analysis)

Primary endpoint met prespecified stopping criteria at interim analysis

(1-sided p<0.009279 at 74% of events [432] require

d for final analysis)

Regorafenib, Placebo,
1.00 N=505 N=255
S Median OS, months (95% CI) 6.4 (5.9-7.3) 5.0 (4.4-5.8)
= HR (95% CI) 0.77 (0.64-0.94)
c 0.75-
= p value 0.0052
I5 OS rate at 6 months  52.5% 43.5%
2 0504 at 12 months  24.3% 24.0%
7
2
©
S 0.25-4 — Regorafenib
c?) - Placebo
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0] 2 il 6 8 10 12 14
Time from randomization, months
Patients at risk, n
Regorafenib 452 352 187 93 33 7
Placebo 221 150 75 32 9 3



Overall survival (updated analysis)

Extended analysis shows that significant benefit is maintained
after 566 events (97% of planned total)

Regorafenib, Placebo,

1.00 N=505 N=255
= Median OS, months (95% CI) 6.4 (5.8-7.0) 5.0 (4.4-5.9)
b HR (95% CI) 0.79 (0.66-0.94)

c 0.75 A
=) p value 0.0038
_5 OS rate at 6 months 52.2% 43.1%
2 050 at 12 months ~ 24.1% 17.0%
%
2
g
S 0259 — Regorafenib 160 mg
>
n - Placebo
0 | | | | | | | I |
0 2 4 6 8 10 12 14 16 18

_ _ Time from randomization, months
Patients at risk, n

Regorafenib 452 353 259 199 99 59 18 )
Placebo 221 150 106 74 38 17 8 2



Objective response and disease control rates

Change in target lesion from baseline (%)
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Regorafenib Placebo
N=505 N=255
Best response, %
Complete response 0 0
Partial response 1.0 0.4
Stable disease 42.8 14.5
Progressive disease 49.5 80.0
Disease control rate* 41.0 14.9

*DCR = PR + SD =26 weeks after randomization; p<0.000001



Subgroup analysis of overall survival
(iInterim analysis)
Regorafenib benefit vs placebo is achieved across subgroups

N ; HR (95% ClI)
All patients 760 ! 0.774 (0.636-0.942)
Sex Male 464 —o— 0.773 (0.599-0.998)
Female 296 —o— 0.751 (0.552-1.022)
Age <65 years 475 — 0.716 (0.561-0.914)
>65 years 285 —o— 0.856 (0.614-1.193)
Region NA, WE, IS,AU 632 .- 0.768 (0.622-0.948)
Asia 104 e 0.790 (0.429-1.456)
EE 24 o~ 0.694 (0.195-2.466)
Baseline 0) 411 —— 0.702 (0.530-0.929)
ECOGPS 1 349 . 0.773 (0.586-1.020)
Primary site Colon 495 —o— 0.703 (0.557-0.887)
of disease Rectum 220 e 0.953 (0.633-1.436)
Colon and rectum 44 ® 1.091 (0.441-2.697)
I I

0.0051015 2025 3.0
NA: North America, WE: Western < X

Europe, IS: Israel, AU: Australia, Favors regorafenib Favors placebo
EE: Eastern Europe




Subgroup analysis of overall survival

(iInterim analysis)
Regorafenib benefit vs placebo is achieved across subgroups
\ 5 HR (95% CI)
All patients 760 - 0.774 (0.636-0.942)
Time from first diagnosis <18 months 140 —F— 0.816 (0.532-1.251)
of metastatic disease i
to randomization 218 months 620 _._i 0.760 (0609'0948)
Prior anticancer treatment F, Ox, Iri, Bev 375 +r 0.825 (0.625-1.089)
F, Ox, Iri, Bev 5
20 T DR o 710 (0.538-0.
S i.EGER 385 i 0.710 (0.538-0.938)
Prior treatment lines for <3 395 *+ 0.788 (0.599-1.038)
metastatic disease ]
>3 365 —0— 0.747 (0.564-0.988)
KRAS mutation (based on No 299 —o—| 0.653 (0.476-0.895)
historical patient record) |
Yes 430 —o— 0.867 (0.670-1.123)

