Uy NOVARTIS

Clinical Trial Results Website

Sponsor
Novartis Pharmaceuticals

Generic Drug Name

Trial Indication(s)

metastatic uveal melanoma

Protocol Number
COEB071X2102

Protocol Title

A phase 1 study of AEBO71, an oral protein kinase C inhibitor, in patients with metastatic uveal melanoma

Clinical Trial Phase

Phase 1

Phase of Drug Development
Phase 1

Study Start/End Dates

Study Start Date: December 2011 (Actual)
Primary Completion Date: May 2019 (Actual)
Study Completion Date: May 2019 (Actual)

Reason for Termination (If applicable)

Study endpoints were met, lack of efficacy
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Study Design/Methodology

Open-label, multicenter, single-agent, Phase | study consisting of a dose escalation part and a dose expansion part

Centers
5 centers in 4 countries: United States(2), Netherlands(1), United Kingdom(1), France(1)

Objectives:
Primary objective(s)

Dose escalation

Estimate the maximum tolerated dose (MTD) and/or recommended dose for expansion (RDE) of sotrastaurin in patients with uveal
melanoma

Dose expansion

Characterize the safety and tolerability of the MTD or RDE of sotrastaurin in patients with uveal melanoma and, if warranted, at
doses lower than the MTD/RDE

Secondary objectives
Key secondary objectives

Dose escalation
Further characterize the safety and tolerability of sotrastaurin

Dose expansion

Assess preliminary evidence of anti-tumor activity of sotrastaurin in patients with uveal melanoma at the MTD/RDE and, if warranted,
at doses lower than the MTD/RDE
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Other secondary objectives

e Evaluate the single- and multiple-dose pharmacokinetics (PK) of sotrastaurin and its metabolite AEE800 in patients with uveal
melanoma

e Evaluate Ga mutations in uveal melanoma
e Assess the anti-tumor activity at the MTD/RDE (i.e. Progression Free Survival [PFS], Time To Progression)

Test Product (s), Dose(s), and Mode(s) of Administration

Sotrastaurin tablets were supplied to the Investigators at dose strengths of 50 mg, 100 mg, and 300 mg, and were administered orally.
No reference therapy was administered.

Statistical Methods

Methodology: This was an open-label, multicenter, single agent, Phase | study comprised of a dose escalation part and a dose
expansion part. The initial sotrastaurin planned dosing was twice daily with the possibility of testing a three times daily dosing schedule,
and each cycle was 28 days. An adaptive Bayesian logistic regression model (BLRM) (with 2 parameters) guided by the escalation
with overdose control principle was used to make dose recommendations and estimate the MTD during the dose escalation part of the
study. The expansion part of the study was to begin once the MTD and/or RDE was determined; the safety of this dose was to be
further tested in the expansion part.

Number of subjects (planned and analyzed): Approximately 170 patients were planned to be treated in this study. A total of 153
patients were enrolled prior to early termination. Of these, 113 were in the dose-escalation part (65 in the twice daily dosing schedule
and 48 in the three times daily dosing schedule) and 40 were in the dose-expansion part (26 in the twice daily dosing schedule and 14
in the three times daily dosing schedule). As of the data cut-off date of 01-May-2015, 10 patients were still ongoing. The last patient on
treatment was transitioned to a Managed Access Program with another protein kinase C (PKC) inhibitor on 24-Apr-2019 due to
expiration of the sotrastaurin study treatment.

LPLV occurred on 22-May-2019, the date of the 30-day follow-up visit. The analyses presented in this final CSR were performed after
all patients had completed the end-of-study visit.

Study Population: Key Inclusion/Exclusion Criteria
Inclusion Criteria:

* Uveal melanoma with biopsy proven metastatic disease

* Males and females = 18 years of age

» Consent to biopsy of tumor
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* Measurable disease according to RECIST version 1.1
* WHO performance status of < 1

Exclusion Criteria:

+ Patients with abnormal laboratory values as defined by the protocol

« Patients who are receiving treatment with strong inducers or inhibitors of cytochrome P450 3A4 (CYP3A4) that cannot be
discontinued prior to study entry

+ Patients with impaired cardiac function or clinically significant cardiac diseases as defined by the protocol

* Patients with another malignancy that was treated within the last three years with the exceptions of localized basal cell carcinoma
and cervical carcinoma

« Patients with impairment of gastrointestinal function or disease

+ Patients with severe systemic infections

* Patients who are known to be HIV positive and/or have active hepatitis B or C infection

* Time since last therapy for treatment of underlying malignancy:

o Cytotoxic chemotherapy: < duration of the most recent cycle of the previous regimen (a minimum of 2 weeks for all)

o Nitrosurea: < 6 weeks

o Biologic therapy: < 4 weeks

0 < 5 x PK half-life of a small molecule therapeutic not otherwise defined above

« Patients having undergone major surgery less than 4 weeks prior to enrollment or have not fully recovered from prior surgery

* Women of child-bearing potential unless they are using highly effective methods of contraception during the dosing and for at least
36 hours after last dose. Highly effective contraception as defined in the protocol.

* Patients with primary central nervous system tumors or brain metastases.

* Pregnant or nursing (lactating) women.

Other protocol-defined inclusion/exclusion criteria may apply

Participant Flow Table

Overall Study
300mg 400mg 450mg 500mg 550mg 600mg 700mg 150mg 200mg 250/200/ 250mg 300/250/ 300 mg

BID BID BID BID BID BID BID TID TID 250 mg TID 250 mg TID
AEB07 AEB07 AEB07 AEBO07 AEB07 AEB07 AEB07 AEBO07 AEBO07 TID AEBO07 TID AEB07 Tot
1 1 1 1 1 1 1 1 1 AEBO071 1 AEB071 1 al
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Arm/Group escalati escalati escalati
Descriotio escalati escalati escalati escalati escalati onand onand escalati escalati escalatio onand escalatio escalati
n P on on on on on expansi expansi on on n expansi n on
on on on
Started 6 12 5 6 18 15 29 6 6 6 26 11 7 153
Completed 6 10 5 5 15 10 21 6 6 6 19 11 2 122
Not
Completed 0 2 0 1 3 5 8 0 0 0 7 0 5 31
administr
ative 0 0 0 0 0 0 0 0 0 0 1 0 0 1
problems
Withdraw
al by 0 0 0 0 0 3 2 0 0 0 2 0 3 10
Subject
Adverse 0 2 0 1 3 2 6 0 0 0 4 0 2 20
Event
Baseline Characteristics
300mg 400mg 450mg 500 mg '51150 600mg 700mg 150mg 200mg 250/200/ 250 mg 300/250/ 300 mg
BID BID BID BID Blg BID BID TID TID 250 mg TID 250 mg TID Total
AEB07 AEB07 AEB07 AEBO07 AEBO AEB07 AEB07 AEB07 AEBO07 TID AEBO07 TID AEBO07
1 1 1 1 71 1 1 1 1 AEBO071 1 AEBO071 1
Arm/Gro escalati escalati escalati
up escalati escalati escalati escalati escalat onand onand escalati escalati escalati onand escalati escalati
Descript on on on on ion expansi expansi on on on expansi on on
ion on on on
Number
of
Participa 6 12 5 6 18 15 29 6 6 6 26 11 7 153
nts
[units:
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participa
nts]

Age Continuous
(units: years)
Mean + Standard Deviation

56.2+1 54.1+x1 51.6+2 46.2¢1 60.8¥9 57.2+1 56.0+1 54.7+1 53.7#1 62.2+11. 57.9+1 60.0+12. 57.4+1 56.8%1
2.24 4.65 4.47 4.80 .95 2.71 3.09 5.81 6.73 99 1.59 51 5.22 3.24

Sex: Female, Male
(units: participants)
Count of Participants (Not Applicable)

Zema' 3 8 2 5 10 9 18 4 3 3 12 5 5 87
Male 3 4 3 1 8 6 1 2 3 3 14 6 2 66

Race/Ethnicity, Customized!'!
(units: participants)
Count of Participants (Not Applicable)

Cauca 6 12 4 6 16 12 29 6 6 6 23 10 7 143

slan

other 0 0 1 0 2 3 0 0 0 0 3 1 0 10
[1] Race

Summary of Efficacy

Primary Outcome Result(s)

Incidence of dose limiting toxicities (DLT) during the first cycle of treatment
(Time Frame: up to 28 days)

300mg 400mg 450mg 500mg 550mg 600mg 700mg 150mg 200mg 250/200/2 250mg 300/250/2 300 mg

BID BID BID BID BID BID BID TID TID 50 mg TID 50 mg TID
AEB07 AEBO07 AEBO07 AEBO07 AEB07 AEB07 AEB07 AEB07 AEBO07 TID AEBO7 TID AEBO7
1 1 1 1 1 1 1 1 1 AEBO071 1 AEB071 1
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Arm/Grou

P escalati escalati escalati escalati
Descriptio on on on on
n

escalati
on

escalati

on and

expansi
on

escalati

on and

expansi
on

escalati
on

escalati

on

escalation

escalati

on and

expansi
on

escalation

escalati
on

Number

of

Participan

ts 6 12 5 6
Analyzed

[units:

participan

ts]

18

15

29

26

11

Incidence
of dose
limiting
toxicities
(DLT)
during the
first cycle
of
treatment
(units:
participant
s)

Count of
Participant
s (Not
Applicable)

0 1 0 2
(%) (9.09%) (%) (33.33%)

Secondary Outcome Result(s)

2
(11.76%)

0
(%)

3
(25%)

0
(%)

0
(%)

1
(16.67%)

0
(%)

0
(%)

Overall response rate (Complete Response (CR) + Partial Response(PR)) to AEB071 using RECIST version 1.1

(Time Frame: Baseline, 12 months)

4
(80%)

Page 7



Uy NOVARTIS

Clinical Trial Results Website

300mg
BID
AEB07
1

400 mg 450 mg
BID BID BID
AEB07 AEB07 AEBO07

1 1 1

500 mg

550 mg
BID
AEBO07

600 mg
BID
AEBO07
1

700 mg
BID
AEBO07
1

150 mg
TID
AEB07

200 mg
TID
AEB07

250/200/2
50 mg
TID
AEB071

250 mg
TID
AEB07
1

300/250/2
50 mg
TID
AEB071

300 mg
TID
AEBO07

Arm/Group escalati
Description on

escalati escalati escalati
on on on

escalati
on

escalati

on and

expansi
on

escalati

on and

expansi
on

escalati
on

escalati
on

escalation

escalati

on and

expansi
on

escalation

escalati
on

Number of
Participants
Analyzed
[units:
participants

]

12 5 6

18

15

29

26

11

Overall
response
rate
(Complete
Response
(CR) +
Partial
Response(P
R)) to
AEBO071
using
RECIST
version 1.1
(units:
participants)
Count of
Participants
(Not
Applicable)

CRor PR (%)

Time to progression using RECIST version 1.1

0 0 1
(%) (%) (16.67%)

(Time Frame: 6 months, 12 months)

0
(%)

1
(6.67%)

1
(3.45%)

0
(%)

0
(%)

0
(%)

1
(3.85%)

0
(%)

