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Sponsor
Novartis

Generic Drug Name

Dabrafenib/Trametinib

Trial Indication(s)
Subjects with BRAF Mutant Metastatic Melanoma.

Protocol Number
113220

Protocol Title

An Open-Label, Dose-Escalation, Phase I/ll Study to Investigate the Safety, Pharmacokinetics, Pharmacodynamics and
Clinical Activity of the BRAF Inhibitor GSK2118436 in Combination with the MEK Inhibitor GSK1120212 in Subjects with
BRAF Mutant Metastatic Melanoma

Clinical Trial Phase
Phase 2

Phase of Drug Development
Phase Il

Study Start/End Dates

Study Start Date: March 2010 (Actual)
Primary Completion Date: May 2012 (Actual)
Study Completion Date: February 2018 (Actual)
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Reason for Termination (If applicable)

Not applicable

Study Design/Methodology

Parts A, B, and D comprised the phase Ib part of the study. Part C was the randomized, open-label, multi-center phase |l
part investigating the efficacy and safety of different doses of dabrafenib and trametinib in combination in subjects with
BRAF-mutant metastatic melanoma. The Part C treatment groups were:

e Dabrafenib 150 mg BID (referred to as the monotherapy group)
e Dabrafenib 150 mg BID and trametinib 1 mg daily (referred to as the 150/1 group)
e Dabrafenib 150 mg BID and trametinib 2 mg daily (referred to as the 150/2 group)

Subjects whose disease progressed while receiving dabrafenib monotherapy were permitted to cross over to combination
therapy with the approval of the medical monitor.

Centers
16 centers in 2 countries: United States(14), Australia(2)

Objectives:
Primary objectives:

Part A: To determine the PK of single dose dabrafenib (and its metabolite(s), including hydroxydabrafenib), alone and with
repeat dose trametinib dosed orally

Part B: To determine the safety, tolerability and range of tolerated doses of dabrafenib and trametinib dosed orally in
combination in subjects with BRAF V600 mutation positive metastatic melanoma

Part C:

¢ To determine the clinical activity of dabrafenib and trametinib in subjects with BRAF V600 mutant metastatic
melanoma.
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¢ To determine the safety, tolerability and range of tolerated doses of dabrafenib and trametinib dosed orally in
combination in subjects with BRAF V600 mutant metastatic melanoma
Part D:

e To determine single dose and steady-state PK of dabrafenib hydroxypropyl-methylcellulose (HPMC) capsules alone
and in combination with trametinib dosed orally

e To determine the safety and tolerability of dabrafenib and trametinib dosed orally in combination in subjects with BRAF
V600 mutation positive metastatic melanoma

Secondary objectives:

Part A: To confirm steady-state exposure of trametinib

Part B:

e To characterize the steady-state PK of dabrafenib (and its metabolite(s) including hydroxydabrafenib), and trametinib
e To evaluate the clinical activity of dabrafenib and trametinib in subjects with BRAF mutant metastatic melanoma

e To evaluate the pharmacodynamic response in BRAF mutant colorectal cancer pharmacodynamic cohort after treatment
with dabrafenib and trametinib

e To explore relationships between dabrafenib, trametinib PK, MAPK signalling inhibition and clinical endpoint
Part C:

e To characterize the population PK parameters of dabrafenib and trametinib when administered daily in subjects with
BRAF mutant metastatic melanoma

e To characterize the durability of response in subjects achieving clinical benefit

Part D:

¢ To determine the single dose and steady state PK of dabrafenib metabolites using HPMC capsules
e To determine single dose and steady-state PK of trametinib

e To evaluate clinical activity of the dabrafenib and trametinib combination in subjects with BRAF V600 mutation positive
metastatic melanoma
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Part A was previously reported in full. Primary and secondary objectives for Parts B, C, and D were previously reported
while some subjects were ongoing. The study has been completed. This final report includes the final summaries of safety
for Parts B, C, and D and limited efficacy data for Part C.

