090177e185db7626\Approved\Approved On: 14-Nov-2014 05:10

Public Disclosure Synopsis
Protocol A4061034 — 31 October 2014 — Final

PFIZER INC.

These results are supplied for informational purposes only.
Prescribing decisions should be made based on the approved package insert.

PROPRIETARY DRUG NAME®/ GENERIC DRUG NAME: Inlyta®/ Axitinib
(AG-013736)

PROTOCOL NO.: A4061034

PROTOCOL TITLE: A Randomized, Phase 2 Study of FOLFOX or FOLFIRI With
AG-013736 or Bevacizumab in Patients With Metastatic Colorectal Cancer After Failure of
an Irinotecan or Oxaliplatin-Containing First-Line Regimen

Study Centers: A total of 37 centers took part in the study and enrolled subjects which
included 15 in the United States (US), 3 in Canada, 4 in France, 4 in Italy, 3 in Japan, 3 in the
Republic of Korea, 3 in Spain, and 2 in Poland.

Study Initiation, Primary Completion and Final Completion Dates:
First Subject First Visit: 14 March 2008

Primary Completion Date: 28 March 2011

Final Completion Date: 12 April 2012

Phase of Development: Phase 2
Study Objectives:

Primary Objective:

e To demonstrate that the combination of axitinib with either treatment regimen containing
folinic acid (leucovorin) plus 5-fluorouracil plus irinotecan (FOLFIRI) or treatment
regimen containing folinic acid (leucovorin) plus 5-fluorouracil plus oxaliplatin
(FOLFOX) was superior to FOLFIRI or FOLFOX in combination with bevacizumab in
prolonging the progression free survival (PFS) in the second-line treatment of subjects
with metastatic colorectal cancer (mCRC) after failure of an irinotecan- or oxaliplatin-
containing first-line regimen.

Secondary Objectives:

e To compare the overall survival (OS) in subjects randomized to axitinib with either
FOLFIRI or FOLFOX versus (vs) that in subjects randomized to FOLFIRI or FOLFOX
in combination with bevacizumab.

e To compare the overall response rate (ORR) and duration of response (DR) in subjects

randomized to axitinib with either FOLFIRI or FOLFOX vs that in subjects randomized
to FOLFIRI or FOLFOX in combination with bevacizumab.

Template version 1.1 Page 1



090177e185db7626\Approved\Approved On: 14-Nov-2014 05:10

Public Disclosure Synopsis
Protocol A4061034 — 31 October 2014 — Final

e To evaluate the safety and tolerability of axitinib in combination with either FOLFIRI or
FOLFOX.

e To evaluate Patient Reported Outcome (PRO) symptom severity and interference using
the MD Anderson Symptom Inventory — Diarrhea (MDASI-D).

METHODS

Study Design: This was a multicenter, categorized (by prior treatment), randomized,
Phase 2 study in subjects with mCRC after failure of an irinotecan- or oxaliplatin-containing
first-line regimen.

Eligible subjects in each of the 2 categories (Figure 1) were stratified by Eastern Cooperative
Oncology Group performance status (ECOG PS; 0/1) and by previous bevacizumab
treatment (yes/no), and were randomized (1:1 in each category) as summarized in Figure 1.
Subjects had assessments for tumor response approximately every 8 weeks. Crossover
between treatment arms was not permitted. For the purpose of this study, treatment cycles
were defined according to the 2-week FOLFIRI or FOLFOX treatment cycles. Subjects
remained on the study until progression of disease, unless unacceptable toxicity or
withdrawal of subject consent occurred.

Figure 1. Randomization Scheme to Receive FOLFIRI or FOLFOX

? Arm A
A
: N FOLFIRI+ AG-013736
C F'rn:rr_ ] 0
A Oxaliplatin- e )
T Containing ';1
E Regimen E Arm B
G L~ | FOLFIRI + bevacizumab
O S
R R Arm C
a
| Prior N FOLFOX + AG013736
D
Z Irinotecan- ———
E Containing "i‘
* Regimen E Arm D
[~ | FOLFOX + bevacizumab

* by previous treatment with oxaliplatin- or irinotecan-containing regimen.

ECOG = Eastern Cooperative Oncology Group performance status; FOLFIRI = treatment regimen containing
folinic acid (leucovorin) plus 5-fluorouracil plus irinotecan; FOLFOX = treatment regimen containing folinic
acid (leucovorin) plus 5-fluorouracil plus oxaliplatin.

Table 1 presents the schedule of activities used for this study.
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Number of Subjects (Planned and Analyzed): Approximately 176 subjects (44 in each of
the 4 treatment arms) were planned to be enrolled at multiple sites. A total of 186 subjects
were enrolled (46 in the US, 5 in Canada, 17 in Spain, 39 in Poland, 12 in Japan, 33 in Italy,
22 in the Republic of Korea, and 12 in France), of which 171 subjects were randomized

(42 in the US, 5 in Canada, 13 in Spain, 39 in Poland, 11 in Japan, 31 in Italy, 20 in the
Republic of Korea, and 10 in France), and 168 subjects received treatment.

Diagnosis and Main Criteria for Inclusion: Male or female subjects, aged >18 years
(=20 years in Japan only), with histologically confirmed diagnosis of mCRC, radiographic
evidence of failure of 1 prior irinotecan- or oxaliplatin-containing regimen, no prior
treatment of mCRC with >1 systemic chemotherapy regimen for metastatic disease,
measurable disease by Response Evaluation Criteria in Solid Tumors (RECIST) and an
ECOG PS of 0 or 1 were included in the study.

Study Treatment:

Axitinib: Axitinib dose adjustments, including dose increases or dose reductions were to be
based on adverse events (AEs) experienced by the individual subject. Axitinib was to be
taken beginning on Day 1 of the study. Doses were taken approximately 12 hours apart.
Subjects were to be instructed to take their doses at approximately the same times each day.
Subjects were required to be instructed that if they vomited any time after taking a dose, that
they must not make it up with an extra dose, but instead resumed subsequent doses as
prescribed. Any missed dose may have been taken late up to 3 hours before the next
scheduled dose; otherwise, it should be skipped. Axitinib was supplied in 1-mg and 5-mg,
film-coated tablets for oral administration.