0
(%)
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300mg 400mg 450mg 500mg 550mg 600mg 700mg 150mg 200mg 250/200/2 250 mg 300/250/2 300 mg
BID BID BID BID BID BID BID TID TID 50 mg TID 50 mg TID
AEB07 AEB07 AEB07 AEBO7 AEB07 AEB07 AEB07 AEB07 AEBO07 TID AEBO7 TID AEBO07
1 1 1 1 1 1 1 1 1 AEBO071 1 AEBO071 1
Arm/Grou escalati  escalati escalati
P escalati escalati escalati escalati escalati on and on and escalati  escalati . on and . escalati
L . . escalation . escalation
Descriptio on on on on on expansi  expansi on on expansi on
n on on on
Number
of
Participan
ts 6 12 5 6 18 15 29 6 6 6 26 11 7
Analyzed
[units:
participan
ts]
Time to progression using RECIST version 1.1
(units: percentage)
Mean (95% Confidence Interval)
16.7 27.5 0.0 60.0 31.7 15.4 31.9 20.0 0.0 40.0 18.4 34.3 0.0
6 months (0.0 to (1.0to (0.0to (171to (8.8 to (0.0 to (12.7 to (0.0 to (0.0 to (0.0to (2.3to (3.1to (0.0 to
46.5) 54.0) 0.0) 100.0) 54.5) 35.0) 51.1) 55.1) 0.0) 82.9) 34.5) 65.5) 0.0)
0.0 9.2 0.0 20.0 6.3 0.0 18.2 0.0 0.0 0.0 9.2 22.9 0.0
12 months (0.0 to (0.0 to (0.0 to (0.0 to (0.0 to (0.0 to (2.2to (0.0 to (0.0 to (0.0 to (0.0to (0.0 to (0.0 to
0.0) 26.3) 0.0) 55.1) 18.3) 0.0) 34.3) 0.0) 0.0) 0.0) 21.3) 50.6) 0.0)
Progression free survival using RECIST version 1.1
(Time Frame: 6 months, 12 months)
300mg 400mg 450mg 500mg 550mg 600mg 700mg 150mg 200mg 250/200/2 250 mg 300/250/2 300 mg
BID BID BID BID BID BID BID TID TID 50 mg TID 50 mg TID
AEB07 AEB07 AEB07 AEB07 AEB07 AEB07 AEB07 AEB07 AEBO07 TID AEBO07 TID AEBO07
1 1 1 1 1 1 1 1 1 AEB071 1 AEB071 1
Arm/Grou escalati  escalati escalati
P escalati escalati escalati escalati escalati onand on and escalati  escalati . on and . escalati
. . . escalation . escalation
Descriptio on on on on on expansi  expansi on on expansi on
n on on on
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Number
of
Participan
ts 6 12 5 6 18 15 29 6 6 6 26 11 7
Analyzed
[units:
participan
ts]
Progression free survival using RECIST version 1.1
(units: percentage)
Mean (95% Confidence Interval)
16.7 25.0 0.0 60.0 31.7 9.6 31.9 20.0 0.0 40.0 18.4 34.3 0.0
6 months (0.0 to (0.5t0 (0.0to (171to (8.8 to (0.0 to (12.7 to (0.0 to (0.0 to (0.0to (2.3to (3.1to (0.0 to
46.5) 49.5) 0.0) 100.0) 54.5) 27.2) 51.1) 55.1) 0.0) 82.9) 34.5) 65.5) 0.0)
0.0 8.3 0.0 20.0 6.3 0.0 18.2 0.0 0.0 0.0 9.2 22.9 0.0
12 months (0.0 to (0.0 to (0.0 to (0.0 to (0.0 to (0.0 to (2.2to (0.0 to (0.0 to (0.0 to (0.0 to (0.0 to (0.0 to
0.0) 24.0) 0.0) 55.1) 18.3) 0.0) 34.3) 0.0) 0.0) 0.0) 21.3) 50.6) 0.0)
AEBO071/AEE800 pharmacokinetic parameters (AUC0-8h, Cmax)
(Time Frame: Day1, Day 8)
300mg 400mg 450mg 500mg 550mg 600mg 700 mg 15%3'9 200 mg 2255(:)/2'20/ 250 mg 3205[:)/2;:0/ 300 mg
BID BID BID BID BID BID BID AEBO7 TID TID g TID TID 9 TID
AEB071 AEB071 AEB071 AEB071 AEB071 AEB071 AEBO071 1 AEBO071 AEB071 AEBO071 AEB071 AEBO071
Arm/Gr escalatio escalatio escalatio
oup escalatio escalatio escalatio escalatio escalatio n and n and escalati escalatio escalatio n and escalatio escalatio
Descri n n n n n expansi expansi on n n expansi n n
ption on on on
Numbe
r of
Partici
pants
Analyz 6 12 4 6 17 13 24 6 5 6 25 10 7
ed
[units:
particip
ants]
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AEBO071/AEE800 pharmacokinetic parameters (AUC0-8h, Cmax)
(units: h*ng/ml; ng/ ml;)
Geometric Mean (Geometric Coefficient of Variation)

AUC 0-

8h 16700 (2 13900 (5 13000 (1 17000 (4 22300(4 19700(5 21800(5 7170(3 8500 (43 14300(6 11600 (5 10800 (7 14000 (8

(h*ng/m 7.7%) 3.9%) 2.0%) 9.2%) 4.9%) 6.4%) 3.3%) 3.1%) .5%) 2.6%) 2.6%) 7.6%) 7.1%)

1) day 1

amfnfl) 3650 (33 2970 (69 2660 (4. 4140 (57 4300(47 3700(35 4880(39 1910(5 1880(69 2900 (54 2500 (53 2690 (65 3070 (60
g 4%) 4%) 23%) 4%) .8%) 1%) .3%) 3.0%) .2%) .7%) 7%) .6%) .8%)

day 1

AUC 0-

8h 19200 (2 19100 (3 20400 (2 25000 (3 30200(3 24700 (4 32900(3 9480(3 12600(6 15500 (2 15800 (5 10900 (7 36800 (6

(h*ng/m 0.4%) 5%) 3.8%) 0.4%) 3.7%) 3.5%) 0.3%) 3.3%) 3.1%) 7.7%) 9.6%) 8.0%) 9.5%)

I) day 8

g]m/":::l) 3950 (12 3850 (41 3890 (14 4890 (17 5740(40 4680 (45 5980 (35 2250(5 2610(52 3280(28 3560 (63 2410(64 6770 (56

da%/ 8 4%) .2%) 1%) 4%) 4%) .9%) %) 5.9%) .5%) .5%) .8%) .3%) .7%)

AEBO071/AEE800 pharmacokinetic parameters (Tmax)
(Time Frame: Day1, Day 8)

300m 400 m 450 m 500 m 550 m 600 m 700 m 150 m 200 m 250/200/2 250 m 300/250/2 300 m
9 9 9 9 9 9 9 9 9 9 9

BID BID BID BID BID BID BID TID TID 50 mg TID 50 mg TID
AEB07 AEB07 AEB07 AEB07 AEB07 AEB07 AEB07 AEB07 AEBO07 TID AEBO07 TID AEBO07
1 1 1 1 1 1 1 1 1 AEBO071 1 AEBO071 1
Arm/Grou escalati  escalati escalati
p escalati escalati escalati escalati escalati  onand onand escalati escalati . on and . escalati
Descriptio n n n n n xpansi xpansi n n escalation xpansi escalation n
p o o] o] o] o] expansi  expans o] o expans o
n on on on
Number
of
Participan
ts
Analyzed 6 12 4 6 17 13 24 6 5 6 25 10 7
[units:
participan
ts]
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AEBO071/AEE800 pharmacokinetic parameters (Tmax)
(units: hours)
Median (Full Range)

1.50 3.83 2.44 0.950 4.61 1.95 3.63 2.0 2.17 3.0 1.44 4.0 4.0

day 1 (0.5to (0.5t0 (0.5t0 (0.5to (0.917 (0.5to (1.0 to (1.0to (0.5to (1.0 to (0.5t0 (0.5t0 (1.0 to
4.17) 5.62) 4.17) 4.10) to 7.08) 4.17) 6.12) 4.0) 4.0) 4.2) 4.43) 6.0) 6.0)
1.02 1.36 2.03 2.10 2.28 2.08 3.67 1.08 20 1.93 1.0 3.67 2.07

day 8 (0.944 (0.771 (1.78t0  (1.0to (O to (0.5t0 (1.0to (0.5t0 (0.833 (1.0to (0.533 (0.833t0  (1.17to
to 1.67) to 3.29) 3.55) 2.25) 6.67) 5.28) 4.28) 4.0) to 4.0) 4.0) to 4.03) 6.0) 2.08)

Ga genotype in tumor specimens - summary of somatic alterations
(Time Frame: Baseline, 28 days)

300mg 400mg 450mg 500mg 550mg 600mg 700mg 150mg 250/200/2 200mg 250 mg 300/250/2 300 mg

BID BID BID BID BID BID BID TID 50 mg TID TID 50 mg TID
AEB07 AEB07 AEB07 AEB07 AEB07 AEB07 AEB07 AEBO07 TID AEB07 AEBO07 TID AEBO07
1 1 1 1 1 1 1 1 AEBO071 1 1 AEBO071 1
Arm/Grou escalati  escalati escalati
P escalati escalati escalati escalati escalati  onand on and escalati . escalati on and . escalati
L . . escalation . escalation
Descriptio on on on on on expansi  expansi on on expansi on
n on on on
Number
of
Participan
ts
Analyzed 6 12 5 6 18 15 29 6 6 6 26 11 7
[units:
participan
ts]

Ga genotype in tumor specimens - summary of somatic alterations
(units: participants)
Count of Participants (Not Applicable)

GNAQ 1 4 3 2 8 2 9 4 4 2 9 1 2
(50%)  (57.14%)  (60%) (50%)  (66.67%)  (50%)  (69.23%) (66.67%)  (66.67%)  (66.67%)  (60%) (12.5%) (50%)

GNA11 1 3 2 2 2 2 3 1 2 1 5 6 2
(50%)  (42.86%)  (40%) (50%)  (16.67%)  (50%)  (23.08%) (16.67%)  (33.33%)  (33.33%) (33.33%) (75%) (50%)
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BAP1 1 4 3 3 6 1 8 1 5 0 8 4 4
(50%)  (57.14%)  (60%) (75%) (50%) (25%)  (61.54%) (16.67%)  (83.33%) (%) (53.33%) (50%) (100%)
SF3B1 1 2 1 0 3 1 3 2 0 2 3 1 1
(50%)  (28.57%)  (20%) (%) (25%) (25%)  (23.08%) (33.33%) (%) (66.67%)  (20%) (12.5%) (25%)
MYC 0 1 3 1 0 0 5 1 0 0 6 3 0
(%) (14.29%)  (60%) (25%) (%) (%) (38.46%) (16.67%) (%) (%) (40%) (37.5%) (%)
Summary of Safety
Safety Results
All-Cause Mortality
AEBO AEB0O AEBO AEBO AEBO
AEB0 71@4 AEBO0 AEB0 71@5 71@6 71@7 AEBO AEBO 71@2 AEBO
71@3 00 71@4 71@5 50 00 00 71@1 71@2 AEBO071 50 AEB071 71@3 All@
00 mg 50 00 mg mg mg All@pat 50 00 @250/20 mg @300/25 00 All@pat patie
mg (BID) mg mg (BID) (BID) (BID) ients@( mg mg 0/250 mg (TID) 0/250 mg mg ients@( nts
(BID) N= (BID) (BID) = = = BID) (TID) (TID) (TID) = (TID) (TID) TID) =
N=6 12 N=5 N=6 18 15 29 N =91 N=6 N=6 N=6 26 N=11 N=7 N=62 153
Arm/ AEBO AEBO AEBO AEBO AEBO AEBO AEBO Al@pati AEBO AEBO AEB071 AEBO AEBO71 AEBO Al@pati Al@
Grou 71@3 71@4 71@4 71@5 71@5 71@6 71@7 ents@B 71@1 71@2 @250/20 71@2 @300/25 71@3 ents@(T patie
p 00 00 50 00 50 00 00 ID) 50 00 0/250 mg 50 0/250 mg 00 ID) nts
Desc mg mg mg mg mg mg mg mg mg (TID) mg (TID) mg
ripti (BID) (BID) (BID) (BID) (BID) (BID) (BID) (TID)  (TID) (TID) (TID)
on
Total 0(0.0 3(25. 2(40. 00 2(11. 166 5(17. 13(142 0(0.0 0(0.0 0(0.00%) 3(11. 0(0.00%) 0.0 3(4.84 161
parti 0%) 00%) 00%) 0%) 11%) 7%) 24%) 9%) 0%) 0%) 54%) 0%) %) 0.46
cipa %)
nts
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affec
ted

Serious Adverse Events by System Organ Class

Time Frame

8 years

Additional

Description

Adverse Events are collected from First Patient First Visit (FPFV) until Last Patient Last Visit (LPLV). All Adverse Events reported in this
record are from date of First Patient First Treatment until Last Patient Last Visit.