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

Dabrafenib and trametinib were taken orally. No reference therapy was administered.

Statistical Methods

The Kaplan-Meier estimates at 60 months post-randomization were presented by treatment group for the full ITT population
as well as for 3 subgroups: subjects with normal baseline lactate dehydrogenase (LDH), subjects with elevated baseline
LDH, subjects with normal baseline LDH and fewer than 3 disease sites.

The safety criteria noted (AEs, SAEs, deaths, laboratory evaluations, ECG, and LVEF) were summarized.

Study Population: Key Inclusion/Exclusion Criteria

Key Inclusion Criteria:

- Capable of given written informed consent, which includes compliance with the requirements and restrictions listed in the consent
form.

- Male or female age 18 years or greater; able to swallow and retain oral medication.

- BRAF mutation positive melanoma or colorectal cancer; other BRAF mutation positive tumor types may be considered.

- Measurable disease according to RECIST version 1.1.

- Eastern Cooperative Oncology Group Performance Status of 0 or 1 for Parts A and B. Subjects with Eastern Cooperative
Oncology Group Performance Status of 2 or less may be entered into Part C with approval of medical monitor.

- Agree to contraception requirements.

- Calcium phosphorus product less than 4.0mmol2/L2.

- Adequate organ system function.

Key Exclusion Criteria:
- Currently receiving cancer therapy (chemotherapy, radiation therapy, immunotherapy, or biologic therapy).
- Part A and Part B: Prior exposure to BRAF or MEK inhibitors unless approved by the GSK Medical Monitor.
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- Part C: Prior exposure to BRAF or MEK inhibitors. Prior anti-cancer therapy in the metastatic setting, with the exception of up to
one regimen of chemotherapy and/or interleukin-2 (IL-2).

- Part D: Prior exposure to BRAF inhibitors. A washout period of 6 weeks is required

for ipilimumab.

- Received an investigational anti-cancer drug within 4 weeks or 5 half-lives (whichever is shorter) of study drug administration--- at
least 14 days must have passed between the last dose of prior investigational anti-cancer drug and the first dose of study drug.

- Current use of a prohibited medication or requires any of these medications during treatment with study drug.

- Current use of therapeutic warfarin.

- Any major surgery, radiotherapy, or immunotherapy within the last 4 weeks. Limited radiotherapy within the last 2 weeks.

- Chemotherapy regimens with delayed toxicity within the last 4 weeks. Chemotherapy regimens given continuously or on a weekly
basis with limited potential for delayed toxicity within the last 2 weeks.

- Unresolved toxicity greater than National Cancer Institute-Common Terminology Criteria for Adverse Events version 4 Grade 1
from previous anti-cancer therapy except alopecia.

- History of retinal vein occlusion, central serous retinopathy or glaucoma.

- Predisposing factors to retinal vein occlusion including uncontrolled hypertension, uncontrolled diabetes, uncontrolled
hyperlipidemia, and coagulopathy.

- Visible retinal pathology as assessed by ophthalmologic exam that is considered a risk factor for retinal vein occlusion or central
serous retinopathy.

- Intraocular pressure greater than 21mm Hg as measured by tonography.

- Glaucoma diagnosed within one month prior to study Day 1.

- Presence of active gastrointestinal disease or other condition that will interfere significantly with the absorption, distribution,
metabolism or excretion of drugs.

- Known human immunodeficiency virus, Hepatitis B or Hepatitis C infection.

- Primary malignancy of the central nervous system.

- Untreated or symptomatic brain metastasis, leptomeningeal disease or spinal cord compression. Subjects who are on a stable
dose of corticosteroids for more than 1 month or off corticosteroids for 2 weeks can be enrolled with approval of medical monitor.
Subjects are not permitted to receive enzyme-inducing anti-epileptic drugs.