Bevacizumab: Bevacizumab dose was 5 mg/kg every 2 weeks, just prior to FOLFOX or
FOLFIRI. The initial dose was to be given over 90 minutes, the second dose over

60 minutes, and all subsequent doses over 30 minutes, if prior infusions were tolerated
without infusion-associated AEs.

FOLFOX (folinic acid [leucovorin], 5-fluorouracil, and oxaliplatin):

e Oxaliplatin 85 mg/m” intravenous (IV) was infused over 120 minutes.

e Leucovorin (LV) 400 mg/m? (or 200 mg/m” of /-leucovorin) IV was infused over 2 hours
(concurrently with oxaliplatin via separate infusion lines).

e 5-fluorouracil (5-FU) 400 mg/m” IV was administered via bolus injection (following
LV administration), then 2400 mg/m? continuous IV infusion over 46 to 48 hours.

FOLFIRI (folinic acid [leucovorin], 5-fluorouracil, and irinotecan):

e Irinotecan 180 mg/m” IV was infused over 90 minutes.

e LV 400 mg/m” (or 200 mg/m?” of I-leucovorin) IV was infused over 2 hours (concurrently
with irinotecan via separate infusion lines).
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e 5-FU 400 mg/m2 IV was administered via bolus injection (following LV administration),
then 2400 mg/m” continuous IV infusion over 46 to 48 hours.

Efficacy Endpoints:

Primary Endpoint: PFS defined as the time from randomization to the date of progression or
death due any cause, whichever occurs first.

Secondary Endpoints:

e OS defined as the time from randomization to the date of death due to any cause.

e ORR defined as the proportion of randomized subjects with baseline measurable disease
and a best response characterized as either a complete response (CR) or partial response
(PR) (CR or PR defined according to RECIST).

e DR defined as the time from first documentation of response to the date of progression or
death due to any cause, whichever occurs first.

e Opverall safety profile characterized by type, frequency, severity as graded using National
Cancer Institute Common Terminology Criteria for AEs, version 3.0 and relationship to
study therapy of AEs and laboratory abnormalities.

e PRO changes in scores for symptom severity and interference according to the
MDASI-D.

Safety Evaluations: AEs, clinical laboratory measurements, physical examinations,
electrocardiograms (ECG), and blood pressure (BP) measurements were assessed throughout
the study.

Statistical Methods:

Intent-to-treat (ITT) Population: This population (ie, full analysis set [FAS]) included all
subjects who were randomized, with study drug assignment designated according to initial
randomization, regardless of whether subjects received study drug according to
randomization schedule or received a different drug from that to which they were
randomized. This was the primary population for evaluating all efficacy endpoints and
subject characteristics.

As-Treated (AT) Population (Safety): The AT population included all subjects who received
at least 1 dose of study medication with treatment assignments designated according to actual
study treatment received. This was the primary population for evaluating treatment
administration/compliance and safety.

Analysis of Efficacy Parameters: Time-to-event endpoints were summarized using the
Kaplan-Meier method and displayed graphically when appropriate. Median event times and
a 2-sided 95% confidence interval (CI) for each median were provided. In addition, PFS and

Template version 1.1 Page 7



090177e185db7626\Approved\Approved On: 14-Nov-2014 05:10

Public Disclosure Synopsis
Protocol A4061034 — 31 October 2014 — Final

OS were compared between the treatment arms using a 1-sided stratified log-rank test with a
significance level of 0.15.

Cox proportional hazard models were used to explore the potential influences of the baseline
stratification factors on time-to-event endpoints. The estimated hazard ratio (HR) and a
2-sided 95% CI were provided. Additionally, for each treatment arm, the median event time
and a 2-sided 95% CI were provided for each level of the stratification factors.

For binary endpoints, point estimates of the rates for each treatment arm and difference of the
rates between treatment arms were provided along with the corresponding 2-sided 95% Cls
using an exact method based on the F distribution and using a normal approximation for
constructing a CI for differences, respectively.

For the stratified analyses, the relative risk ratio estimator was used to contrast the treatment
effects on the endpoint. Both a point estimate and a 2-sided 95% CI were calculated using a
normal approximation. Treatment arms were compared with a significance level of 0.15
using a 1-sided Pearson y? test for unstratified analyses and Cochran-Mantel-Haenszel
(CMRH)) test for stratified analyses.

Descriptive statistics, including the mean, standard deviation (SD), median, minimum, and
maximum values were provided for continuous endpoints. The number and percentage of
subjects in each category were provided for categorical variables.

PFS was summarized in the ITT population based on the Investigator’s assessment of disease
response and progression. Differences in PFS between treatment arms were analyzed by the
log rank test (1-sided, o = 0.15) stratified for ECOG PS (0 vs 1) and prior treatment with
bevacizumab (yes vs no). An unstratified log-rank test (1-sided, oo = 0.15) and Cox
regression model were also used as a secondary, sensitivity check on the primary PFS
endpoint. Additionally, for each treatment arm, the median PFS and a 2-sided 95% CI were
provided for each level of the stratification variables.

OS was summarized in the ITT population. The 1-year survival probability was estimated
using the Kaplan-Meier method and a 2-sided 95% CI for the log [-log (1-year survival
probability)] were calculated using a normal approximation and then back transformed to
give a CI for the 1-year survival probability itself.

The ORR (CR or PR) was summarized in the ITT population, based on the Investigator’s
assessment of disease response. The ORR was summarized for each treatment arm, along
with the corresponding exact 2-sided 95% CI, using a method based on the F distribution.
The relative risk ratio estimator was used to contrast the treatment effects on response rates.
A point estimate and a 2-sided 95% CI were calculated using the normal approximation. The
CMH test stratified by baseline stratification factors was used to compare ORR between the
treatment arms. Additionally, an unstratified test (Pearson ) was used to compare ORR
between the treatment arms. The response rate for each treatment arm was summarized for
each level of the baseline stratification variables and presented along with the corresponding
exact 2-sided 95% CI based on the F distribution method.
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DR was summarized for the subgroup of subjects with objective disease response using the
Kaplan-Meier method and was displayed graphically, where appropriate. The median event
time (if appropriate) and 2-sided 95% CI for the median for each treatment arm were
provided. The number of subjects with CR or PR may have been small and, therefore, the
use of the Kaplan-Meier method to provide reliable estimates may have been limited. As this
was the case, descriptive statistics or listings were also provided.