Source Vocabulary
for Table Default

MedDRA (19.0)

Assessment Type
for Table Default

Systematic Assessment

AEB AEB AEB AEB AEB
AEB 071 AEB AEB 071 071 071 AEB AEB 071 AEB
071 @40 071 071 @55 @60 @70 071 071 AEB071 @25 AEBO071 071 All@
@30 O0Omg @45 @50 Omg Omg Omg Al@pat @15 @20 @250/20 O0mg @300/25 @30 All@pat patie
Omg (BID) Omg Omg (BID) (BID) (BID) ients@ Omg 0mg 0/250 (TID) 0/250 0Omg ients@( nts
(BID) = (BID) (BID) = = N= BID) (TID) (TID) mg (TID) = mg(TID) (TID) TID) =
N=6 12 N=5 N=6 18 15 29 N =91 N=6 N=6 N=6 26 N=11 N=7 N=62 153
Arm/Gr AEBO AEBO AEBO AEBO AEBO AEBO AEBO Al@pati AEBO AEBO AEB071 AEBO AEBO71 AEBO Al@pati Al@
oup "M@ 7M@ 7@ 71@ 71@ 71@ 71@ ents@( 71@ 71@ @250/20 71@ @300/25 71@  ents@( patie
Descrip 300 400 450 500 550 600 700 BID) 150 200 0/250mg 250 0/250mg 300 TID) nts
tion mg mg mg mg mg mg mg mg mg (TID) mg (TID) mg
(BID) (BID) (BID) (BID) (BID) (BID) (BID) (TID) (TID) (TID) (TID)
Total 1(16. 5(41. 2(40. 1(16. 7(38. 4(26. 103 30(329 2(33. 3(50. 1(16.67 6(23. 4(36.36 4(57. 20(32.2 50(3
particip 67%) 67%) 00%) 67%) 89%) 67%) 4.48 7%) 33%) 00%) %) 08%) %) 14%) 6%) 2.68
ants %) %)
affected
Blood
and
lymphat
ic
system
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disorde

rs
Anae 00 0O 0O OO 1(55 1666 1(34 3(3.30 00O OO 0(0.00% 0.0 0(0.00% 0(.0 0¢(0.00 3(1.
mia 0%) 0%) 0%) 0%) 6%) 7%) 5%) %) 0%) 0%) ) 0%) ) 0%) %) 96%)

Cardiac

disorde

rs
Myoca 000 00O OO OO OO O(OO OO O(@OO 1(16. 0(0O 0(0.00% O0(.0 0(0.00% O0(.0 1(1.61 1 (0.
rdial 0%) 0%) 0%) 0%) 0%) 0%) 0%) %) 67%) 0%) ) 0%) ) 0%) %) 65%)
infarcti
on
Perica 0(00 00O OO OO OO 1066 1(34 2(220 0O 00O O0(0.00% O0(O0O0 0(0.00% 0(.0 0¢(0.00 2(1.
rdial 0%) 0%) 0%) 0%) 0%) 7%) 5%) %) 0%) 0%) ) 0%) ) 0%) %) 31%)
effusio
n

Gastroi

ntestina

|

disorde

rs
Abdo o0 O0(O OO OO OO 166 00O 1(1.10 OO 1(16. 0(0.00% 0O 0(.00% 0(.0 1(1.61 2 (1.
minal 0%) 0%) 0%) 0%) 0%) 7%) 0%) %) 0%) 67%) ) 0%) ) 0%) %) 31%)
pain
Abdo 00 O0(O OO OO 1(55 0O OO 1(110 OO 0O O0(0.00% O0(O0O 0(0.00% 0(.0 0¢(0.00 1 (0.
minal 0%) 0%) 0%) 0%) 6%) 0%) 0%) %) 0%) 0%) ) 0%) ) 0%) %) 65%)
pain
upper
Ascite 0.0 1(83 00O OO O(OO O(OO OO 1(110 OO OO O0(.00% O0(.0 0(0.00% 0.0 o0¢(0.00 1 (0.
s 0%) 3%) 0%) 0%) 0%) 0%) 0%) %) 0%) 0%) ) 0%) ) 0%) %) 65%)
Consti 0(0O OO OO OO O(MOO OMOO OO O0(OOO0 0O 0O 0(0.00% 1(3.8 0(0.00% 0(.0 1(1.61 1 (0.
pation 0%) 0%) 0%) 0%) 0%) 0%) 0%) %) 0%) 0%) ) 5%) ) 0%) %) 65%)
Diasrh 00O O0(©O O(©O OO 1(55 0(OO OO 1(1.10 0O 0O 0(0.00% O0(O0O0 0(0.00% 0(.0 0¢(0.00 1 (0.
oea 0%) 0%) 0%) 0%) 6%) 0%) 0%) %) 0%) 0%) ) 0%) ) 0%) %) 65%)
Dysph 000 00O OO OO OO O(OO OO O(@OO OO OO O0(.00% 1(3.8 0(0.00% O0(0 1(1.61 1 (0.
agia 0%) 0%) 0%) 0%) 0%) 0%) 0%) %) 0%) 0%) ) 5%) ) 0%) %) 65%)
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Gastr
00€eso0
phage
al
reflux
diseas
e

0(0.0 0(0.0 0(0.0

0%)

0%)

0%)

0(0.0
0%)

0(0.0
0%)

0 (0.0
0%)

1(3.4
5%)

0(0.0
0%)

0(0.0
0%)

0 (0.00%
)

0 (0.0
0%)

0 (0.00%

0 (0.0
0%)

0 (0.00
%)

10.
65%)

Haem
ateme
sis

0 (0.0
0%)

0(0.0
0%)

1 (20.
00%)

0(0.0
0%)

1(5.5
6%)

0 (0.0
0%)

0(0.0
0%)

2 (2.20

0(0.0
0%)

0(0.0
0%)

0 (0.00%
)

1(3.8
5%)

1 (9.09%

1(14.
29%)

3 (4.84
%)

5 (3.
27%)

Nause
a

0 (0.0
0%)

1(83
3%)

0 (0.0
0%)

0 (0.0
0%)

2 (11.
11%)

0 (0.0
0%)

0 (0.0
0%)

0 (0.0
0%)

0 (0.0
0%)

1(16.67
%)

1(38
5%)

0 (0.00%

0 (0.0
0%)

2(3.23
%)

5 (3.
27%)

Perito
neal
haem
orrhag
e

0(0.0
0%)

0(0.0
0%)

1 (20.
00%)

0(0.0
0%)

0 (0.0
0%)

0(0.0
0%)

0(0.0
0%)

0(0.0
0%)

0(0.0
0%)

0 (0.00%
)

0 (0.0
0%)

0 (0.00%

0(0.0
0%)

0 (0.00
%)

10.
65%)

Small
intesti
nal
obstru
ction

0(0.0
0%)

1(8.3
3%)

0(0.0
0%)

0(0.0
0%)

0 (0.0
0%)

0(0.0
0%)

0(0.0
0%)

0(0.0
0%)

0(0.0
0%)

0 (0.00%
)

0 (0.0
0%)

0 (0.00%

0(0.0
0%)

0 (0.00
%)

10.
65%)

Upper
gastro
intesti
nal
haem
orrhag
e

0(0.0
0%)

0(0.0
0%)

0(0.0
0%)

0(0.0
0%)

0 (0.0
0%)

0(0.0
0%)

0(0.0
0%)

0 (0.00
%)

0(0.0
0%)

0(0.0
0%)

0 (0.00%
)

0 (0.0
0%)

1 (9.09%

0 (0.0
0%)

1(1.61
%)

1(0.
65%)

Vomiti
ng

0(0.0
0%)

0(0.0
0%)

0(0.0
0%)

0(0.0
0%)

4 (22.
22%)

0(0.0
0%)

1(3.4
5%)

5 (5.49
%)

0(0.0
0%)

0(0.0
0%)

1(16.67
%)

1(38
5%)

0 (0.00%
)

0(0.0
0%)

2(3.23
%)

7 (4.
58%)

General
disorde
rs and
adminis
tration
site
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conditio
ns

Fatigu
e

0 (0.0
0%)

0 (0.0
0%)

0 (0.0
0%)

0 (0.0
0%)

0(0.0
0%)

0 (0.0
0%)

1(3.4
5%)

1(1.10
%)

0 (0.0
0%)

0 (0.0
0%)

0 (0.00%
)

0 (0.0
0%)

0 (0.00%

0 (0.0
0%)

0 (0.00
%)

1(0.
65%)

Gener

0(0.0
0%)

1(8.3
3%)

0(0.0
0%)

0(0.0
0%)

0 (0.0
0%)

0(0.0
0%)

0(0.0
0%)

1(1.10
%)

0(0.0
0%)

0(0.0
0%)

0 (0.00%
)

0 (0.0
0%)

0 (0.00%

0(0.0
0%)

0 (0.00
%)

10.
65%)

Oede
ma
periph
eral

0(0.0
0%)

1(8.3
3%)

0(0.0
0%)

0(0.0
0%)

0 (0.0
0%)

0(0.0
0%)

0(0.0
0%)

0(0.0
0%)

0(0.0
0%)

0 (0.00%
)

0 (0.0
0%)

0 (0.00%

0(0.0
0%)

0 (0.00
%)

10.
65%)

Pyrexi
a

0(0.0
0%)

0(0.0
0%)

0(0.0
0%)

0(0.0
0%)

0 (0.0
0%)

1(6.6
7%)

0(0.0
0%)

1 (16.
67%)

0(0.0
0%)

0 (0.00%
)

0 (0.0
0%)

0 (0.00%

0(0.0
0%)

1(1.61
%)

2 (1.
31%)

Hepato
biliary
disorde
rs

Budd-
Chiari
syndr
ome

0(0.0
0%)

0(0.0
0%)

0 (0.0
0%)

0(0.0
0%)

0 (0.0
0%)

0(0.0
0%)

1(3.4
5%)

0(0.0
0%)

0(0.0
0%)

0 (0.00%
)

0 (0.0
0%)

0 (0.00%

0 (0.0
0%)

1(0.
65%)

Hepati
c
mass

0(0.0
0%)

0(0.0
0%)

0(0.0
0%)

1 (16.
67%)

0 (0.0
0%)

0(0.0
0%)

0(0.0
0%)

0(0.0
0%)

0(0.0
0%)

0 (0.00%
)

0 (0.0
0%)

0 (0.00%

0 (0.0
0%)

10.
65%)

Infectio
ns and
infestati
ons

Gastr
oenter
itis

0(0.0
0%)

0(0.0
0%)

0(0.0
0%)

0(0.0
0%)

0 (0.0
0%)

0(0.0
0%)

1(3.4
5%)

1(1.10
%)

1 (16.
67%)

0(0.0
0%)

0 (0.00%
)

0 (0.0
0%)

0 (0.00%
)

0(0.0
0%)

1(1.61
%)

2(1.
31%)
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Preu 0(0.0 0(0 0(00 0(.0 0(00 1(6.6 0(.0 1(1.10 0(0.0 0(.0 0(0.00% 0(0.0 0(0.00% 0(.0 0(0.00 1(0.

monia 0%) 0%) 0%) 0%) 0%) 7%) 0%) %) 0%) 0%) ) 0%) ) 0%) %) 65%)
Pyelo 0.0 00O OO OO O(OO O(OO 134 1(110 0O OO O0(.0O0% O0(0.0 0(0.00% O0(.0 o0¢(0.00 1 (0.
nephri 0%) 0%) 0%) 0%) 0%) 0%) 5%) %) 0%) 0%) ) 0%) ) 0%) %) 65%)
tis

Upper 0(0O OO OO O(OO O(OO OMOO 1(34 1(1.10 0O 0O O0(0.00% O0(0.0 0(0.00% 0(.0 0¢(0.00 1 (0.
respir 0%) 0%) 0%) 0%) 0%) 0%) 5%) %) 0%) 0%) ) 0%) ) 0%) %) 65%)
atory

tract

infecti

on

Injury,

poisoni

ng and

procedu

ral

complic

ations

Contu 0(.O OO OO OO OO OO 1(34 1(1M0 0O 0O O0(0.00% O0(.0 0(0.00% 0(.0 0¢(0.00 1 (0.
sion 0%) 0%) 0%) 0%) 0%) 0%) 5%) %) 0%) 0%) ) 0%) ) 0%) %) 65%)
Joint o0 O0(O OO OO OO OO 1(34 1(110 OO OO O0(0.00% OO 0(0.00% 0(.0 0¢(0.00 1 (0.
disloc 0%) 0%) 0%) 0%) 0%) 0%) 5%) %) 0%) 0%) ) 0%) ) 0%) %) 65%)
ation

Lower 00O OO OO OO OO O(OO OO O(@OO 0O 1(16. 0(0.00% O0(.O0 0(0.00% O0(.0 1(1.61 1 (0.
limb 0%) 0%) 0%) 0%) 0%) 0%) 0%) %) 0%) 67%) ) 0%) ) 0%) %) 65%)
fractur

e

Post o0 O0(O OO OO OO OMO OMO O0(OOO0O OO OO O0(0O00% 0O 1(9.09% 0(.0 1(1.61 1 (0.
proce 0%) 0%) 0%) 0%) 0%) 0%) 0%) %) 0%) 0%) ) 0%) ) 0%) %) 65%)
dural

bile

leak

Post 00 O0(O OO OO 1(55 0O OO 1(110 OO OO O0(0.00% OO 0(0.00% 0(.0 0¢(0.00 1 (0.
proce 0%) 0%) 0%) 0%) 6%) 0%) 0%) %) 0%) 0%) ) 0%) ) 0%) %) 65%)
dural

haem

atoma
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Proce 0(00 00O OO OO OO OO OO OO0 O0(O 0(O O0(.00% 0(O0O0 1(9.09% 0(.0 1(1.61 1 (0.
dural 0%) 0%) 0%) 0%) 0%) 0%) 0%) %) 0%) 0%) ) 0%) ) 0%) %) 65%)
pain