- Subjects with brain metastases are excluded, unless

a. All known lesions must be previously treated with surgery or stereotactic

radiosurgery, and- b. Brain lesion(s), if still present, must be confirmed stable (i.e. no increase

in lesion size) for 290 days prior to first dose on study (must be

documented with two consecutive MRI or CT scans using contrast), and

c. Asymptomatic with no corticosteroids requirement for = 30 days prior to

first dose on study, and

d. No enzyme-inducing anticonvulsants for = 30 days prior to first dose on
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study.

- History of alcohol or drug abuse within 6 months prior to screening.

Psychological, familial, sociological or geographical conditions that do not permit compliance with the protocol.
QTc interval greater than or equal to 480msecs.
History of acute coronary syndromes (including unstable angina), coronary angioplasty, or stenting within the past 24 weeks.
Class I, 1ll, or IV heart failure as defined by the New York Heart Association functional classification system.

- Abnormal cardiac valve morphology (subjects with minimal abnormalities can be entered on study with approval from the medical

monitor.

- Treatment refractory hypertension defined as a blood pressure of systolic> 140

mmHg and/or diastolic > 90 mm Hg which cannot be controlled by anti-hypertensive

therapy

- Patients with intra-cardiac defibrillators or permanent pacemakers.
- Cardiac metastases
- Known immediate or delayed hypersensitivity reaction or idiosyncrasy to drugs chemically related to the study drugs or excipients.

Participant Flow Table

Pregnant or lactating female.
Unwillingness or inability to follow the procedures required in the protocol.
Uncontrolled diabetes, hypertension or other medical conditions that may interfere with assessment of toxicity.
Subijects with known glucose 6 phosphate dehydrogenase deficiency.

Part A (Drug-Drug Interaction)

Part D: Part D:
Dabraf  Dabraf
enib enib
Part A: Part B: PartB: PartB: Part C Part C Part C (DAB) 150 Part D: Part D:
Dabraf Dabraf Dabraf Dabraf (random (random  (crossov  75mg mgto Dabraf Dabraf
enib Part B: enib enib enib Part C ized): ized): er): to DAB DAB enib enib
75mg Dabrafeni 150 150 150 (random Dabrafe Dabrafe Dabrafeni 75 mg 150 75 mg 150
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Trame + Trame Tramet Trame Dabrafe mg + mg + + Tramet Tramet Trame Trame
tinib 2 Trametini  tinib 1 inib tinib 2 nib 150 Trameti Trameti  Trametini inib 2 inibb2 tinib2 tinib2 To
mg b 1 mg mg 1.5mg mg mg nib 1 mg nib2mg b 2mg mg mg mg mg tal
Partici Melanom Melano Melano Melano Participa Participa Participa Participan Particip Particip  Partici Partici
Arm/Gr
oup pan_ts a BRAF- ma ma ma nt_s nt_s nt_s ts V\_/ho ant_s ant_s pan_ts pan_ts
receive positive BRAF- BRAF- BRAF- received received received received receive receive receive receive
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tinib 2 Trametin  tinib 1 tinib tinib 2 nib 150 nib 1 nib 2 Trametini tinib2 tinib2 tinib2 tinib2 To
mg ib 1 mg mg 1.5mg mg mg mg mg b 2 mg mg mg mg mg tal
Partici Melanom Melan Melano Melan Participa  Participa Participan  Partici  Partici  Partici  Partici
pants a BRAF- oma ma oma nts nts ts who pants pants pants pants
receiv positive BRAF- BRAF- BRAF- Participa received received received receive receive receiv receiv
ed a participan  positiv  positiv  positiv nts dabrafen  dabrafen dabrafeni d d ed ed
single ts who e e e received ib 150 ib 150 b 150 mg dabrefi dabrefi dabrefi dabrefi
Arm/Group dose did r_10t partici  particip  partici 4 prafen mg mg capsules nib75 nib 150 nib 75 nib
Descriptio of receive pants ants pants ib 150 gelatin gelatin BID alone mg mg mg 150
n dabraf prior who who who mg capsules capsules in the HPMC HPMC HPMC mg
enib treatment did not did not receiv gelatin BIDand BIDand Randomiz capsul capsul capsul HPMC
75 mg with receiv  receive ed capsules trametini  trametini ed Phase esBID. esBID. esBID capsul
gelatin BRAF e prior prior prior BID. b1mg b2mg were These  These and es BID
capsul inhibitors treatm treatm treatm tablets tablets given the particip particip trameti and
es with  received ent ent ent QD. QD. opportunit  ants, ants, nib2  trameti
repeat  dabrafeni with with with y to after after mg nib 2
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dose
trameti
nib
(Day
15).