Descriptive statistics were used to summarize study conduct, subject disposition, baseline
characteristics, and treatment administration/compliance in the ITT population.

Analysis of Pharmacokinetic Parameters: The plasma concentration data set from this study
were to be pooled with data sets from additional axitinib studies conducted in other oncology
subject populations. Population PK analysis was to involve mixed effects modeling
performed using appropriate software (eg, NONlinear Mixed Effects Modeling).

The intent of this analysis was to establish and build upon a basic population PK model for
axitinib and to determine the inter-individual and residual variability in the population (oral)
clearance and, if possible, the volume of distribution of the drug. The primary objective of
the analysis will be to identify demographic factors (eg, age, body weight, height, ethnicity)
that affect the PK of axitinib. A secondary objective will be to screen for relationships with
food intake and concomitant medications (drugs known to alter hepatic metabolism and the
common concomitant medications) and measures of altered hepatic and renal function

(eg, aspartate aminotransferase, alanine aminotransferase, total bilirubin, blood urea nitrogen,
serum creatinine). Other covariates that appear to have a relationship in screening may also
be assessed for significance.

All subjects treated with axitinib and for whom drug plasma concentration results (from at
least 1 visit) were available were to be included in the population analysis. If a subject was
removed from the analysis, then a full written justification was to be included in the report as
would the procedure for handling missing data. The development of the base model, the
subsequent steps leading to the final model, and model validation procedures was to be
clearly outlined in the population PK report. Appropriate tests to determine the goodness of
fit of the final model to the data were to be performed and documented.

Analysis of Pharmacogenomic Parameters: The UGT1A1 genotype results from this study
are included as a listing only, no analyses were performed on these results.

Safety Parameters: Safety population consisted of all subjects who received at least 1 dose of
study drug, with treatment assignments designated according to actual study treatment
received. This population was the primary population for evaluating treatment
administration/compliance and safety.

RESULTS

Subject Disposition and Demography: A total of 37 sites from 8 countries randomized
171 subjects in the study; 168 (98.2%) of 171 randomized subjects received treatment in this
study. Table 2 presents disposition of all treatment groups.
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Table 2.  Subject Evaluation Groups

Axitinib + Bevacizumab + Axitinib + Bevacizumab +
FOLFIRI FOLFIRI FOLFOX FOLFOX
n (%) n (%) n (%) n (%)
Number of subjects randomized: 171
Assigned to study treatment 49 51 36 35
Treated 46 51 36 35
Discontinued 43 (87.8) 50 (98.0) 36 (100.0) 35(100.0)
Ongoing at date of cutoff 3(6.1) 1(2.0) 0 0
Analyzed for safety
Adverse events 46 (93.9) 51 (100.0) 36 (100.0) 35(100.0)
Laboratory data 45 (91.8) 50 (98.0) 36 (100.0) 35(100.0)

FOLFIRI = treatment regimen containing folinic acid (leucovorin) plus 5-fluorouracil plus irinotecan;
FOLFOX = treatment regimen containing folinic acid (leucovorin) plus 5-fluorouracil plus oxaliplatin; n =
number of subjects meeting prespecified criteria.

Table 3, Table 4, Table 5, Table 6, Table 7, Table 8, and Table 9 present discontinuation
details for axitinib, bevacizumab, 5-FU bolus, 5-FU infusion, leucovorin, irinotecan, and
oxaliplatin respectively, and Table 10 presents the discontinuations from study for safety
analysis set exclusively. Demographic characteristics are reported in Table 11.

Table 3. Discontinuations From Axitinib; Safety Analysis Set

Primary Reason for Discontinuation Axitinib + FOLFIRI  Axitinib + FOLFOX
N=46 N=36
n (%) n (%)
Adverse event 8(17.4) 6 (16.7)
Subject died 0 1(2.8)
Other 7 (15.2) 1(2.8)
Objective progression or relapse 27 (58.7) 24 (66.7)
Global deterioration of health status 2(4.3) 0
Subject refused continued treatment for reason other than 2(4.3) 4(11.1)

adverse event

FOLFIRI = treatment regimen containing folinic acid (leucovorin) plus 5-fluorouracil plus irinotecan;
FOLFOX = treatment regimen containing folinic acid (leucovorin) plus 5-fluorouracil plus oxaliplatin;
N = number of subjects; n = number of subjects meeting prespecified criteria.

Table 4. Discontinuations From Bevacizumab; Safety Analysis Set

Primary Reason for Discontinuation Bevacizumab + FOLFIRI = Bevacizumab + FOLFOX
N=51 N=35
n (%) n (%)

Adverse event 3(5.9) 2(5.7)

Subject died 3(5.9) 0

Lost to follow-up 0 1(2.9)

Other 8 (15.7) 3 (8.6)

Objective progression or relapse 33 (64.7) 26 (74.3)

Subject refused continued treatment for reason 3(5.9) 3 (8.6)

other than adverse event

FOLFIRI = treatment regimen containing folinic acid (leucovorin) plus 5-fluorouracil plus irinotecan;
FOLFOX = treatment regimen containing folinic acid (leucovorin) plus 5-fluorouracil plus oxaliplatin;
N = number of subjects; n = number of subjects meeting prespecified criteria.
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Table 5. Discontinuations From 5-FU Bolus; Safety Analysis Set

Primary Reason for Axitinib + FOLFIRI Bevacizumab Acxitinib + Bevacizumab
Discontinuation N=46 + FOLFIRI FOLFOX + FOLFOX

n (%) N=51 N=36 N=3§

n (%) n (%) n (%)

Adverse event 10 (21.7) 4(7.8) 3(8.3) 2(5.7)
Subject died 1(2.2) 3(5.9) 2 (5.6) 0
Lost to follow-up 0 0 0 1(2.9)
Other 4(8.7) 9 (17.6) 2 (5.6) 3 (8.6)
Objective progression or relapse 24 (52.2) 31 (60.8) 24 (66.7) 26 (74.3)
Global deterioration of health status 2(4.3) 0 1(2.8) 0
Subject refused continued treatment 2(4.3) 3(5.9) 4(11.1) 3(8.6)

for reason other than adverse event

FOLFIRI = treatment regimen containing folinic acid (leucovorin) plus 5-fluorouracil plus irinotecan;
FOLFOX = treatment regimen containing folinic acid (leucovorin) plus 5-fluorouracil plus oxaliplatin;
N = number of subjects; n = number of subjects meeting prespecified criteria; 5-FU = 5-fluorouracil.