Spinal 0(0.0 0(0.O 0O OO OO 1(66 0O 1(1.M0 00O 0O O0(0.00% 0(0.0 0(0.00% 0(.0 0¢(0.00 1 (0.
compr 0%) 0%) 0%) 0%) 0%) 7%) 0%) %) 0%) 0%) ) 0%) ) 0%) %) 65%)
ession

fractur

e

Investig
ations

Blood 000 00O OO OO OO O(OO OO O(@OO 0O OO 1(1667 O0(0.0 0(0.00% O0(.0 1(1.61 1 (0.
bilirubi 0%) 0%) 0%) 0%) 0%) 0%) 0%) %) 0%) 0%) %) 0%) ) 0%) %) 65%)
n

increa

sed

Muscul
oskelet
al and
connect
ive
tissue
disorde
rs

Neck 0(0.0 0(.0 0(0.0 0(.0 0(0.0 0(0.0 0(.0 0(.00 0(.0 0(.0 0(0.00% 0(0.0 0(0.00% 1(14 1(161 1(0.
pain 0%) 0%) 0%) 0%) 0%) 0%) 0%) %) 0%)  0%) ) 0%) ) 29%) %) 65%)

Neoplas
ms
benign,
maligna
nt and
unspeci
fied
(incl
cysts
and
polyps)

Malign 0(0.0 0(.0 0(0.0 0(.0 0(0.0 0(.0 0(.0 0(.00 0(.0 0(.0 0(0.00% 0(.0 1(9.09% 0(.0 1(161 1(0.
ant 0%) 0%) 0%) 0%) 0%) 0%) 0%) %) 0%)  0%) ) 0%) ) 0%) %)  65%)
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melan

oma

Nervou

s

system

disorde

rs

Neural 0(0.0 0.0 OO OO 1(55 0(OO OO 1(1M0 O0(©O 1(16. 0(0.00% 0(0.0 0(0.00% O0(.0 1(1.61 2 (1.
gia 0%) 0%) 0%) 0%) 6%) 0%) 0%) %) 0%) 67%) ) 0%) ) 0%) %) 31%)
Seizur 0(0O0 OO OO OO OO OMOO OO OO0 O0(OO 0O O0(0.00% 0O 0(.00% 1(14. 1(1.61 1 (0.
e 0%) 0%) 0%) 0%) 0%) 0%) 0%) %) 0%) 0%) ) 0%) ) 29%) %) 65%)
Spinal 0(0O0 OO OO OO OO OMO OO OO0 O0(OO 0O 0(0.00% 0O 0(.00% 1(14. 1(1.61 1 (0.
cord 0%) 0%) 0%) 0%) 0%) 0%) 0%) %) 0%) 0%) ) 0%) ) 29%) %) 65%)
compr

ession

Synco 0(0O OO OO OO OO OMO OO OO0 OO 0O O0(0.00% 0O 1(M9.09% 0(.0 1(1.61 1 (0.
pe 0%) 0%) 0%) 0%) 0%) 0%) 0%) %) 0%) 0%) ) 0%) ) 0%) %) 65%)
Psychia

tric

disorde

rs

Depre 000 1(83 00O OO OO O(OO O(MOO 1(110 O0(OO O0(OO 0(0.00% 0(0.0 0(0.00% 0.0 0¢(0.00 1 (0.
ssion 0%) 3%) 0%) 0%) 0%) 0%) 0%) %) 0%) 0%) ) 0%) ) 0%) %) 65%)
Renal

and

urinary

disorde

rs

Acute 0(0O0 0O OO OO 1(55 0(OO OO 1(1.10 0O 0O 0(0.00% O0(0.0 0(0.00% 0(.0 0¢(0.00 1 (0.
kidney  0%) 0%) 0%) 0%) 6%) 0%) 0%) %) 0%) 0%) ) 0%) ) 0%) %) 65%)
injury

Haem 000 OO OO OO OO O(OO OO O(@OO OO OO O0(.0O0% 0O 1(9.09% 00 1(1.61 1 (0.
aturia 0%) 0%) 0%) 0%) 0%) 0%) 0%) %) 0%) 0%) ) 0%) ) 0%) %) 65%)
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Nephr 0(0.0 1(83 00 00O OO O(OO O(OO 1(110 O0(OO O0(OO 0(0.00% O0(0.0 0(0.00% O0(.0 0¢(0.00 1 (0.
olithia 0%) 3%) 0%) 0%) 0%) 0%) 0%) %) 0%) 0%) ) 0%) ) 0%) %) 65%)
sis

Urinar 0(00 00O OO OO OO OO OO OO0 O0(O 0(0O0 O0(.00% 00 1(9.09% 0(.0 1(1.61 1 (0.
y 0%) 0%) 0%) 0%) 0%) 0%) 0%) %) 0%) 0%) ) 0%) ) 0%) %) 65%)
retenti

on

Respira
tory,
thoracic
and
mediast
inal
disorde
rs

Dyspn 0(0.0 0(0.0 0(0.0 0(0.0 0(0.0 0(.0 0(.0 0(.00 0(0 0(0 0(0.00% 1(3.8 0(0.00% 0(.0 1(1.61 1(0.
oea 0%) 0%) 0%) 0%) 0%) 0%) 0%) %) 0%)  0%) ) 5%) ) 0%) %) 65%)

Pulmo 1(16. 000 1(20. 00O OO 1(66 00O 3(3.30 0(O 0(OO0 0(0.00% O0(00 0(0.00% 0(.0 0¢(0.00 3(1.
nary 67%) 0%) 00%) 0%) 0%) 7%) 0%) %) 0%) 0%) ) 0%) ) 0%) %) 96%)
emboli
sm

Respir 0(0O 1(83 0(0O OO OO O(OO OO 1(1.10 0O 0O 0(0.00% O0(00 0(0.00% 0(.0 0¢(0.00 1 (0.
atory 0%) 3%) 0%) 0%) 0%) 0%) 0%) %) 0%) 0%) ) 0%) ) 0%) %) 65%)
failure

Skin
and
subcuta
neous
tissue
disorde
rs

Derm o0 O0(O OO OO OO OMO OMOO O0(OOO0O OO OO O0(00O00% 1(3.8 0(0.00% O0(.O0 1(1.61 1 (0.
atitis 0%) 0%) 0%) 0%) 0%) 0%) 0%) %) 0%) 0%) ) 5%) ) 0%) %) 65%)
exfolia
tive
gener
alised
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Rash 00 O0(O OO OO OO O(MO O(MOO o0(QOO0O 0O OO 0(00O00% 1(3.8 0(0.00% 0(.0 1(1.61 1 (0.
0%) 0%) 0%) 0%) 0%) 0%) 0%) %) 0%) 0%) ) 5%) ) 0%) %) 65%)

Skin o0 O0(O OO OO OO OMO OMOO 0(0OOO0O OO OO O0(00O00% 1(3.8 0(0.00% 0(.0 1(1.61 1 (0.

toxicit 0%) 0%) 0%) 0%) 0%) 0%) 0%) %) 0%) 0%) ) 5%) ) 0%) %) 65%)

y

Social

circums

tances

Physic 0(.0 00O OO OO O(OO O(OO 134 1(110 O0(OO OO O0(.00% O0(0.0 0(0.00% O0(.0 0¢(0.00 1 (0.

al 0%) 0%) 0%) 0%) 0%) 0%) 5%) %) 0%) 0%) ) 0%) ) 0%) %) 65%)

disabil

ity

Vascula

r

disorde

rs

Hypot 000 1(83 00O OO OO O(OO OMOO 1(1M0 OO 0O O0(0.00% 1(3.8 0(0.00% O0(.0 1(1.61 2 (1.

ension  0%) 3%) 0%) 0%) 0%) 0%) 0%) %) 0%) 0%) ) 5%) ) 0%) %) 31%)

Venou 0(0.0 0.0 1(20. 0(OO O(OO O(OO OO 1(110 O0(OO OO O0(.00% O0(0.0 0(0.00% 0.0 0¢(0.00 1 (0.

S 0%) 0%) 00%) 0%) 0%) 0%) 0%) %) 0%) 0%) ) 0%) ) 0%) %) 65%)

throm

bosis

Other Adverse Events by System Organ Class

Time Frame

8 years

Additional Description

Adverse Events are collected from First Patient First Visit (FPFV) until Last Patient Last Visit (LPLV). All Adverse
Events reported in this record are from date of First Patient First Treatment until Last Patient Last Visit.

Source Vocabulary for Table Default MedDRA (19.0)

Assessment Type for Table Default

Systematic Assessment

Frequent Event Reporting Threshold 5%
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AEB AEB AEB AEB AEB
AEB 071 AEB AEB 071 071 071 AEB AEB 071 AEB
071 @40 071 071 @55 @60 @70 071 071 AEB071 @25 AEBO071 071 All@
@30 Omg @5 @50 Omg Omg Omg All@pat @15 @20 @250/20 O0mg @300/25 @30 All@pat patie
Omg (BID) O0mg Omg (BID) (BID) (BID) ients@ Omg Omg 0/250 (TID) 0/250 Omg ients@( nts
(BID) N= (BID) (BID) = = = BID) (TID) (TID) mg (TID) = mg(TID) (TID) TID) =
N=6 12 N=5 N=6 18 15 29 N=91 N=6 N=6 N=6 26 N=11 N=7 N =62 153
Arm/Gro AEBO AEBO AEBO AEBO AEBO AEBO AEBO Al@pati AEBO AEBO AEB071 AEBO AEBO71 AEBO All@pati Al@
u 7@ 71@ 71@ 71@ 71@ 7i@ 71@ ents@( 71@ 71@ @250/20 71@ @300/25 71@ @ ents@( patie
P 300 400 450 500 550 600 700 BID) 150 200 0/250mg 250 0/250mg 300 TID) nts
Descripti
on mg mg mg mg mg mg mg mg mg (TID) mg (TID) mg
(BID) (BID) (BID) (BID) (BID) (BID) (BID) (TID) (TID) (TID) (TID)
Total
. 6(10 11(9 5(10 6(10 18(1 1501 29(1 6(10 6(10 26 (1 7 (10 152 (
particlPa 000 167 000 0.00 00.00 00.00 00.00 900(0??'9 000 o000 °© ((;09()"0 00.00 12)é3,/°)(" 0.00 6%(()1/0)0' 99.3
affected %) %) %) %) %) %) %) ° %) %) ° %) ° %) ° 5%)
Blood
and
lymphati
c system
disorder
s
Anaemi 2(33. 0(0.0 0(O0 1(16. 3(16. 4(26. 4(13. 14(153 0(0.0 1(16. 2(33.33 1(3.8 1(9.09% 3(42. 8(12.90 123(;
a 33%) 0%) 0%) 67%) 67%) 67%) 79%) 8%) 0%) 67%) %) 5%) ) 86%) %) %)
Leukop 0(0.0 0(0.0 0(0.0 0(.0 0(.0 0(0 0(0 0(.00 000 0(0 0(0.00% 2(76 0(0.00% 0(.0 2(323 2(1.
enia 0%) 0%) 0%) 0%) 0%) 0%) 0%) %) 0%) 0%) ) 9%) ) 0%) %) 31%)
Lymph 0(0.0 2(16. 0(0.0 0(0.0 0(0.0 0(0.0 0(0.0 2(220 0(0.0 0(0.0 0(0.00% 1(3.8 0(0.00% 0(.0 1(1.61 3(1.
openia 0%) 67%) 0%) 0%) 0%) 0%) 0%) %) 0%) 0%) ) 5%) ) 0%) %) 96%)
Zgr?omg 000 1(83 000 0O 00O 2(13. 1(34 4(440 00O 0(0.0 0(0.00% 1(3.8 0(0.00% 1(14. 2(3.23 6(3.
CYIOPE  0o%)  3%) 0%) 0%) 0%) 33%) 5%) %) 0%)  0%) ) 5%) ) 29%) %) 92%)
nia
Cardiac
disorder