b 75 mg
gelatin
capsules
BID and
trametinib
1mg
tablets
QD as
continuou
s daily
dosing.
Dose
escalatio
n
decisions
were
made
based on
all
available
pharmaco
kinetic
(PK),
safety,
and other
data from
the first 4
evaluable
participan
ts, and
additional
participan
ts were
enrolled
based on
dose-
limiting
toxicities
(DLTs)
occurring
during the
first 3
weeks of

BRAF
inhibito
rs and
partici
pants
who
had
salivar

y
ductal
cancer
receiv
ed
dabraf
enib
150
mg
gelatin
capsul
es BID
and
trameti
nib 1
mg
tablets
QD as
contin
uous
daily
dosing
. Dose
escalat
ion
decisio
ns
were
made
based
on all
availab
le PK,
safety,
and

BRAF
inhibito
rs
receive
d
dabraf
enib
150
mg
gelatin
capsul
es BID
and
trameti
nib 1.5
mg
tablets
QD as
continu
ous
daily
dosing.
Dose
escalat
ion
decisio
ns
were
made
based
on all
availab
le PK,
safety,
and
other
data
from
the first
4
evalua
ble
particip

BRAF
inhibito
rs and
partici
pants
who
had
colore
ctal
cancer
and
BRAFi
naive
melan
oma
receiv
ed
dabraf
enib
150
mg
gelatin
capsul
es BID
and
trameti
nib 2
mg
tablets
QD as
contin
uous
daily
dosing
. Dose
escalat
ion did
not
procee
d
beyon
d
these

receive
combinati
on dosing
of
dabrafeni
b 150 mg
gelatin
capsules
BID and
trametinib
2mg
tablets
QD upon
disease
progressi
on with
approval
of the
GlaxoSmi
thKline
(GSK)
Medical
Monitor.

comple
tion of
serial
PK
collecti
onin
the first
treatm
ent
period,
were
allowe
dto
continu
e with
dabraf
enib 75
mg
BID
and
trameti
nib 2
mg
tablets
QD as
combin
ation
dosing
starting
on Day
29.

comple
tion of
serial
PK
collecti
onin
the first
treatm
ent
period,
were
allowe
dto
continu
e with
dabraf
enib
150
mg
BID
and
trameti
nib 2
mg
tablets
QD as
combin
ation
dosing
starting
on Day
29.

tablets
QD.