Table 6. Discontinuations From 5-FU Infusion; Safety Analysis Set

Primary Reason for Axitinib + FOLFIRI Bevacizumab Axitinib + Bevacizumab
Discontinuation N=46 + FOLFIRI FOLFOX + FOLFOX

n (%) N=51 N=36 N=35

n (%) n (%) n (%)

Adverse event 9 (19.6) 3(5.9) 3(8.3) 2(5.7)
Subject died 0 3(5.9) 2 (5.6) 0
Lost to follow-up 0 0 0 1(2.9)
Other 5(10.9) 9(17.6) 2 (5.6) 3 (8.6)
Objective progression or relapse 24 (52.2) 32 (62.7) 25 (69.4) 26 (74.3)
Global deterioration of health status 3(6.5) 0 0 0
Subject refused continued treatment 2(4.3) 3(5.9) 4 (11.1) 3(8.6)

for reason other than adverse event

FOLFIRI = treatment regimen containing folinic acid (leucovorin) plus 5-fluorouracil plus irinotecan;
FOLFOX = treatment regimen containing folinic acid (leucovorin) plus 5-fluorouracil plus oxaliplatin;
N = number of subjects; n = number of subjects meeting prespecified criteria; 5-FU = 5-fluorouracil.

Table 7. Discontinuations From Leucovorin; Safety Analysis Set

Primary Reason for Axitinib + FOLFIRI Bevacizumab  Axitinib + Bevacizumab
Discontinuation N=46 + FOLFIRI FOLFOX + FOLFOX

n (%) N=51 N=36 N=35

n (%) n (%) n (%)

Adverse event 8(17.4) 3(5.9) 3(8.3) 2(5.7)
Subject died 0 3(5.9) 2 (5.6) 0
Lost to follow-up 0 0 0 1(2.9)
Other 5(10.9) 9(17.6) 2 (5.6) 3 (8.6)
Objective progression or relapse 25 (54.3) 32 (62.7) 25 (69.4) 26 (74.3)
Global deterioration of health status 3(6.5) 0 0 0
Subject refused continued treatment 2 (4.3) 3(59) 4(11.1) 3 (8.6)

for reason other than adverse event

FOLFIRI = treatment regimen containing folinic acid (leucovorin) plus 5-fluorouracil plus irinotecan;
FOLFOX = treatment regimen containing folinic acid (leucovorin) plus 5-fluorouracil plus oxaliplatin;
N = number of subjects; n = number of subjects meeting prespecified criteria.
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Table 8. Discontinuations From Irinotecan; Safety Analysis Set

Primary Reason for Discontinuation Axitinib + FOLFIRI = Bevacizumab + FOLFIRI
N=46 N=51
n (%) n (%)

Adverse event 10 (21.7) 3(5.9)

Subject died 0 3(5.9)

Other 5(10.9) 10 (19.6)

Objective progression or relapse 23 (50.0) 31 (60.8)

Global deterioration of health status 3(6.5) 0

Subject refused continued treatment for reason 2(4.3) 3(5.9)

other than adverse event

FOLFIRI = treatment regimen containing folinic acid (leucovorin) plus 5-fluorouracil plus irinotecan;
FOLFOX = treatment regimen containing folinic acid (leucovorin) plus 5-fluorouracil plus oxaliplatin;
N = number of subjects; n = number of subjects meeting prespecified criteria.

Table 9. Discontinuations From Oxaliplatin; Safety Analysis Set

Primary Reason for Discontinuation Axitinib + FOLFOX Bevacizumab + FOLFOX
N=36 N=35
n (%) n (%)

Adverse event 9 (25.0) 5(14.3)

Subject died 2 (5.6) 0

Lost to follow-up 0 1(2.9)

Other 3(8.3) 3 (8.6)

Objective progression or relapse 18 (50.0) 23 (65.7)

Subject refused continued treatment for reason other 4(11.1) 3 (8.6)

than adverse event

FOLFIRI = treatment regimen containing folinic acid (leucovorin) plus 5-fluorouracil plus irinotecan;
FOLFOX = treatment regimen containing folinic acid (leucovorin) plus 5-fluorouracil plus oxaliplatin;
N = number of subjects; n = number of subjects meeting prespecified criteria.

Table 10. Discontinuations From Study; Safety Analysis Set

Primary Reason for Discontinuation Axitinib + Bevacizumab  Axitinib + Bevacizumab
FOLFIRI + FOLFIRI FOLFOX + FOLFOX

N=46 N=51 N=36 N=3§

n (%) n (%) n (%) n (%)
Subject died 31(67.4) 31 (60.8) 21 (58.3) 23 (65.7)
Lost to follow-up 1(2.2) 2(3.9) 4(11.1) 514.3)
Other 11(23.9) 15 (29.4) 10 (27.8) 7 (20.0)
Objective progression or relapse 0 1(2.0) 0 0
Subject refused continued treatment for 0 1(2.0) 1(2.8) 0

reason other than adverse event

FOLFIRI = treatment regimen containing folinic acid (leucovorin) plus 5-fluorouracil plus irinotecan;
FOLFOX = treatment regimen containing folinic acid (leucovorin) plus 5-fluorouracil plus oxaliplatin;
N = number of subjects; n = number of subjects meeting prespecified criteria.
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Table 11. Demographic Characteristics; Full Analysis Set