S
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Palpitat 0(0.0 0(0O0 OO 1(16. 1(65 2(13. 3(10. 7(r69 O0(0O0 0.0 0(0.00% 1(3.8 0(0.00% 0.0 1(1.61 8 (5.
ions 0%) 0%) 0%) 67%) 6%) 33%) 34%) %) 0%) 0%) ) 5%) ) 0%) %) 23%)
;Saigﬁsca 00 OO OO OO OO OO OMO O0(OOOC O0(O OO 1(1667 1(3.8 0(0.00% 0(0.0 2(3.23 2(1.
rdia y 0%) 0%) 0%) 0%) 0%) 0%) 0%) %) 0%) 0%) %) 5%) ) 0%) %) 31%)
Tachyc 0(0.0 0(0O0 1(20. 1(16. 0(00O0 2(13. 2(69 6(659 0(0.0 0(0.0 0(0.00% 3(11. 0(0.00% 0(.0 3(4.84 9 (5.
ardia 0%) 0%) 00%) 67%) 0%) 33%) 0%) %) 0%) 0%) ) 54%) ) 0%) %) 88%)
Ear and
labyrinth
disorder
s
Deafne 0(0.0 O0(O OO OO OO 1(66 O0(OO 1(110 O0(OO 0O O0(0.00% O0(O.0 0(0.00% 0.0 0¢(0.00 1 (0.
ss 0%) 0%) 0%) 0%) 0%) 7%) 0%) %) 0%) 0%) ) 0%) ) 0%) %) 65%)
Hypoac 0(0.0 0(O OO OO OO 1(66 O0(OO 1(110 OO OO O0(0.00% O0(O.0 0(0.00% 0.0 0¢(0.00 1 (0.
usis 0%) 0%) 0%) 0%) 0%) 7%) 0%) %) 0%) 0%) ) 0%) ) 0%) %) 65%)
L 00 OO OO 1(16. OO OO O0OMOO 1(1M0 O0(OO O0(0O O0(0.00% O0(0.0 0(0.00% 0(.0 0¢(0.00 1 (0.
Tinnitus
0%) 0%) 0%) 67%) 0%) 0%) 0%) %) 0%) 0%) ) 0%) ) 0%) %) 65%)
Vertigo 00O 0O OO OO OO 166 00O 1(110 O0(OO0 0O O0(0.00% 0(0.0 0(0.00% 1(14. 1(1.61 2(1.
9 0%) 0%) 0%) 0%) 0%) 7%) 0%) %) 0%) 0%) ) 0%) ) 29%) %) 31%)
Eye
disorder
s
Blephar 0(0.0 0(O OO 1(16. 0(OO OO OO 1(110 OO 00O 0(.00% 1(3.8 0(0.00% 00 1(1.61 2 (1.
itis 0%) 0%) 0%) 67%) 0%) 0%) 0%) %) 0%) 0%) ) 5%) ) 0%) %) 31%)
Ex]saﬁgr 00O 0O 1(20. 0(OO OO O(OO OO 1(110 OO OO 0(O0O0% O0(O 0(0.00% 0(.0 0¢(0.00 1 (0.
sia P 0%) 0%) 00%) 0%) 0%) 0%) 0%) %) 0%) 0%) ) 0%) ) 0%) %) 65%)
gi);irde 000 0O 0O 0O 1(65 0(OO OO 1(110 OO 0O 0(0.00% O0(©0O0 0(0.00% 0(.0 0¢(0.00 1 (0.
r 0%) 0%) 0%) 0%) 6%) 0%) 0%) %) 0%) 0%) ) 0%) ) 0%) %) 65%)
hOcu(I;:tre 00O OO OO OO OO OO OMO OO0 O0(OO OO 0(0.00% 00 1(9.09% O0(.0 1(1.61 1 (0.
yp 0%) 0%) 0%) 0%) 0%) 0%) 0%) %) 0%) 0%) ) 0%) ) 0%) %) 65%)
nsion
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Photop 0(0.0 0(00 1(20. 1(16. 0(0.0 1(66 0(00 3(330 0(0.0 0(00 0(0.00% 1(38 0(0.00% 0(0.0 1(161 4(2.
sia 0%)  0%) 00%) 67%) 0%) 7%)  0%) %) 0%)  0%) ) 5%) ) 0%) %) 61%)
Vision 0(0.0 0(0.0 0(00 0(0.0 1(5 0(0.0 2(69 3(330 0(00 0(0.0 0(0.00% 0(0.0 0(0.00% 0(0.0 0(0.00 3(1.
blured  0%) 0%) 0%) 0%) 6%) 0%)  0%) %) 0%)  0%) ) 0%) ) 0%) %)  96%)
Visual 00 0(0.0 0(0.0 1(16. 1(65 0(00 1(34 3(330 0(0.0 0(0.0 0(0.00% 1(38 0(0.00% 0(00 1(161 4(2.
mPaI 0%)  0%) 0%) 67%) 6%) 0%)  5%) %) 0%)  0%) ) 5%) ) 0%) %) 61%)

Gastroint

estinal

disorder

S
Abdomi
nal 000 0(0.0 0(00 0(00 1(55 000 0(0.0 1(110 0(0 0(0.0 0(0.00% 0(00 0(0.00% 0(.0 0(0.00 1.
discomf 0%) 0%) 0%) 0%) 6%) 0%) 0%) %) 0%)  0%) ) 0%) ) 0%) %)  65%)
ort
Abdomi
nal 000 2(16. 0(00 0(00 1(55 1(66 0(0.0 4(440 1(16. 1(16. 0(0.00% 0(0.0 0(0.00% O0(0.0 2(323 6(3.
distensi  0%) 67%) 0%) 0%) 6%) 7%)  0%) %) 67%) 67%) ) 0%) ) 0%) %) 92%)
on
Abdomi 2(33. 0(0.0 1(20. 1(16. 1(55 3(20. 2(69 10(10.9 3(50. 2(33. 1(16.67 2(7.6 1(9.09% 1(14. 10 (16.1 %00(;
nalpain  33%) 0%) 00%) 67%) 6%) 00%) 0%)  9%)  00%) 33%) %) 9%) ) 20%) %) )
ﬁ:ld?ri] 000 0(00 0(00 1(16. 2(11. 2(13. 3(10. 8(879 0(0.0 1(16. 1(1667 1(3.8 2(1818 1(14. 6(9.68 11455,?
uppzr 0%)  0%) 0%) 67%) 11%) 33%) 34%) %)  0%) 67%) %) 5%) % o 20%) %) "
Abdomi
nal 000 0(0.0 0(00 0(00 0(00 000 0(0.0 0(000 0(0 0(00 0(0.00% 0(00 1(909% 0(00 1(1.61 1(0.
tendern  0%)  0%) 0%) 0%) 0%) 0%)  0%) %) 0%)  0%) ) 0%) ) 0%) %)  65%)
ess
Anal 0(0.0 0(0.0 0(00 0(00 1(55 0(00 000 1(110 0(0.0 0(0.0 0(0.00% 0(0.0 0(0.00% 0(0.0 0(000 1(0.
incor 0%) 0%) 0%) 0%) 6%) 0%) 0%) %) 0%)  0%) ) 0%) ) 0%) %)  65%)
Aphtho 0(00 0(0.0 0(00 1(16. 1(55 0(0.0 0(00 2(220 0(00 0(0.0 0(0.00% 1(38 0(0.00% 0(00 1(1.61 3(1.
usulcer 0%) 0%) 0%) 67%) 6%) 0%)  0%) %) 0%)  0%) ) 5%) ) 0%) %)  96%)
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Ascites (00 2(16. 1(20. 0(0.0 0(0.0 0(0.0 1(34 4(440 0(00 0(0.0 0(0.00% O0(0.0 0(0.00% 0(.0 0(0.00 4(2.
0%) 67%) 00%) 0%) 0%) 0%) 5%) %) 0%)  0%) ) 0%) ) 0%) %) 61%)
Colitis (00 1(83 0(0.0 0(0.0 1(5 0(0.0 0(0.0 2(220 0(0.0 0(0.0 0(0.00% 0(.0 0(0.00% 0(.0 0(0.00 2(1.
0%) 3%) 0%) 0%) 6%) 0%) 0%) %) 0%)  0%) ) 0%) ) 0%) %) 31%)
Constip  3(50. 6(50. 3(60. 5(83. .0 9(0. OO se(6e15 5(8. 233 58333 220 76364 2(28. 43(693 50
ation 00%) 00%) 00%) 33%) ) 00%) ‘5, ) 4%) 33%) 33%) %) %) %) 57%) 5%) %)
Diarrho  1(16. 4(33. 1(20. 4 (66. 1626($ 8 (53. 1876(25 47 (516 2(33. 2(33. 1(16.67 1213(14 8 (7273 2(28. 26(41.9 7737(14
ea 67%) 33%) 00%) 67%) 33%) 4 5%) 33%) 33%) %) . %) 57%)  4%) .
b) %) %) %)
Dry 000 1(83 1(20. 0000 1(55 2(13. 0(00 5(549 0(.0 1(16. 0(0.00% 3(11. 0(0.00% 0(0.0 4(645 9(5.
mouth 0%) 3%) 00%) 0%) 6%) 33%) 0%) %) 0%) 67%) ) 54%) ) 0%) %) 88%)
Dyspep 0(0.0 0(0.0 0(0.0 0(0.0 2(11. 1(66 7(24. 10(10.9 0(0.0 1(16. 0(0.00% 2(76 1(9.09% 0(0.0 4 (6.45 11455,?
sia 0%) 0%) 0%) 0%) 11%) 7%) 14%) 9%) 0%) 67%) ) 9%) ) 0%) %) R
)
Eructati 0(0.0 0(0.0 0(0.0 0(0.0 0(0.0 1(66 0(00 1(1.10 0(0.0 0(0.0 0(0.00% 0(0.0 0(0.00% 0(.0 0(0.00 1(0.
on 0%) 0%) 0%) 0%) 0%) 7%) 0%) %) 0%)  0%) ) 0%) ) 0%) %) 65%)
Flatue 0(0.0 1(83 0(0.0 1(16. 0(0.0 0(0.0 0(0.0 2(220 0(0.0 0(0.0 0(0.00% 0(0.0 0(0.00% 0(.0 0(0.00 2(1.
nce 0%) 3%) 0%) 67%) 0%) 0%) 0%) %) 0%)  0%) ) 0%) ) 0%) %) 31%)
Gastric 0(0.0 1(83 0(00 0(00 0(00 0(0 0(O0 1(1.10 0(0.0 0(0.0 0(0.00% 0(0.0 0(0.00% 0(.0 0(0.00 1(0.
ulcer 0%) 3%) 0%) 0%) 0%) 0%) 0%) %) 0%)  0%) ) 0%) ) 0%) %) 65%)
Gastroi
ntestina 500 0(0.0 0(0 1(16. 0(0.0 1(66 0(0.0 2(220 0(0.0 0(0.0 0(0.00% 0(.0 0(0.00% 0(0.0 0(0.00 2(1.
|
gisorde 0% 0%)  0%) 67%) 0%) %) 0%) %) 0%)  0%) ) 0%) ) 0%) %) 31%)
r
Gastroi
ntestina
| 000 0(0O 00O 1(16. 000 000 134 2(220 0(.0 0(.0 0(0.00% 1(3.8 1(9.09% 0(0.0 2(3.23 4(2
motility ~ 0%)  0%) 0%) 67%) 0%) 0%) 5%) %) 0%)  0%) ) 5%) ) 0%) %) 61%)
disorde
r
Gastro 500 2(16. 0(0.0 0(00 1(55 1(6.6 2(69 6(659 0(0.0 0(0.0 0(0.00% 2(7.6 1(9.09% 0(0.0 3(4.84 9(5.
ggzgf’h %) 67%) 0%) 0%) 6%) 7%) 0%) %) 0%)  0%) ) 9%) ) 0%) %) 88%)
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reflux
disease
Gingiva
| 0(0.0 0(00 0(00 0(00 1(55 0(0.0 000 1(110 1(16. 0(0.0 0(0.00% 0(00 0(0.00% 0(.0 1(1.61 2(1.
bleedin  0%) 0%) 0%) 0%) 6%) 0%) 0%) %)  67%) 0%) ) 0%) ) 0%) %) 31%)
g
Gingiva 0(0.0 0(00 0(0.0 0(0.0 0(00 0(0.0 0(00 0(000 0(.0 0(00 1(1667 0(00 0(0.00% 0(.0 1(1.61 1(0.
lpain  0%) 0%) 0%) 0%) 0%) 0%) 0%) %)  0%)  0%) %) 0%) ) 0%) %)  65%)
Haemat 0(0.0 0(00 0(0.0 0(00 1(5 0(0.0 0(0 1(110 0(0.0 0(00 0(0.00% 0(0.0 0(0.00% 0(0.0 0(0.00 1.
emesis  0%) 0%) 0%) 0%) 6%) 0%) 0%) %)  0%) 0%) ) 0%) ) 0%) %)  65%)
Haemat 0(0.0 0(00 0(0.0 0(0.0 0(0 0(0.0 0(0 0(.00 0(0.0 0(0 1(1667 0(0.0 0(0.00% 0(0.0 1(161 1.
ochezia 0%) 0%) 0%) 0%) 0%) 0%) 0%) %)  0%) 0%) %) 0%) ) 0%) %)  65%)
Haemo
rhoidal 0(0.0 0(0.0 0(0.0 0(0.0 0(00 0(0.0 0(00 0(000 0(.0 0(00 0(0.00% 0(00 1(9.09% 0(0.0 1(1.61 1(0.
haemor  0%) 0%) 0%) 0%) 0%) 0%) 0%) %)  0%)  0%) ) 0%) ) 0%) %)  65%)
rhage
Haemo 0(0.0 0(00 0(0.0 0(00 1(5 0(0.0 1(34 2(220 0(0.0 0(00 1(1667 1(38 0(0.00% 0(0.0 2(323 4(2
hoids ~ 0%)  0%)  0%) 0%) 6%) 0%) 5%) %)  0%)  0%) %) 5%) ) 0%) %) 61%)
Melaen 0(0.0 0(00 0(0.0 0(00 0(00 0(0.0 0(00 0(0.00 0(0.0 0(00 0(0.00% 0(.0 1(9.09% 0(0.0 1(161 1.
a 0%) 0%) 0%) 0%) 0%) 0%) 0%) %)  0%) 0%) ) 0%) ) 0%) %)  65%)
Mouth  0(00 0(0.0 0(00 2(33 0(00 00 0000 2(220 0(00 0(0 0(000% 1(38 0(0.00% 0(0.0 1(161 3(1.
Ul 0%) 0%) 0%) 33%) 0%) 0%) 0% %)  0%) 0%) ) 5%) ) 0%) %) 96%)
2(33. g6 20 6010 179 14(9 289 45079 466 583 46667 2.8 a7z TU0 49700 129(
Nausea 5500 Glon 000 000 444 333 ess CO0T9 G SL8 4GAOT o7y S(ATS op0 49080 s4s
%) %) %) %) %) %) %) 1%)
Oesoph
ageal 0(0.0 0(0.0 0(00 1(16. 0(00 0(0.0 0(0.0 1(110 0(0.0 0(0.0 0(0.00% 0(00 0(0.00% 0(0.0 0(0.00 1(0.
imitatio ~ 0%)  0%)  0%) 67%) 0%) 0%) 0%) %)  0%) 0%) ) 0%) ) 0%) %)  65%)
n
Oesoph 0(0.0 0(00 0(0.0 0(0.0 0(00 0(0.0 0(00 0(000 0(.0 0(00 0(0.00% 0(00 1(9.09% 0(.0 1(1.61 1(0.
agiis  0%) 0%) 0%) 0%) 0%) 0%) 0%) %)  0%) 0%) ) 0%) ) 0%) %)  65%)
Rectal 900 0(0.0 0(00 0(00 0(00 1(66 0(0.0 1(110 0(00 0(00 0(000% 0(0.0 0(0.00% 0(0.0 0(000 1(0.
0%) 0%) 0%) 0%) 0%) 7%) 0%) %)  0%) 0%) ) 0%) ) 0%) %)  65%)
rhage
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Retchin  0(0.0 0(00 0(00 0(00 0(00 0(0 0(00 0(000 0(00 0(00 0(0.00% 0(00 0(0.00% 1(14. 1(161 1(0.
g 0%) 0%) 0%) 0%) 0%) 0%) 0%) %)  0%) 0%) ) 0%) ) 20%) %)  65%)
Stomati 0(0.0 1(83 0(0.0 1(16. 1(55 1(66 0(00 4(440 0(0.0 0(00 0(0.00% 1(38 0(0.00% 0(00 1(1.61 5(3.
tis 0%) 3%) 0%) 67%) 6%) 7%) 0%) %)  0%) 0%) ) 5%) ) 0%) %) 27%)
Swollen 0(0.0 0(00 0(00 0(00 1(55 0(0.0 000 1(110 0(0.0 0(00 0(0.00% 0(00 0(0.00% 0(.0 0(0.00 1(0.
tongue  0%)  0%) 0%) 0%) 6%) 0%) 0%) %)  0%)  0%) ) 0%) ) 0%) %)  65%)
Vomitin  1(16. 7(58. 3(60. 5 (83. 1305(5’ 1313(37 2247(68 61(67.0 2(33. 3(50. 3(50.00 1213(14 7(63.64 6(85. 32(51.6 %37(86