mg

tablets

QD.
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treatment other ants, doses
data and of
from additio  dabraf
the nal enib
first4  particip and
evalua ants trameti
ble were nib.
partici  enrolle
pants d
and based
additio on
nal DLTs
partici  occurri
pants ng
were during
enrolle the first
d 3
based weeks
on of
DLTs treatm
occurri ent.
ng
during
the
first 3
weeks
of
treatm
ent.
Started 0 0 0 0 45 45
Completed 0 0 0 0 0 0
Not
Completed 0 0 0 0 45 45
Death 0 0 0 0 37 37
Bhy.s'.c'a” 0 0 0 0 1 1
ecision
Study
closed/ter 0 0 0 0 4 4
minated
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Withdraw
al by 0 0 0 0 0 0 0 0 3 0 0 0 0 3
Subject
Part D (HPMC Capsules)
Part D:
Dabraf Part D:
enib Dabraf
Part Part Part Part C Part C (DAB) enib Part Part
A: B: Part B: B: (random (random Part C 75 mg 150 D: D:
Dabraf Dabraf Dabraf Dabraf ized): ized): (crossov to mgto Dabraf Dabraf
enib Part B: enib enib enib Part C Dabrafe  Dabrafe er): DAB DAB enib enib
75mg Dabrafen 150 150 150 (random  nib 150 nib 150 Dabrafen 75 mg 150 75 mg 150
+ ib 75 mg mg + mg + mg + ized): mg + mg + ib 150 + mg + + mg +
Trame + Trame Trame Trame Dabrafe Trameti  Trameti mg + Trame Trame Trame Trame
tinib 2 Trametin  tinib 1 tinib tinib 2 nib 150 nib 1 nib 2 Trametini tinib2 tinib2 tinib2 tinib2 To
mg ib 1 mg mg 1.5mg mg mg mg mg b 2mg mg mg mg mg tal
Melanom  Melan Melano Melan Participan  Partici  Partici
a BRAF- oma ma oma ts who pants pants
Partici  positve =~ BRAF- BRAF- BRAF- received receive receive
pants  participan  positiv  positiv  positiv dabrafeni d d Partici " artici
receiv ts who e e e o o b 150 mg dabrefi dabrefi pants pant.s
eda did not partici  particip  partici Participa  Participa  capsules  nib75 nib 150 | o.q,  ECEIV
single  receive pants ants pants nts nts BID alone mg mg od ed
dose prior who who who Participa  received received in the HPMC  HPMC  4aprefi dabrefi
of treatment did not didnot receiv nts dabrafen  dabrafen Randomiz capsul  capsul iy 75 nib
dabraf with receiv  receive ed received  ib 150 ib150  ed Phase esBID. esBID. m 150
Arm/Group  enib BRAF e prior  prior prior ~ dabrafen mg mg were These These HPI\?IC mg
Descriptio  75mg  inhibitors  treatm treatm treatm  ib 150 gelatin gelatin  giventhe particip particip capsul HPMC
n gelatin  received ent ent ent mg capsules capsules opportunit  ants, ants, osBID capsul
capsul  dabrafeni  with with with ~ gelatin - BiDand  BID and yto after  after ,,q4 ©SBID
eswith b 75mg BRAF BRAF BRAF capsules trametini trametini receive comple comple 4ok and
repeat gelatin  inhibito inhibito  inhibito BID. b 1 mg b2mg  combinati tionof tionof .5 trameti
dose  capsules rsand rs rs and tablets tablets  ondosing  serial serial mg nib 2
trameti BIDand  partici receive partici QD. QD. of PK PK tablets mg
nib trametinib  pants d pants dabrafeni  collecti  collecti QD tablets
(Day 1mg who  dabraf  who b150mg onin onin ' QD.
15). tablets had enib had gelatin  the first the first
QD as salivar 150 colore capsules  treatm  treatm
continuou y mg ctal BID and ent ent
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s daily
dosing.
Dose
escalatio
n
decisions
were
made
based on
all
available
pharmaco
kinetic
(PK),
safety,
and other
data from
the first 4
evaluable
participan
ts, and
additional
participan
ts were
enrolled
based on
dose-
limiting
toxicities
(DLTs)
occurring
during the
first 3
weeks of
treatment

ductal
cancer
receiv
ed
dabraf
enib
150
mg
gelatin
capsul
es BID
and
trameti
nib 1
mg
tablets
QD as
contin
uous
daily
dosing
. Dose
escalat
ion
decisio
ns
were
made
based
on all
availab
le PK,
safety,
and
other
data
from
the
first 4
evalua
ble
partici
pants

gelatin
capsul
es BID
and
trameti
nib 1.5
mg
tablets
QD as
continu
ous
daily
dosing.
Dose
escalat
ion
decisio
ns
were
made
based
on all
availab
le PK,
safety,
and
other
data
from
the first
4
evalua
ble
particip
ants,
and
additio
nal
particip
ants
were
enrolle
d

cancer
and
BRAFi
naive
melan
oma
receiv
ed
dabraf
enib
150
mg
gelatin
capsul
es BID
and
trameti
nib 2
mg
tablets
QD as
contin
uous
daily
dosing
. Dose
escalat
ion did
not
procee
d
beyon
d
these
doses
of
dabraf
enib
and
trameti
nib.

