An open-label trial to assess the safety of regorafenib iIn
Turkish patients with metastatic colorectal cancer (mMCRC)
that progressed on standard therapy (REGARD)
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B AC KG RO U N D Figure 2: Patient disposition* Table 3: Overview of adverse events
Patients (N=100)

® Regorafenib is an oral multikinase inhibitor that blocks the activity of N=139 Assessed for eligibility Adverse events, n

multiple protein kinases involved in the regulation of oncogenesis,
tumor angiogenesis, and the tumor microenvironment’

Treatment-emergent® Drug-related

96 79

¢ |n the randomized, double-blind, international CORRECT phase Il trial, _ Started treatment
o . . . N=100 6 9
regorafenib significantly improved overall survival (OS) and progression- s 8

<

free survival (PFS) versus placebo in patients with mCRC refractory to
available standard therapies? Stopped treatment Worst gradet 55 42

<

— 0S, hazard ratio (HR) 0.77 (95% CI 0.64—0.94): one-sided P=0.0052? _ Disease progression. n=51 :g 2
- Most frequently reported grade 3 or higher AEs included hand—foot skin _ Adverse event n=28
reaction (HFSR), fatigue, diarrhea, and hypertension? N=97 T 35 15
e The phase Il CONCUR trial confirmed the OS benefit for regorafenib in — Death, n=4 50 -
Asian patients’ — Patient withdrawal, n=14
- 0OS, HR 0.55 (95% CI 0.40-0.77); one-sided P=0.000163 Leading to permanent discontinuation 27 17

<

- The adverse events reported in CONCUR are consistent with the known
safety profile of regorafenib in other clinical trials??

*Treatment-emergent adverse events include any event arising or worsening after the start of study drug administration

Ongn ing with treatment until 30 days after the last study medication, regardless of relationship to study drug.

N= TOverall, treatment-emergent adverse events may have occurred at a worse grade than drug-related adverse events,
resulting in more low-grade drug-related than treatment-emergent adverse events.

¢ Here we present interim results from REGARD, an open-label trial of

regorafenib in Turkish patients with pretreated mCRC "Dose reduction or treatment interruption.

<

*Updated information after the data cut-off date.

O B J E C T IV E Table 1: Baseline characteristics Table 4: Treatment-emergent adverse events occurring at any grade in

210 patients*

¢ To characterize the safety profile and estimate PFS of regorafenib in Patients (N=100)
Turkish patients with mCRC whose disease has progressed on standard Male 58 ' :
Median years (range) 56.5 (31-78) Blood bilirubin increased 25 13 1
M ET H O DS 2605 years, n e Decreased appetite 21 7 1
£COG score, n ; > 20 : 1
REGARD study design _ . Median weeks (range) 146.1 (32.1-600.4) ,
Time from initial <18 months. n 11 Hypophosphatemia 19 15 0
e REGARD (NCT01853319) is an ongoing open-label trial (Figure 1) diagnosis ’
>18 months, n 89 Palmar-plantar | 19 4 0
e Patients were treated until disease progression, unacceptable toxicity, | erythrodysesthesia syndrome
patient/investigator decision to stop, or death Time from diagnosis of MEdEf;WEEﬁ (range) 127.6 {2?-;'1—500-4) Weight decreased 19 0 0
metastatic disease momhs. 1 Aspartate aminotransferase
Figure 1: REGARD study design =18 months, n 83 : 17 8 0
increased
Patients with REgorafenlb Primary site of disease, n Rectum 24 14 3 0
pretreated mCRC 160 mg daily Colon and rectum 21 s
_ Dysphonia 13 0 0
- Age 218 years 3 weeks on/1 week off Wild-type 43 P ——
: | _ KRAS status, n Mutant 53 : 12 6 0
« Confirmed progression during or (4-week cycle) Unknown A increased
within 3 months after last dose Predefined dose Alanine aminotransferase 12 5 0
of approved standard therapies reductions/interruptions Wild-type 6 increased
(fluoropyrimidine, oxaliplatin, allowed for the BRAF status, n Mutant 0 Hypothyroidism 12 1 0
iIrinotecan, bevacizumab, and Unknown 04
: pase increase
EGFR inhibitor if KRAS wild-type) adverse events - —— = - o ) .
_ |n reaction
N=100 Brain metastases, n Yes 2 _
11 centers in Turkey _ o Unknown 21 e 2 .
anary DbJECtWE' SafEty N 29 *Treatment-emergent adverse events include any event arising or worsening after the start of study drug administration
FGFR, epidermal growln factor recegtor Liver metastases. n o until 30 days after the last study medication, regardless of relationship to study drug.
' - ! Yes 78 Terms based on Medical Dictionary for Regulatory Activities (MedDRA) v17.0 and Preferred Term.

tGraded according to National Cancer Institute Common Terminology Criteria for AEs v4.
ECOG, Eastern Cooperative Oncology Group.

R E S U LTS Table 2: Treatment exposure

Patient flow and baseline characteristics

CONCLUSIONS

® Patients were enrolied between July 2013 and July 2014 Overall duration MMLE_'EH * S?( st 1 113'2%1;'923 e REGARD is the first study assessing regorafenib in a large number
- The data cut-off for the present analysis was 24 September 2014 of treatment* < f:awﬁzess(r:"ge} 0 ho ) of Turkish patients with mCRC who progressed on standard therapy
* Atotal of 100 patients have received regorafenib treatment; 3 patients Mean + SD 41435  The safety profile of regorafenib in this population is consistent with
were receiving treatment as of June 5, 2015 (Figure 2) Number of cycles Median (range) 3 (1-15) that seen in other phase lll trials in this indication??
® Baseline patient and tumor characteristics are shown in Table 1 =5, n 29 e The maijority of AEs could be managed with dose modifications
. : : Any 71
Treatment duration anens Wi Dose reduction’ 33
reatment i
_ _ modifications. n Dose re-escalation 7
¢ The median treatment duration was 11.0 weeks and the mean = Treatment interruption/delay 63 References
(standard deviation) duration was 15.7 (x 14.2) weeks (Table 2) _
*Includes treatment interruptions/delay and drug holidays. 1. Wilhelm SM. et al. Int J Gancer 2011,129:245-255.
® Patients received a median of 3 cycles (range 1-15) of regorafenib tLowest recommended dose 80 mg/day. 2. Grothey A, Van Cutsem E, et al. Lancet 2013;381:303-312.
*Permitted at the discretion of the treating physician, up to a maximum 160 mg/day. 3. LiJ efal Lancet Oncol 2015;16:619-629.
SD, standard deviation
Safety
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