0, 0, 0, 0, N . . 0, 0, 0, 0, . 0, 0, 0, N
g 67%) 33%) 00%) 33%) 5 sy o O%)  38%) 00%) %) o 0 TI%) 1% )

General

disorder

s and

administr

ation site

condition

S
Astheni 1(16. 2 (16. %(38 2(33. 6(33. 5(33. 1104(2 31(34.0 1(16. 1(16. 1(16.67 1213(14 4(36.36 1(14. 19(306 ‘206(;’
a 67%) 67%) G 33%) 39%) 38%) o 7% 67%) 67%) %) o %o 29%)  5%)
chils 000 0(00 0(00 0(00 0(00 1(66 1(34 2(220 1(16. 1(16. 1(1667 0(0.0 0(0.00% 1(14. 4(645 6(3.

0%) 0%) 0%) 0%) 0%) 7%) 5%) %)  67%) 67%) %) 0%) ) 20%) %) 92%)
Faiiaue 0(00 5(41. 0(0.0 2(33. 1505(6‘:’ 5 (33. 1719(?? 33(36.2 4(66. 1(16. 4 (66.67 1213(14 3(27.27 3 (42. 26(41.9 5895(6?

e “ho)  67%) 0%) 33%) 6 33y - 6%)  67%) 67%) %) - %) 86%)  4%) ©
%) %) %) %)

Feeling 900 0(0.0 0(00 0(00 0(00 0(Q0 0(0.0 0(000 0(00 0(00 1(1667 0(0.0 0(0.00% 0(00 1(161 1(0.
a 0%) 0%) 0%) 0%) 0%) 0%) 0%) %)  0%) 0%) %) 0%) ) 0%) %)  65%)
Feeling 0(00 0(00 0(00 0(00 1(55 000 000 1(110 0(00 0(0.0 0(0.00% 0(00 0(0.00% 0(.0 0(0.00 1(0.
hot 0%) 0%) 0%) 0%) 6%) 0%) 0%) %)  0%) 0%) ) 0%) ) 0%) %)  65%)
Hypoth 0(00 0(00 0(00 0(00 0(00 1(66 000 1(110 0(00 0(00 0(0.00% 0(00 0(0.00% 0(.0 0(.00 1(0.
ermia  0%) 0%) 0%) 0%) 0%) 7%) 0%) %)  0%)  0%) ) 0%) ) 0%) %)  65%)
Vaiaice 000 1(83 0(00 0(0.0 0(00 0(00 2(69 3(330 0(0.0 0(00 0(0.00% 0(00 0(000% 0(0.0 0(0.00 3 (1.

0%) 3%) 0%) 0%) 0%) 0%) 0%) %)  0%) 0%) ) 0%) ) 0%) %) 96%)
Mucosa 0(00 1(83 0(00 1(16. 1(55 0(00 0(00 3(330 0(00 0(00 0(0.00% 1(38 1(9.09% 0(00 2(323 5(3.
| 0%) 3%) 0%) 67%) 6%) 0%) 0%) %)  0%)  0%) ) 5%) ) 0%) %) 27%)

Page 28



Uy NOVARTIS

Clinical Trial Results Website

inflamm
ation
Non-
cardiac 0(00 00O 0O OO 1(55 1(66 3(10. 5(549 000 0(0O 0(0.00% 0(.0 0(0.00% 0(.0 0¢(0.00 5 (3.
chest 0%) 0%) 0%) 0%) 6%) 7%) 34%) %) 0%) 0%) ) 0%) ) 0%) %) 27%)
pain
Oedem
a 000 2(16. 1(20. 1(16. 0(OO 166 1(34 6(659 0000 0(0.0 0(0.00% 2(76 1(9.09% 0(0.0 3(4.84 9 (5.
periphe 0%) 67%) 00%) 67%) 0%) 7%) 5%) %) 0%) 0%) ) 9%) ) 0%) %) 88%)
ral
Periphe
ral 00 0O OO OO OO 166 00O 1(1M0 O0(OO O0(.O0 O0(0.00% O0(0.0 0(0.00% 0(.0 0¢(0.00 1 (0.
swellin 0%) 0%) 0%) 0%) 0%) 7%) 0%) %) 0%) 0%) ) 0%) ) 0%) %) 65%)
¢]
Pvrexia 00 1(83 1(20. 000 4(22. 00O 1134 7(769 00 OO 1(1667 1(3.8 1(9.09% 1(14. 4(6.45 1119(0/7
y 0%) 3%) 00%) 0%) 22%) 0%) 5%) %) 0%) 0%) %) 5%) ) 29%) %) ’ ) °
Swellin 000 00O 0O OO OO O(MO OO OO0 1(16. 0(0.0 0(0.00% O(@.O0 0(0.00% O0(0 1(1.61 1 (0.
g 0%) 0%) 0%) 0%) 0%) 0%) 0%) %) 67%) 0%) ) 0%) ) 0%) %) 65%)
Xerosis oo 0O OO 1(16. OO O(OO OO 1(110 OO OO 0(O0O0% 0O 0(0.00% 0(.0 0¢(0.00 1 (0.
0%) 0%) 0%) 67%) 0%) 0%) 0%) %) 0%) 0%) ) 0%) ) 0%) %) 65%)
Hepatobi
liary
disorder
s
Cholest 1(16. 0(0.0 0(0O0 OO 0O 0O 1(34 2(220 0(0O.0 0(©.0O 0(0.00% 0(.0O0 0(0.00% 0(.0 0¢(0.00 2 (1.
asis 67%) 0%) 0%) 0%) 0%) 0%) 5%) %) 0%) 0%) ) 0%) ) 0%) %) 31%)
Hepatic 0(0.0 0(0O0 1(20. 0(.0 1(65 000 0(OO 2(220 O0(©0O0 1(16. 0(0.00% 1(3.8 0(0.00% 0(.0 2(3.23 4 (2.
pain 0%) 0%) 00%) 0%) 6%) 0%) 0%) %) 0%) 67%) ) 5%) ) 0%) %) 61%)
?;ﬁﬁ;? 00O 0O 1(20. 0O 1(55 00O OO 2(220 0O OO 0(.0O0% 0O O0(0.00% 0(.0 0¢(0.00 2 (1.
injury 0%) 0%) 00%) 0%) 6%) 0%) 0%) %) 0%) 0%) ) 0%) ) 0%) %) 31%)
Hepato 0(0.0 0(0O0 1(20. 0(O O(O OO OO 1(1.10 OO OO O0(0.00% O0(O.0 0(0.00% 0(.0 0¢(0.00 1 (0.
megaly 0%) 0%) 00%) 0%) 0%) 0%) 0%) %) 0%) 0%) ) 0%) ) 0%) %) 65%)
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Immune

system

disorder

s
tC;r;t(;?: 00 0O OO 0O 2(11. 0O(OO 134 3(330 0O 0(O O0(.00% 0(00 0(0.004 0(.0 0¢(0.00 3(1.
allergy 0%) 0%) 0%) 0%) 11%) 0%) 5%) %) 0%) 0%) ) 0%) ) 0%) %) 96%)

Infection

s and

infestatio

ns
Bronchi 0(0.0 0(0.0 0O O0(OO 1(65 0O OO 1(11M0 O0(OO0 O0(.0 O0(0.00% O0(0.0 0(0.00% 0(.0 0¢(0.00 1 (0.
tis 0%) 0%) 0%) 0%) 6%) 0%) 0%) %) 0%) 0%) ) 0%) ) 0%) %) 65%)
Candid
a 00O 0O OO OO 1(65 0O(OO OO 1(110 OO OO 0(O.0O0% O0(O0 0(0.00% 0(.0 0¢(0.00 1 (0.
infectio 0%) 0%) 0%) 0%) 6%) 0%) 0%) %) 0%) 0%) ) 0%) ) 0%) %) 65%)
n
Cystitis 00 1(83 0O OO OO OO OMOO 1(110 0O O0(0O O0(0.00% 1(3.8 0(0.00% 1(14. 2(3.23 3(1.