trametinib
2mg
tablets
QD upon
disease
progressi
on with
approval
of the
GlaxoSmi
thKline
(GSK)
Medical
Monitor.

period,
were
allowe
dto
continu
e with
dabraf
enib 75
mg
BID
and
trameti
nib 2
mg
tablets
QD as
combin
ation
dosing
starting
on Day
29.

period,
were
allowe
dto
continu
e with
dabraf
enib
150
mg
BID
and
trameti
nib 2
mg
tablets
QD as
combin
ation
dosing
starting
on Day
29.
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and based
additio on
nal DLTs
partici  occurri
pants ng
were during
enrolle the first
d 3
based weeks
on of
DLTs treatm
occurri ent.
ng
during
the
first 3
weeks
of
treatm
ent.
Started 0 0 0 0 12 16 43 3 U
Completed 0 0 0 0 0 0 0 0 0
Not 1
Completed 0 0 0 0 12 16 43 39 0
Death 0 0 0 0 10 12 28 26 76
Physician 0 0 0 0 1 1 1 3
Decision
Lost to 0 0 0 0 0 1 1 3 5
Follow-up
Study
closed/ter 0 0 0 0 2 1 10 9 22
minated
Withdraw
al by 0 0 0 0 0 1 3 0 4
Subject
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Baseline Characteristics

Part D: Part D:
Dabrafe Dabrafe

Part A: Part B: Part B: Part B: Part C: Part C: nib nib 150 Part D: Part D:
Dabrafe Part B: Dabrafe Dabrafe Dabrafe Part C: Dabrafe Dabrafe (DAB) ma to Dabrafe Dabrafe
nib 75 Dabrafenib nib 150 nib 150 nib 150 Dabrafé nib 150 nib 150 75 m D?AB nib 75 nib 150
mg + 75 mg + mg + mg + mg + nib 150 mg + mg + to DA?S 150 m mg + mg + Total
Trameti Trametinib Trameti Trameti Trameti m Trameti  Trameti 75 ma + + 9  Trameti Trameti
nib 2 1mg nib 1 nib 1.5 nib 2 9 nib 1 nib 2 gt . nib 2 nib 2
Trameti  Trameti
mg mg mg mg mg mg nib 2 nib 2 mg mg
mg mg
Melanoma Melano Melano Melano Participa Participa
BRAF- ma ma ma nts nts
positive BRAF- BRAF- BRAF- received received
participants  positive  positive  positive dabrefini  dabrefini
o who did not  participa participa participa b 75 mg b 150
Particip receive nts who ntswho nts who HPMC mg
ant_s prior did not did not  received Particip  Particip capsule HPMC Particip  Particip
receive treatment receive receive prior ants ants s BID. capsule ants ants
da with BRAF prior prior treatme . received received 1hese SBID.  received received
single inhibitors ~ treatme  treatme  ntwith  Particip " Aol o e participa  These  opiefin dabrefin
dose of received nt with nt with BRAF ants nib 150  nib 150 Nts, after participa 75 b 150
Arm/Gro dabrafe  dabrafenib  BRAF BRAF inhibitor ~received mg mg completi nts, after mg mg
up nlrl:1 75 75I rrt1.g |nh|b|t§r inhibitor sr?n_d ?]iabb;agg gelatin  gelatin on 'Ofl Compl?t' HPMC  HPMC
Descripti 9 gelaun S an S participa capsule capsule  Se€ra ono capsule  capsule
on gelatin capsules participa received nts who mg s BID sBID PK serial s BID s BID
capsule BID and nts who  dabrafe had gelatin and and collectio PK and and
s with trametinib 1 had nib 150  colorect capsule trametin  trametin NN the co_llectlo trametin  trametin
repeat  mgtablets  salivary mg al sBID. L4 mg  ib2mg first ninthe - mg  ib2mg
dose. QD as ductal gelatin cancer tablets tablets treatme first tablets tablets
t_rametln continuous cancer capsule and QD QD nt treatme QD QD
ib (Day daily received s BID BRAFi ' ’ period, nt ’ ‘
15). dosing. dabrafe and naive were period,
Dose nib 150 trametini melano allowed were
escalation mg b 1.5 mg ma to allowed
decisions gelatin tablets  received continue to
were made  capsule QD as dabrafe with continue
based on s BID continuo  nib 150 dabrafe with
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all available
pharmacoki
netic (PK),
safety, and
other data
from the
first 4
evaluable
participants
, and
additional
participants
were
enrolled
based on
dose-
limiting
toxicities
(DLTs)
occurring
during the
first 3
weeks of
treatment.