Axitinib + Bevacizumab + Axitinib + Bevacizumab +
FOLFIRI FOLFIRI FOLFOX FOLFOX
N=49 N=51 N=36 N=35
n (%) n (%) n (%) n (%)
Sex
Male 31(63.3) 27 (52.9) 16 (44.4) 24 (68.6)
Female 18 (36.7) 24 (47.1) 20 (55.6) 11 (31.4)
Age (years)
18-44 5(10.2) 6(11.8) 3(8.3) 1(2.9)
45-64 30 (61.2) 34 (66.7) 21 (58.3) 22 (62.9)
>65 14 (28.6) 11(21.6) 12 (33.3) 12 (34.3)
Median 59 58 58.5 60
Mean 58.6 57.7 58.1 60.5
SD 11.0 10.4 11.1 8.8
Range 24-76 34-80 25-75 41-77
Race
White 36 (73.5) 41 (80.4) 28 (77.8) 27(77.1)
Black 1(2.0) 2(3.9) 2 (5.6) 0
Asian 11 (22.4) 8 (15.7) 6 (16.7) 7 (20.0)
Other 1(2.0) 0 0 1(2.9)
Weight (kg)
Median 74.38 69.00 70.02 76.00
Mean 74.2 71.3 71.5 75.7
SD 15.2 16.0 19.0 16.8
Range 47-104 41-117 45-126 50-112
Height (cm)
Median 170.0 167.00 167.50 167.40
Mean 170.2 165.9 166.8 166.9
SD 8.8 9.4 8.8 9.8
Range 154-189 148-186 150-191 146-188
ECOG PS
0 36 (73.5) 36 (70.6) 24 (66.7) 25(71.4)
1 13 (26.5) 15 (29.4) 12 (33.3) 10 (28.6)
Prior radiation neoadjuvant therapy
Yes 24.1) 1(2.0) 2 (5.6) 2(5.7)
No 47 (95.9) 50 (98.0) 34 (94.4) 33 (94.3)
Prior radiation adjuvant therapy
Yes 2 (4.1) 1(2.0) 1(2.8) 1(2.9)
No 47 (95.9) 50 (98.0) 35(97.2) 34 (97.1)
Prior radiation palliative therapy
Yes 2(4.1) 4(7.8) 1(2.8) 2(5.7)
No 47 (95.9) 47 (92.2) 35(97.2) 33 (94.3)
Prior systemic neoadjuvant
therapy
Yes 1(2.0) 1(2.0) 2 (5.6) 2(5.7)
No 48 (98.0) 50 (98.0) 34 (94.4) 33 (94.3)
Prior systemic adjuvant therapy
Yes 11(22.4) 9(17.6) 9 (25.0) 13 (37.1)
No 38 (77.6) 42 (82.4) 27 (75.0) 22 (62.9)
Prior systemic metastatic therapy
Yes 43 (87.8) 45 (88.2) 35(97.2) 30 (85.7)
No 6(12.2) 6(11.8) 1(2.8) 5(14.3)
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Table 11. Demographic Characteristics; Full Analysis Set

ECOG PS = Eastern Cooperative Oncology Group performance status; FOLFIRI = treatment regimen
containing folinic acid (leucovorin) plus 5-fluorouracil plus irinotecan; FOLFOX = treatment regimen
containing folinic acid (leucovorin) plus 5-fluorouracil plus oxaliplatin; N = number of subjects; n = number
of subjects meeting prespecified criteria; SD = standard deviation.

Efficacy Results:

Primary Results: The primary objective of this study was to compare the PFS of subjects
with colorectal cancer receiving axitinib with either FOLFIRI or FOLFOX vs bevacizumab
with either FOLFIRI or FOLFOX following failure of an irinotecan- or
oxaliplatin-containing first-line regimen. Table 12 and Table 13 present a summary of

PFS by treatment (stratified analysis and unstratified analysis respectively) for the FAS.
Table 14 presents summary of PFS by stratification factors; FAS.
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Secondary Results:

Table 15, and Table 16 present a summary of OS by treatment (stratified analysis and
unstratified analysis respectively) for the FAS.

Table 15. Summary of Overall Survival (Stratified); Full Analysis Set

Axitinib + Bevacizumab + Axitinib + Bevacizumab
FOLFIRI FOLFIRI FOLFOX + FOLFOX
N=49 N=51 N=36 N=35
n (%) n (%) n (%) n (%)
Number of deaths 32 (65.3) 31 (60.8) 21(58.3) 23 (65.7)
Type of death
Disease under study 31 (63.3) 29 (56.9) 20 (55.6) 23 (65.7)
Study treatment toxicity 1(2.0) 0 0 0
Other 1(2.0) 2(3.9) 1(2.8) 0
Number censored 17 (34.7) 20 (39.2) 15 (41.7) 12 (34.3)
Reason for censorship
In follow-up, alive 16 (32.7) 18 (35.3) 10 (27.8) 7 (20.0)
Subject no longer willing to 0 0 1(2.8) 0
participate
Lost to follow-up 1(2.0) 2(3.9) 4(11.1) 5(14.3)
Survival probability at Month 12*  55.32 (40.34, 64.11 (49.44, 57.47 (40.09, 51.00 (33.85,
(95% CI)° 67.97) 75.53) 71.49) 65.80)

Kaplan-Meier estimates of time to event (month)
Quartiles [95% CI]°

25% 6.5(3.9,10.3) 10.2 (5.6, 12.2) 8.0 (4.5,11.8) 7.2 (5.6,10.2)
50% 12.9(10.2, 16.6) 15.7(12.1,23.0) 17.1(10.1,23.0) 14.1(9.0,16.4)
75% NE (14.9, NE) NE (23.0, NE) 23.0(21.2,23.0)0 NE (14.9,NE)
Axitinib + FOLFIRI vs bevacizumab + FOLFIRI/axitinib + FOLFOX vs bevacizumab + FOLFOX
Hazard ratio® 1.355 0.689
95% CI of hazard ratio 0.820, 2.238 0.373, 1.273
p-Value* 0.8828 0.1159

* One-sided p-value from the log-rank test stratified by ECOG performance status (0 vs 1) and prior

treatment with bevacizumab (yes vs no).