¥ 0%) 3%) 0%) 0%) 0%) 0%) 0%) %) 0%) 0%) ) 5%) ) 29%) %) 96%)

i?éctio 00 0O 0O OO OO OMOO OO OO0 0O 0O 0(0O0% 2(76 1(9.09% 00 3(4.84 3(1.
n 0%) 0%) 0%) 0%) 0%) 0%) 0%) %) 0%) 0%) ) 9%) ) 0%) %) 96%)
i?fleectio 000 0O 0O 1(16. 1(65 00O 0O 2(R220 0O 0.0 0(0.00% O0(©0O0 0(0.00% 0(.0 0¢(0.00 2 (1.
n 0%) 0%) 0%) 67%) 6%) 0%) 0%) %) 0%) 0%) ) 0%) ) 0%) %) 31%)
Follicui 0(.0 O0(.0O 0O O0(OO OO 1(66 00O 1(110 O0(0O0 O0(.0 0(0.00% O0(0.0 0(0.00% 0(0.0 0¢(0.00 1 (0.
tis 0%) 0%) 0%) 0%) 0%) 7%) 0%) %) 0%) 0%) ) 0%) ) 0%) %) 65%)
;ijggt?(lj 00O 0O OO OO 1(65 0O OO 1(110 O0(OO0 0O O0(0.00% 1(3.8 0(0.00% 00 1(1.61 2(1.
n 0%) 0%) 0%) 0%) 6%) 0%) 0%) %) 0%) 0%) ) 5%) ) 0%) %) 31%)
Fungal
skin 00O 0O OO OO OO OO OMOO OO0 O0(O OO 1(1667 O0(0.0 0(0.00% O0(.O0 1(1.61 1 (0.
infectio 0%) 0%) 0%) 0%) 0%) 0%) 0%) %) 0%) 0%) %) 0%) ) 0%) %) 65%)
n
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Gasto 0(0.0 0(0.0 0(0.0 0(0.0 0(.0 0(0.0 0(0.0 0(0.00 0(0.0 1(16. 0(0.00% 0(0.0 0(0.00% 0(0.0 1(1.61 1(0.
enteritis  0%) 0%) 0%) 0%) 0%) 0%)  0%) %) 0%)  67%) ) 0%) ) 0%) %)  65%)
Gastroi
:“es“”a 0000 0(0.0 0(0.0 1(16. 0(0.0 0(0.0 0(0.0 1(1.10 0(0.0 0(0.0 0(0.00% 0(0.0 0(0.00% 0(0.0 0(0.00 1(0.
candigi 0%)  0%)  0%) 67%) 0%) 0%) 0% %) 0%)  0%) ) 0%) ) 0%) %)  65%)
asis
Influenz 0(0.0 0(0.0 0(0.0 0(0 1(55 0(0.0 1(34 2(220 0(0.0 1(16. 0(0.00% 0(0.0 0(0.00% 0(.0 1(1.61 3(1.
a 0%) 0%) 0%) 0%) 6%) 0%) 5%) %) 0%)  67%) ) 0%) ) 0%) %)  96%)
Localis
ed 0000 1(83 0(0.0 0(.0 0(0 0(0.0 0(.0 1(1.10 0(0.0 0(0.0 0(0.00% 0(0.0 0(0.00% 0(0.0 0(0.00 1.
infectio  0%)  3%) 0%) 0%) 0%) 0%)  0%) %) 0%)  0%) ) 0%) ) 0%) %)  65%)
n
ﬁggﬁo 0000 0(0.0 0(.0 1(16. 0(0.0 0(0.0 0(.0 1(1.10 0(0.0 0(0.0 0(0.00% 0(0.0 1(9.09% 0(0.0 1(1.61 2(1.
; 0%) 0%) 0%) 67%) 0%) 0%) 0%) %) 0%)  0%) ) 0%) ) 0%) %) 31%)
'a\‘fffﬁ’trl‘ 000 0(0.0 1(20. 1(16. 0(0.0 1(6.6 0(0.0 3(3.30 0(0.0 0(0.0 1(16.67 0(0.0 0(0.00% 0(0.0 1(1.61 4(2.
. yng 0%) 0%) 00%) 67%) 0%) 7%) 0%) %) 0%)  0%) %) 0%) ) 0%) %) 61%)
Ophthal
mic 000 0(0.0 0(0.0 1(16. 0(0.0 0(0.0 0(0.0 1(1.10 0(0.0 0(0.0 0(0.00% 0(0.0 0(0.00% 0(0.0 0(0.00 1(0.
herpes  0%) 0%) 0%) 67%) 0%) 0%)  0%) %) 0%)  0%) ) 0%) ) 0%) %)  65%)
zoster
gﬁ(’iidi 000 0(0.0 0(0.0 1(16. 0(0.0 0(0.0 0(0.0 1(1.10 0(0.0 0(0.0 0(0.00% 0(0.0 0(0.00% 0(0.0 0(0.00 1(0.
oo 0%) 0%) 0%) 67%) 0%) 0%) 0%) %) 0%)  0%) ) 0%) ) 0%) %)  65%)
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g:;fUSi 00 0O OO O(OO OO 166 00O 1(110 O0(OO0 O0(.O0 O0(0.00% 0(0.0 0(0.00% 0(.0 0¢(0.00 1 (0.
state 0%) 0%) 0%) 0%) 0%) 7%) 0%) %) 0%) 0%) ) 0%) ) 0%) %) 65%)
Depres 0(0.0 0.0 OO 1(16. 0O OO OO 1(110 O0(OO0 O0(.0 O0(0.00% O0(0.0 0(0.00% 0(.0 0¢(0.00 1 (0.
sion 0%) 0%) 0%) 67%) 0%) 0%) 0%) %) 0%) 0%) ) 0%) ) 0%) %) 65%)
Insomni 0(0.0 0(0.0 1(20. 1(16. 0.0 2(13. 000 4440 1(16. 0(0.0 0(0.00% 1(3.8 1(9.09% 0(0.0 3(4.84 7 (4.
a 0%) 0%) 00%) 67%) 0%) 33%) 0%) %) 67%) 0%) ) 5%) ) 0%) %) 58%)
Mood 00O 0O OO OO OO OMOO OO OO0 1(16. 00O 0(0.00% 1(3.8 1(9.09% 0.0 3(4.84 3(1.
altered 0%) 0%) 0%) 0%) 0%) 0%) 0%) %) 67%) 0%) ) 5%) ) 0%) %) 96%)
(?ilsegr%e 000 0O 0O 0O 1(65 0(OO OO 1(110 OO 0O 0(0.00% O0(©O0 0(0.00% 0(.0 0¢(0.00 1 (0.
r 0%) 0%) 0%) 0%) 6%) 0%) 0%) %) 0%) 0%) ) 0%) ) 0%) %) 65%)
Renal
and
urinary
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disorder

s
Chrom 1(16. 3(25. 0(0.0 4(66. 8(44. 7 (46. 1719(:,? 34(37.3 2(33. 2(33. 3(50.00 1348(55 8(72.73 1(14. 30(48.3 248(;
aturia 67%) 00%) 0%) 67%) 44%) 67%) %) 6%) 33%) 33%) %) 0'/0) %) 29%) 9%) %)
Dvsuria 000 00O 0O 0O 0O 0(OO 0(OO O0(O0 0O 0(0O O0(.00% 0(.0 1(9.09% 0(.0 1(1.61 1(0.

Y 0%) 0%) 0%) 0%) 0%) 0%) 0%) %) 0%) 0%) ) 0%) ) 0%) %) 65%)

Haemat 0(0.0 0(0O 0(0O 0(O O0(O O0(O 0(0O 0(O0 O0(.0 0(0 0(.004 0(.0 1(9.09% 0(.0 1(1.61 1(0.
uria 0%) 0%) 0%) 0%) 0%) 0%) 0%) %) 0%) 0%) ) 0%) ) 0%) %) 65%)
Pollakiu 0(0.0 0(.0 0(0O 0O 1(55 0(00 1(34 2(220 0(.0 0(0.0 0(.00% 1(3.8 0(0.00% 0(.0 1(1.61 3(1.
ria 0%) 0%) 0%) 0%) 6%) 0%) 5%) %) 0%) 0%) ) 5%) ) 0%) %) 96%)
Renal 00O 1(3 0O OO OO 0O 0O 1(1.10 O0(0O 0(0.0 0(0.00% 0(.0 0(0.00% 0(.0 0(.00 1(0.
colic 0%) 3%) 0%) 0%) 0%) 0%) 0%) %) 0%) 0%) ) 0%) ) 0%) %) 65%)
Renal 000 0O 0O OO 1(55 0(O0O 1(34 2(220 0(0O 0(.0 0(0.00% 0(.0 0(0.00% O0(.0 O0(.00 2(1.
failure 0%) 0%) 0%) 0%) 6%) 0%) 5%) %) 0%) 0%) ) 0%) ) 0%) %) 31%)
Urethra
I 000 00O 0O 0O 0O 0O 0(OO O0(O0 0O 0(0O O0(.00% 0(.0 1(9.09% 0(.0 1(1.61 1(0.
stenosi 0%) 0%) 0%) 0%) 0%) 0%) 0%) %) 0%) 0%) ) 0%) ) 0%) %) 65%)
s
zggﬁm 000 0(O 0O OO OO 1(66 0(OO 1(1.10 0O 0(0.0 0(0.00% 0(.0 0(0.00% 0(.0 0(.00 1(0.
ence 0%) 0%) 0%) 0%) 0%) 7%) 0%) %) 0%) 0%) ) 0%) ) 0%) %) 65%)
Urinary
tract 000 0O 0O OO 1(55 0(OO 0O 1(1.10 0O 0(0.0 0(0.00% 1(3.8 0(0.00% OO 1(1.61 2(1.
disorde  0%) 0%) 0%) 0%) 6%) 0%) 0%) %) 0%) 0%) ) 5%) ) 0%) %) 31%)
r

Reprodu

ctive

system

and

breast

disorder

s
Benign ¢ (00 0O OO OO OO OO O(MO OO0 OO 0(O0 0(0.00% O0(0O0 1(9.09% 0.0 1(1.61 1(0.
grostat' 0%) 0%) 0%) 0%) 0%) 0%) 0%) %) 0%)  0%) ) 0%) ) 0%) %) 65%)
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hyperpl
asia
Breast 00 OO OO OO OO OO OM©O OO0 1(16. 0(O.0O0 O0(0.00% 0(0.0 0(0.00% O0(.0 1(1.61 1 (0.
pain 0%) 0%) 0%) 0%) 0%) 0%) 0%) %) 67%) 0%) ) 0%) ) 0%) %) 65%)

Respirat

ory,

thoracic

and

mediasti

nal

disorder

s
Couah 000 0O 0O 0O 2(11. 0(OO 2169 4440 1(16. 0(0.0 1(1667 4(15. 0(0.00% 0(0.0 6(9.68 15%(,?