F: fluoropyrimidine; Ox: oxaliplatin;
Iri: irinotecan; Bev, bevacizumab

0.0 0.51.0 15 20 25 3.0

Favors regorafenib Favors placebo



Drug-related treatment-emergent adverse events
occurring in 210% of patients

Regorafenib Placebo
N=500 N=253
Adverse event, %
All Grade Grade Grade All Grade Grade Grade

grades 3 4 5* grades 3 4 5*
Hand-foot skin reaction  46.6 16.6 0 0) 7.5 0.4 0) 0)
Fatigue 47.4 9.2 0.4 0 28.1 4.7 0.4 0
Hypertension 27.8 7.2 0 0) 5.9 0.8 0) 0)
Diarrhea 33.8 7.0 0.2 0 8.3 0.8 0 0
Rash/desquamation 26.0 5.8 0 0 4.0 0 0 0
Anorexia 30.4 3.2 0 0) 15.4 2.8 0) 0)
Mucositis, oral 27.2 3.0 0 0) 3.6 0) 0) 0)
Thrombocytopenia 12.6 ) 0.2 0) 2.0 0.4 o) o)
Fever 10.4 0.8 0 0) 2.8 0) o) o)
Nausea 14.4 0.4 0 0) 11.1 0) 0) 0)
Bleeding 11.4 0.4 0 0.4 2.8 0) 0) 0)
Voice changes 29.4 0.2 0 0 5.5 0 0 0
Weight loss 13.8 0) 0 0) 2.4 0) 0) 0)

*Grade 5 drug-related adverse events: 1.0% in regorafenib arm vs 0% in placebo arm



Key drug-related treatment-emergent
adverse events by subgroup

Grade 23 adverse events (regorafenib group only), %

n HFSR Fatigue Hypertens Diarrhea Rash/desq

Total 500 16.6 9.2 7.2 7.0 5.8
Age <65 307 18.6 9.4 4.9 6.8 5.2
265 193 13.5 9.8 10.9 7.8 6.7
Sex Female 193 18.7 12.4 4.7 5.2 13.5
Male 307 15.3 7.8 8.8 8.4 1.0 =
Race Caucasian 389 13.1 9.8 7.2 7.8 6.7
Asian 74 28.4 9.5 9.5 4.1 2.7
Black 6 0 0 16.7 0 16.7
Not known/other 31 35.5 9.7 0 9.7 0
ECOG 0 263 18.6 8.0 8.0 7.6 6.5
PS 1 237 14.3 11.4 6.3 6.7 5.1
E_Zse“ne Moderately impaired* 21 19.0 9.6 9.5 14.3 4.8
fl'mr;teﬁgn Normal/mildly impaired? 479 16.5 9.6 7.1 6.9 5.8
Baseline AST/ALT <1.5 x ULN 453 17.0 9.7 7.5 7.5 53
hepatic  AST/ALT>1.5but<3 x ULN 44  13.6 9.1 4.5 4.5 11.4
function  AST/ALT >3 x ULN 2 0 0 0 0 0

HFSR: hand-foot skin reaction; Hypertens: hypertension; Rash/desq: rash/desquamation; ECOG PS: Eastern Cooperative
Oncology Group performance status; AST: aspartate aminotransferase; ALT: alanine aminotransferase; ULN: upper limit of normal;
estimated glomerular filtration rate *< or 7260 ml/min/1.73 m3



Summary of CORRECT results

» Updated survival data showed sustained OS benefit with regorafenib vs
placebo:

—Median OS: 6.4 vs 5.0 months, respectively
« HR=0.79, p=0.0038
— Benefit achieved across prespecified subgroups

* No new or unexpected safety findings:

— Subgroup analysis shows few differences in the rate of drug-related
adverse events between groups



Conclusions
* Regorafenib is the first oral multikinase inhibitor with proven activity in
MCRC

« Regorafenib increases OS in patients with mCRC that has progressed
following all current standard therapies

— Benefit is sustained over time and across prespecified subgroups
» Side effects are tolerable and manageable in this patient population

« Regorafenib is a new potential standard of care for patients with
chemorefractory mCRC
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