CI = confidence interval; FOLFIRI = treatment regimen containing folinic acid (leucovorin) plus

5-fluorouracil plus irinotecan; FOLFOX = treatment regimen containing folinic acid (leucovorin) plus

5-fluorouracil plus oxaliplatin; N = number of subjects; n = number of subjects meeting prespecified criteria;

NE = not estimatable; vs = versus.

a. Estimated from the Kaplan-Meier curve.

b. Calculated from the log [-log (12-month survival probability)] using a normal approximation and back
transformation.

c. Based on the Brookmeyer and Crowley method.

d. Based on the Cox proportional hazards model stratified by ECOG performance status (0 vs 1) and prior
treatment with bevacizumab (yes vs no).
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Table 16. Summary of Overall Survival (Unstratified); Full Analysis Set

Axitinib + Bevacizumab + Axitinib + Bevacizumab
FOLFIRI FOLFIRI FOLFOX + FOLFOX
N=49 N=51 N=36 N=35
n (%) n (%) n (%) n (%)
Number of deaths 32 (65.3) 31 (60.8) 21 (58.3) 23 (65.7)
Type of death
Disease under study 31 (63.3) 29 (56.9) 20 (55.6) 23 (65.7)
Study treatment toxicity 1(2.0) 0 0 0
Unknown 0 0 0 0
Other 1(2.0) 2(3.9) 1(2.8) 0
Number censored 17 (34.7) 20 (39.2) 15(41.7) 12 (34.3)
Reason for censorship
In follow-up, alive 16 (32.7) 18 (35.3) 10 (27.8) 7 (20.0)
Subject no longer willing 0 0 1(2.8) 0
to participate
Lost to follow-up 1(2.0) 2 (3.9) 4(11.1) 5(14.3)
Survival probability at 55.32 (40.34, 64.11 (49.44, 57.47 (40.09, 51.00 (33.85,
Month 12* (95% CI)° 67.97) 75.53) 71.49) 65.80)

Kaplan-Meier estimates of time to event (month)
Quartiles [95% CI]°

25% 6.5(3.9,10.3) 10.2 (5.6, 12.2) 8.0 (4.5,11.8) 7.2 (5.6,10.2)
50% 12.9 (10.2, 16.6) 15.7 (12.1, 23.0) 17.1(10.1,23.0) 14.1 (9.0, 16.4)
75% NE (14.9, NE) NE (23.0, NE) 23.0(21.2,23.0) NE (14.9,NE)
Axitinib + FOLFIRI vs bevacizumab + FOLFIRI/axitinib + FOLFOX vs bevacizumab + FOLFOX
Hazard ratio® 1.318 0.744
95% CI of hazard ratio 0.803,2.162 0.407, 1.361
p-Valuex 0.8631 0.1661

“One-sided p-value from the log-rank test.

CI = confidence interval; FOLFIRI = treatment regimen containing folinic acid (leucovorin) plus

S-fluorouracil plus irinotecan; FOLFOX = treatment regimen containing folinic acid (leucovorin) plus

5-fluorouracil plus oxaliplatin; N = number of subjects; n = number of subjects meeting prespecified criteria;

NE = not estimatable; vs = versus.

a. Estimated from the Kaplan-Meier curve.

b. Calculated from the log [-log (12-month survival probability)] using a normal approximation and back
transformation.

c. Based on the Brookmeyer and Crowley method.

d. Based on the Cox proportional hazards model.

Table 17 presents summary of OR (CR + PR) by treatment in the axitinib + FOLFIRI arm
was 12/49 (24.5%) (95% exact CI [13.3%, 38.9%]) compared with 12/51 (23.5%)

(95% exact CI[12.8%, 37.5%]) in the bevacizumab + FOLFIRI arm. The treatment
difference (axitinib + FOLFIRI: bevacizumab + FOLFIRI) was 1% (95% CI [-15.8%,
17.7%]) with a 1-sided p-value of 0.4552; FAS.
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Table 17. Summary of Best Overall Response by Treatment; Full Analysis Set

Axitinib + Bevacizumab Axitinib + Bevacizumab
FOLFIRI + FOLFIRI FOLFOX + FOLFOX
N=49 N=51 N=36 N=35
n (%) n (%) n (%) n (%)
Complete response (CR) 1(2.0) 1(2.0) 0 0
Partial response (PR) 11(22.4) 11(21.6) 7(19.4) 7 (20.0)
Stable disease 15 (30.6) 20 (39.2) 16 (44.4) 15 (42.9)
Progressive disease 11 (22.4) 15(29.4) 8(22.2) 8(22.9)
Indeterminate 11(22.4) 4 (7.8) 5(13.9) 5(14.3)
Overall response® 12 (24.5) 12 (23.5) 7(19.4) 7 (20.0)
95% CI° (13.3,38.9) (12.8,37.5) (8.2, 36) (8.4,36.9)

Treatment comparison: Axitinib + FOLFIRI vs bevacizumab + FOLFIRI (Arm A vs Arm B)/axitinib +
FOLFOX vs bevacizumab + FOLFOX (Arm C vs Arm D)

Treatment difference (%) 1 -0.6
95% CI of difference® -15.8,17.7 -19.1, 18
p-Value* 0.4552 0.5235

#*p-Value was from a 1-sided Pearson chi-square test.

CI = confidence interval; FOLFIRI = treatment regimen containing folinic acid (leucovorin) plus
S5-fluorouracil plus irinotecan; FOLFOX = treatment regimen containing folinic acid (leucovorin) plus
5-fluorouracil plus oxaliplatin; N = number of subjects; n = number of subjects meeting prespecified criteria;
RECIST = Response Evaluation Criteria in Solid Tumors; vs = versus.

a. Overall response rate = CR + PR according to RECIST.

b. Exact confidence interval for the overall response rate based on the F-distribution.

c. Calculated based on a normal distribution.

Table 18 shows the summary of the median DR among responders by treatment for the FAS.
The median DR in the axitinib + FOLFIRI arm was 7.52 months (95% CI [5.22, not
estimatable; NE]) compared with 12.29 months in the bevacizumab + FOLFIRI arm

(95% CI[7.39, 12.84]). The median DR in the axitinib + FOLFOX arm was 10.15 months
(95% CI1[4.17, 12.91]) compared with 10.94 months in the bevacizumab + FOLFOX arm
(95% CI [4.53, 12.68]). Table 19 presents the reasons for disease progression in the majority
of subjects in each treatment arm. Mean scores for all symptom and functioning scales of the
MDASI-D at Baseline for the 4 treatment arms are summarized in Table 20.
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Table 19. Reason for Disease Progression (RECIST Assessment); Full Analysis Set

Axitinib + Bevacizumab Axitinib + Bevacizumab
FOLFIRI + FOLFIRI FOLFOX + FOLFOX
N=49 N=51 N=36 N=35
n (%) n (%) n (%) n (%)
Progressive disease 28 (57.1) 33 (64.7) 23 (63.9) 23 (65.7)
New lesion 13 (26.5) 12 (23.5) 14 (38.9) 10 (28.6)
Progression in target lesion(s) 16 (32.7) 25 (49.0) 14 (38.9) 18 (51.4)
Progression in non-target lesion(s) 20 (40.8) 18 (35.3) 15 (41.7) 16 (45.7)

Only included assessments given within 28 days after last dose of study medication and before taking
antitumor treatment.