9 0%) 0%) 0%) 0%) 11%) 0%) 0%) %) 67%) 0%) %) 38%) ) 0%) %) ) ) °

Dry 00 OO OO 1(16. OO OO OO 1(1M0 O0(OO O0(.0O O0(0.00% O0(0.0 0(0.00% 0(.0 0¢(0.00 1 (0.
throat 0%) 0%) 0%) 67%) 0%) 0%) 0%) %) 0%) 0%) ) 0%) ) 0%) %) 65%)
Dyspno 0(0.0 2(16. 0(0.0 4(66. 2(11. 3(20. 1(34 12(13.1 0(0.0 1(16. 1(16.67 6(23. 1(9.09% 0(0.0 9(14.52 %17(:;
ea 0%) 67%) 0%) 67%) 11%) 00%) 5%) 9%) 0%) 67%) %) 08%) ) 0%) %) %)
Dyspno
ea 00 00O 1(20. 0O(OO OO OO 1134 2220 O0(O0O0 00O O0(0.00% 1(3.8 0(0.00% 1(14. 2(3.23 4 (2.
exertio 0%) 0%) 00%) 0%) 0%) 0%) 5%) %) 0%) 0%) ) 5%) ) 29%) %) 61%)
nal
Epistaxi 0(0.0 0(00 1(20. 0O OO 2(13. 0(OO 3(330 0O OO O0(0.00% O0(O.0 0(0.00% 0.0 0¢(0.00 3(1.
s 0%) 0%) 00%) 0%) 0%) 33%) 0%) %) 0%) 0%) ) 0%) ) 0%) %) 96%)
E::aést 00 0O OO OO OO OO OO OO0 OO 0O 1(1667 O0(0O 0(0.00% 0O 1(1.61 1 (0.
ion 9 0%) 0%) 0%) 0%) 0%) 0%) 0%) %) 0%) 0%) %) 0%) ) 0%) %) 65%)
?;Ozh; 00 0O OO OO OO OO OMO O0(OOO O0(O 0O 0(.00% 2(76 0(0.004 0(.0 2(3.23 2(1.
p};irgm, 0%) 0%) 0%) 0%) 0%) 0%) 0%) %) 0%) 0%) ) 9%) ) 0%) %) 31%)
rPeasin;‘rl;It 00 0O OO OO OO OO OO OO0 OO 0O 1(1667 O0(0O 0(0.00% 0O 1(1.61 1 (0.
ionp 0%) 0%) 0%) 0%) 0%) 0%) 0%) %) 0%) 0%) %) 0%) ) 0%) %) 65%)
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Pulmon
ary 000 0O 0O 0O 1(65 0(OO OO 1(110 OO 0O 0(0.00% O0(©0O0 0(0.00% 0(.0 0¢(0.00 1 (0.
embolis 0%) 0%) 0%) 0%) 6%) 0%) 0%) %) 0%) 0%) ) 0%) ) 0%) %) 65%)
m
Rhinorr 0(00 0.0 00O 0O 0O 0O OO OO0 O0(OO0 0O 0(.00% O0(0 1(9.09% 0(.0 1(1.61 1 (0.
hoea 0%) 0%) 0%) 0%) 0%) 0%) 0%) %) 0%) 0%) ) 0%) ) 0%) %) 65%)
Skin and
subcutan
eous
tissue
disorder
s
Acne 00 0O 0O 2(33. 2(11. 2(13. 269 8879 00O 0.0 1(1667 5(19. 2(18.18 0(0.0 8(12.90 1064((;
0%) 0%) 0%) 33%) 11%) 33%) 0%) %) 0%) 0%) %) 23%) %) 0%) %) %)
Alopeci 0(0.0 O0(O OO OO OO OO OO OO0 OO OO 0(OO0% 2(7r6 0(0.00% 0O 2(3.23 2 (1.
a 0%) 0%) 0%) 0%) 0%) 0%) 0%) %) 0%) 0%) ) 9%) ) 0%) %) 31%)
Blister 00 0O OO OO 1(65 0O(OO OO 1(110 1(16. 0.0 0(0.00% 0O 0(0.00% 0O 1(1.61 2 (1.
0%) 0%) 0%) 0%) 6%) 0%) 0%) %) 67%) 0%) ) 0%) ) 0%) %) 31%)
Dermati 14 (9
tis 00 0O OO OO O(MO 1(66 8(27. 9(98 0O 1(16. 1(1667 2(76 1(9.09% 0(0.0 5(8.06 15%
acneifo 0%) 0%) 0%) 0%) 0%) 7%) 59%) %) 0%) 67%) %) 9%) ) 0%) %) ’ ) °
rm
Dry 00 0O 0O 1(16. 0O OO 269 3(330 0O 0.0 0(0.00% 4(15. 0(0.00% 1(14. 5(8.06 8 (5.
skin 0%) 0%) 0%) 67%) 0%) 0%) 0%) %) 0%) 0%) ) 38%) ) 29%) %) 23%)
Eczem 00 0O OO 1(16. 0O 166 0(0OO0 2(220 0(O0O0 0(0O O0(0.00% 2(76 0(0.00% 0(0.0 2(3.23 4 (2.
a 0%) 0%) 0%) 67%) 0%) 7%) 0%) %) 0%) 0%) ) 9%) ) 0%) %) 61%)
Erythe 0O 1(83 00O 1(16. 1(65 00O OO 3(330 00O 0(0O O0(.00% 0(0.0 0(0.00% 0(.0 0¢(0.00 3(1.
ma 0%) 3%) 0%) 67%) 6%) 0%) 0%) %) 0%) 0%) ) 0%) ) 0%) %) 96%)
Hyperhi 0(0.0 0(0O0 00O 00O OO 2(13. 00O 2(220 00O 0O 2(33.33 1(3.8 0(0.00% 1(14. 4(6.45 6 (3.
drosis 0%) 0%) 0%) 0%) 0%) 33%) 0%) %) 0%) 0%) %) 5%) ) 29%) %) 92%)
,c;liziclnrde 00 0O OO OO 1(65 0(OO OO 1(110 OO OO 0(.00% 1(3.8 0(0.00% 0O 1(1.61 2 (1.
0%) 0%) 0%) 0%) 6%) 0%) 0%) %) 0%) 0%) ) 5%) ) 0%) %) 31%)

r
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Nightt 0(0.0 0(0.0 0(0.0 1(16. 0(0.0 0(0.0 0(.0 1(1.10 2(33. 0(0.0 1(1667 1(3.8 0(0.00% 0(0.0 4(6.45 5(3.
sweats  0%) 0%) 0%) 67%) 0%) 0%)  0%) %) 33%)  0%) %) 5%) ) 0%) %) 27%)
Photos
ensitvit 500 0(0.0 0(0.0 0(0.0 0(00 0(00 0(0 0(00 1(16. 0(0.0 0(0.00% 0(0.0 0(0.00% 0(0.0 1(1.61 1(0.
?’eactio 0%) 0%) 0%) 0%) 0%) 0%) 0%) %) 67%)  0%) ) 0%) ) 0%) %)  65%)
n
Pruritus 1(16- 1(83 0(00 1(16. 3(16. 1(66 2(69 9(9.89 0(0.0 0(0.0 1(1667 6(23. 4(3636 0(00 11(177 2300(71
67%) 3%) 0%) 67%) 67%) 7%) 0%) %) 0%)  0%) %) 08%) %) 0%) 4%) %)
Rash  0(00 0(00 0(00 0(00 1(55 1(66 7(24. 9(9.89 3(50. 0(0.0 2(3333 5(19. 0(0.00% 0(0.0 10(16.1 1294(21
0%) 0%) 0%) 0%) 6%) 7%) 14%) %) 00%)  0%) %) 23%) ) 0%) 3%) o)
Rash 10 (6
maculo  0(0.0 2(16. 0(00 0(0.0 2(11. 0(00 1(34 5(549 0(00 0(00 0(0.00% 3(11. 0(0.00% 2(28. 5(806 0
- 0%) 67%) 0%) 0%) 11%) 0%) 5%) %) 0%)  0%) ) 54%) ) 57%) %) e °
papular
Skin
burning 0(0.0 0(0.0 0(0.0 0(0.0 0(0.0 0(0.0 0(0.0 0(0.00 0(.0 0(0.0 0(0.00% 0(0.0 0(0.00% 1(14. 1(1.61 1(0.
sensati  0%) 0%) 0%) 0%) 0%) 0%)  0%) %) 0%)  0%) ) 0%) ) 29%) %)  65%)
on
csﬁfgolo 000 0(0.0 0(0.0 0(.0 0(0 0(0.0 0(0.0 0(0.00 0(0.0 1(16. 0(0.00% 0(0.0 0(0.00% 0(0.0 1(1.61 1(0.
Uraton 0%)  0%)  0%)  0%) 0%) 0%) 0% %) 0%)  67%) ) 0%) ) 0%) %)  65%)
S)I((figliati 000 0(0.0 0(0.0 0(.0 1(55 0(0.0 0(0.0 1(1.10 0(0.0 0(0.0 0(0.00% 0(0.0 0(0.00% 0(0.0 0(0.00 1(0.
o 0%) 0%) 0%) 0%) 6%) 0%) 0%) %) 0%)  0%) ) 0%) ) 0%) %)  65%)
Skin
hyperpi 0(0.0 0(0.0 0(0.0 0(0.0 0(00 1(6.6 1(34 2(220 0(0.0 0(0.0 0(0.00% 0(0.0 1(9.09% 0(0.0 1(1.61 3(1.
gmenta 0%) 0%) 0%) 0%) 0%) 7%)  5%) %) 0%)  0%) ) 0%) ) 0%) %)  96%)
tion
Ekilm 000 0(0.0 0(0.0 0(.0 0(.0 0(0.0 0(0.0 0(0.00 1(16. 0(0.0 0(0.00% 0(0.0 0(0.00% 0(0.0 1(1.61 1(0.
O’;ﬂy 0%) 0%) 0%) 0%) 0%) 0%) 0%) %) 67%)  0%) ) 0%) ) 0%) %)  65%)
Skin 000 0(0.0 1(20. 0(0.0 0(0.0 0(0.0 0(0.0 1(1.10 0(0.0 0(0.0 0(0.00% 0(0.0 0(0.00% 0(0.0 0(0.00 1(0.
lesion 0%) 0%) 00%) 0%) 0%) 0%) 0%) %) 0%)  0%) ) 0%) ) 0%) %)  65%)
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Skin 0000 0(0.0 1(20. 0(0.0 0(0.0 0(0.0 0(.0 1(1.10 0(0.0 0(0.0 0(0.00% 0(0.0 0(0.00% 0(0.0 0(0.00 1.

toxicity 0%) 0%) 00%) 0%) 0%) 0%) 0%) %) 0%) 0%) ) 0%) ) 0%) %) 65%)
Swellin 000 00O OO OO 1(55 00O O0O(OO 1(110 O0(O.O 0O 0(0.00% OO 0(.00% 1(14. 1(1.61 2 (1.
g face 0%) 0%) 0%) 0%) 6%) 0%) 0%) %) 0%) 0%) ) 0%) ) 29%) %) 31%)
Vascular
disorder

S

Flushin 0(0.0 0(0.0 0(0.0 0(0.0 1(55 0(.0 0(.0 1(1.10 0(0.0 1(16. 0(0.00% 0(0.0 0(0.00% 0.0 1(1.61 2(1.

g 0%) 0%) 0%) 0%) 6%) 0%) 0%) %) 0%) 67%) ) 0%) ) 0%) %) 31%)
Hot 0000 0(0.0 0(.0 0(00 0(00 1(66 1(34 2(220 0(0.0 0(0.0 0(0.00% 1(3.8 0(0.00% 0(0.0 1(1.61 3(1.
flush 0%) 0%) 0%) 0%) 0%) 7%) 5%) %) 0%)  0%) ) 5%) ) 0%) %)  96%)
Hyperte 0(0.0 0(0.0 0(0.0 0(0.0 0(.0 0(.0 0(.0 0(.00 0(.0 0(.0 0(0.00% 1(3.8 1(9.09% 1(14. 3(4.84 3(1.
nsion 0%) 0%) 0%) 0%) 0%) 0%) 0%) %) 0%)  0%) ) 5%) ) 29%) %)  96%)
Hypote 0(0.0 0(0.0 0(0.0 0(00 0(.0 1(66 0(.0 1(1.10 0(.0 0(.0 0(0.00% 0(0.0 0(0.00% 0.0 0(0.00 1(0.
nsion 0%) 0%) 0%) 0%) 0%) 7%) 0%) %) 0%)  0%) ) 0%) ) 0%) %)  65%)

Other Relevant Findings

Conclusion:

The primary objective for the dose-escalation part of this study was to estimate the Maximum Tolerated Dose (MTD) and/or Recommended phase 2 dose
(RDE) of sotrastaurin in patients with metastatic uveal melanoma. Two different dosing schedules (twice daily and three times daily) were explored in this
study. The MTD for the twice daily dosing schedule was determined to be 700 mg twice daily (1400 mg total daily dose), and the RDE was 600 mg twice
daily (1200 mg total daily dose) based on all of the safety and PK data available. For the three times daily dosing schedule, the MTD was determined to
be 800 mg (total daily dose) or 300 mg/250 mg/250 mg, and 250 mg/250mg/250 mg (750 mg total daily dose) was selected as the RDE. Safety data
remained consistent with the known safety profile of sotrastaurin. The most commonly reported AEs were Gl related toxicities including nausea,
constipation, vomiting, and diarrhea. Most grade 1 or grade 2 Gl related AEs were manageable with co-medication or infrequently dose
reduction/interruption and/or rarely resulted in premature discontinuation of the study drug. While AE incidence was similar for both dosing schedules, the
twice daily dosing schedule was associated with more SAEs with suspected relationship to study drug according to the Investigator (13.2% vs. 9.7%), and
more AEs leading to discontinuation (15.4% vs. 9.7%). This is likely due to the higher total daily dose (1400 mg for the MTD) compared with the RDE for
the three times daily dosing schedule (250 mg three times daily for a total daily dose of 750 mg). Although limited RECIST responses were a factor in the
enroliment halt for this study, of the 153 total patients in the FAS, four patients achieved a partial response, and 50% of patients had stable disease as
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reported in the Primary CSR. No patients achieved a complete response. Median PFS for all patients was 3.5 months (80% ClI, 2.6, 3.6) as reported in the
Primary CSR. This modest evidence of potential clinical activity supports the idea that PKC inhibition in patients with metastatic uveal melanoma, a
disease for which there are no currently approved therapies, warrants further exploration.

Date of Clinical Trial Report
13 Sep 2019
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