FOLFIRI = treatment regimen containing folinic acid (leucovorin) plus 5-fluorouracil plus irinotecan;
FOLFOX = treatment regimen containing folinic acid (leucovorin) plus 5-fluorouracil plus oxaliplatin;
N = number of subjects; n = number of subjects meeting prespecified criteria; RECIST = Response
Evaluation Criteria in Solid Tumors.
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Table 20. Summary of Observed Baseline Mean Scores in MDASI-D Endpoints -
Evaluable Population

MDASI-D Axitinib + Bevacizumab Axitinib + Bevacizumab+
FOLFIRI +FOLFIRI FOLFOX FOLFOX
(N=49)" (N=51)° (N=36)" (N=35)"
Scale/Item Score Mean (SD) Mean (SD) Mean (SD) Mean (SD)
Symptom severity scale” 2.1 (1.47) 1.8 (1.47) 1.9 (1.64) 2.0 (1.86)
Pain 2.0 (2.35) 2.2(2.92) 2.1(2.65) 1.7 (2.32)
Fatigue 3.0 (2.51) 2.4 (2.78) 2.9 (2.69) 2.9 (3.28)
Nausea 1.0 (1.59) 0.7 (1.97) 1.3 (2.35) 1.3 (2.53)
Disturbed sleep 2.3(2.74) 2.3(2.57) 2.4(2.76) 1.6 (1.84)
Distress 2.9 (2.80) 2.5(2.75) 2.4 (2.72) 3.5(3.27)
Shortness of breath 1.7 (2.32) 1.2 (2.22) 1.5(2.31) 2.2(2.77)
Remembering things 1.1 (1.53) 1.3 (1.81) 1.6 (2.18) 1.1 (1.50)
Lack of appetite 1.9 (2.61) 1.3 (2.31) 1.6 (2.27) 2.4 (3.06)
Drowsiness 2.2 (2.09) 2.1(2.86) 2.2 (2.47) 2.6 (2.68)
Dry mouth 2.4 (3.04) 1.2 (1.98) 1.5(2.31) 2.3(2.97)
Sadness 2.8 (2.86) 2.2(2.72) 2.6 (2.84) 3.1(3.49)
Vomiting 0.7 (1.96) 0.8 (2.10) 1.1 (2.24) 1.0 (2.62)
Numbness or tingling 3.5(2.78) 3.2 (3.12) 1.9 (2.81) 1.6 (2.46)
Diarrhea 2.0 (2.75) 1.5 (2.49) 1.3 (2.17) 1.1 (1.86)
Symptom interference scale® 2.1(2.04) 1.7 (2.05) 2.4(2.31) 2.8 (2.90)
General activity 2.1(2.38) 1.8 (2.88) 2.5(2.76) 3.3 (3.46)
Mood 2.6 (2.37) 2.1 (2.65) 2.4 (2.55) 3.0(3.27)
Work 2.3(2.52) 2.0 (3.05) 2.6 (2.81) 3.1(3.54)
Relations with other people 1.6 (2.43) 0.7 (1.80) 2.0 (2.38) 2.1(2.62)
Walking 2.1 (2.50) 1.5 (2.50) 2.3 (2.79) 2.5(3.23)
Enjoyment of life 2.0 (2.27) 2.2 (3.01) 2.6 (2.70) 2.9 (3.39)

Symptom severity scale was comprised of the following individual items: pain, fatigue, nausea, disturbed

sleep, distress, shortness of breath, remembering things, lack of appetite, drowsiness, dry mouth, sadness,

vomiting, numbness or tingling, and diarrhea. Symptom interference scale was comprised of the following

individual items: general activity, mood, work, relations with other people, walking and enjoyment of life.

Range of symptom severity scale and symptom interference scale =0 to 10.

FOLFIRI = treatment regimen containing folinic acid (leucovorin) plus 5-fluorouracil plus irinotecan;

FOLFOX = treatment regimen containing folinic acid (leucovorin) plus 5-fluorouracil plus oxaliplatin;

MDASI-D = MD Anderson Symptom Inventory-Diarrhea; N = total number of subjects; SD = standard

deviation.

a. Due to missing values, the sample size for each scale may not always equal 49 for Axitinib + FOLFIRI,
51 for bevacizumab + FOLFIRI, 36 for Axitinib + FOLFOX, or 35 for bevacizumab + FOLFOX.

b. Interpretation (items and scale scores): A score indicates the severity of the symptom. The lower the
symptom score, the less severe the symptom.

c. Interpretation (items and scale scores): The lower the symptom score, the less interference with feeling
and function the subject experiences.

MDASI-D: Change From Baseline by Cycle: Based on the mean change scores in cycles
with 10 or more subjects completing the MDASI-D (up to and including Cycles 13, 19, 17,
and 13 for axitinib + FOLFIRI, bevacizumab + FOLFIRI, axitinib + FOLFOX, and
bevacizumab + FOLFOX, respectively), statistically significant increases (worsening) from
Baseline in MDASI-D scale scores are given below for each treatment arm. Clinically
meaningful increases (defined as a >0.98 point mean change from Baseline) were denoted
with an asterisk (*). There were no adjustments for multiple testing.
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Axitinib + FOLFIRI:

e MDASI-D Severity scale: Cycles 2,3,4,7,9", and 11"
e MDASI-D Interference scale: Cycles 2, 3%, 5%, 9%, and end-of-treatment (EOT)"

Bevacizumab + FOLFIRI:

e MDASI-D Severity scale: None
e MDASI-D Interference scale: Cycle 2 and EOT"

Axitinib + FOLFOX:

e MDASI-D Severity scale: Cycles 2, 5,7, 117,13, 17, and EOT"
e MDASI-D Interference scale: Cycle 13” and EOT"

Bevacizumab + FOLFOX:

e MDASI-D Severity scale: Cycles 9, 13, and EOT
e MDASI-D Interference scale: EOT"

All the clinically meaningful mean score increases were small, none >1.5 on a scale of 0 to
10. No formal statistical comparisons were performed. However, a look at the above results
would indicate greater increase in MDASI-D scores (worsening) in the axitinib + FOLFIRI
group than the bevacizumab + FOLFIRI group. Similarly the above results appear to
indicate more worsening in the axitinib + FOLFOX group than the bevacizumab + FOLFOX

group.
Safety Results:

Table 21 and Table 22 present AEs data all causality and treatment related respectively.
Table 23 shows serious adverse events (SAEs) that occurred during the study.

The subjects in the axitinib + FOLFIRI arm compared with the bevacizumab + FOLFIRI arm
had treatment-related SAEs (13 [28.3%] vs 4 [7.8%], respectively), similarly in the

axitinib + FOLFOX arm compared with the bevacizumab + FOLFOX arm had treatment-
related SAEs (6 [16.7%] vs 3 [8.6%], respectively).
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Number and percentage of subjects discontinue the study permanently and temporarily due to
AEs are listed in Table 24.
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Overall, 31 (67.4%) subjects in the axitinib + FOLFIRI arm died; 3 (9.7%) died on-study and
28 (90.3%) died during follow-up. In the bevacizumab + FOLFIRI arm, 31 (60.8%) subjects
died; 5 (16.1%) died on-study and 26 (83.9%) died during follow-up. Twenty-one (58.3%)
subjects in the axitinib + FOLFOX arm died; 1 (4.8%) died on-study and 20 (95.2%) died
during follow-up. In the bevacizumab + FOLFOX arm, 23 (65.7%) subjects died; each of the
23 subjects died during follow-up. Table 25 presents a summary of subject deaths by
treatment arm for the updated safety analysis set.

Table 25. Summary of Deaths by Treatment; Safety Analysis Set

Axitinib + Bevacizumab + Axitinib + Bevacizumab +
FOLFIRI FOLFIRI FOLFOX FOLFOX
N=46 N=51 N=36 N=35
n (%) n (%) n (%) n (%)
Subjects who died 31 (67.4) 31 (60.8) 21(58.3) 23 (65.7)
Subjects who died on study” 309.7) 5(16.1) 1(4.8) 0
Cause of death
Disease under study 2 (66.7) 3 (60.0) 0 0
Study treatment toxicity 1(33.3) 0 0 0
Unknown 0 0 0 0
Other 1(33.3) 2 (40.0) 1 (100.0) 0
Hemorrhage (GI) 0 1(50.0) 0 0
Intracerebral hemorrhage 0 0 1 (100.0) 0
Sepsis 1 (100.0) 0 0 0
Septicemia 0 1(50.0) 0 0
Subjects who died during follow-upb 28 (90.3) 26 (83.9) 20 (95.2) 23 (100.0)
Cause of death
Disease under study 28 (100.0) 26 (100.0) 20 (100.0) 23 (100.0)

Note that >1 cause of death for a single subject may have been listed.

FOLFIRI = treatment regimen containing folinic acid (leucovorin) plus 5-fluorouracil plus irinotecan;
FOLFOX = treatment regimen containing folinic acid (leucovorin) plus 5-fluorouracil plus oxaliplatin;

GI = gastrointestinal; N = number of subjects; n = number of subjects meeting prespecified criteria.

a. On-study deaths were those that occurred after the first dose of study drug and within 28 days after the
last dose of study drug.

b. Follow-up deaths were those that occurred >28 days after the last dose of study drug.

CONCLUSIONS:

e Axitinib in combination with either FOLFIRI or FOLFOX compared with bevacizumab
in combination with FOLFIRI or FOLFOX did not demonstrate prolonged PFS in the
second-line treatment of subjects with mCRC after failure of an irinotecan- or oxaliplatin-
containing first-line regimen. The HR for the axitinib + FOLFIRI arm compared with the
bevacizumab + FOLFIRI arm was 1.27 (95% CI [0.77, 2.11]). The HR for the
axitinib + FOLFOX arm compared with the bevacizumab + FOLFOX was 1.04 (95% CI
[0.55, 1.96]).

e The OS results were consistent with the PFS results. No increased OS benefit was
observed in the axitinib + FOLFIRI arm compared with the bevacizumab + FOLFIRI
arm, with an HR of 1.36 (95% CI [0.82, 2.24]). An increased OS benefit was observed,
however, in the axitinib + FOLFOX arm compared with the bevacizumab + FOLFOX
arm with an HR of 0.69 (95% CI[0.37, 1.27]).
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e The ORR was generally similar for the axitinib and bevacizumab arms. The ORR was
24.5% vs 23.5% for the axitinib + FOLFIRI arm and the bevacizumab + FOLFIRI arm,
respectively. An ORR of 19.4% vs 20.0% was observed for the axitinib + FOLFOX arm
and the bevacizumab + FOLFOX arm, respectively.

e The median DR was lower in the axitinib + FOLFIRI arm compared with the
bevacizumab + FOLFIRI arm (7.5 months vs 12.3 months, respectively). A similar
median DR was observed in the axitinib + FOLFOX arm and the bevacizumab +
FOLFOX arm (10.2 months vs 10.9 months, respectively).

e There were greater proportions of subjects with dose reduction and temporary drug
discontinuation due to AEs in the axitinib arms compared with the bevacizumab arms.
A higher incidence of some AEs (eg, diarrhea, fatigue, hypertension) was noted in the
axitinib arm when administered with FOLFIRI.

e Baseline mean scores for the MDASI-D severity and interference scales were similar
between the axitinib + FOLFIRI and bevacizumab + FOLFIRI and between the
axitinib + FOLFOX and bevacizumab + FOLFOX treatment arms. All were relatively
small (<3 on a scale of 0 to 10, where 0 indicates no pain and 10 as worst imaginable).

e No formal statistical comparisons of MDASI-D scores were performed to compare the
treatment arms. The study results indicate a greater number of increases from baseline
(worsening) in the axitinib + FOLFIRI group than the bevacizumab + FOLFIRI group,
and similarly in the axitinib + FOLFOX group than the bevacizumab + FOLFOX group.
However, all mean score increases in severity and interference were relatively small, with
none more than 1.5 points.
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