and
trametin
ib 1 mg
tablets
QD as
continuo
us daily
dosing.
Dose
escalati
on
decision
s were
made
based
on all
availabl
e PK,
safety,
and
other
data
from the
first 4
evaluabl
e
participa
nts and
addition
al
participa
nts were
enrolled
based
on DLTs
occurrin
g during
the first
3 weeks
of
treatme
nt.

us daily
dosing.
Dose
escalati
on
decision
s were
made
based
on all
availabl
e PK,
safety,
and
other
data
from the
first 4
evaluabl
e
participa
nts, and
addition
al
participa
nts were
enrolled
based
on DLTs
occurrin
g during
the first
3 weeks
of
treatme
nt.

mg
gelatin
capsule
s BID
and
trametin
ib 2 mg
tablets
QD as
continuo
us daily
dosing.
Dose
escalati
on did
not
proceed
beyond
these
doses of
dabrafe
nib and
trametin
ib.

nib 75
mg BID
and
trametini
b2 mg
tablets
QD as
combina
tion
dosing
starting
on Day
29.

dabrafe
nib 150
mg BID
and
trametini
b2 mg
tablets
QD as
combina
tion
dosing
starting
on Day
29.
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Number
of
Participa
nts 8 6 23 27 94 54 54 54 12 16 43 39 430
[units:
participa
nts]
Age Continuous
(units: Years)
Mean + Standard Deviation
52.8+16 48.0+7.28 54.2+13 52.2+12. 52.4+12 51.8+15 49.9+14 559+11 51.8+12. 53.1+17. 52.8+14 56.7+14 52.8+13
.04 B .24 09 .99 19 .70 .85 39 04 .57 .08 74
Sex: Female, Male
(units: )
Count of Participants (Not Applicable)
Female 2 2 10 12 56 25 24 20 6 8 18 14 197
Male 6 4 13 15 38 29 30 34 6 8 25 25 233
Race/Ethnicity, Customized
(units: Participants)
White 7 6 22 26 92 52 54 53 12 16 43 39 407
Asian 1 0 0 0 2 0 0 1 0 0 0 0 1
African
Americ 0 0 0 1 0 0 0 0 0 0 0 0 1
an
g’”ss"‘ 0 0 1 0 0 2 0 0 0 0 0 0 3

Summary of Efficacy

Primary Outcome Result(s)
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Part A: Maximum plasma concentration (Cmax) of a single dose of dabrafenib administered alone and in combination with

trametnib
(Time Frame: Day 15)
Part A:
Part A: Dabrafenib
Dabrafenib 75 mg +
75 mg Trametinib 2
mg
Participants Partlt_:lpants
; received a
received a inale d f
single dose of single dose o
dabrafenib 75 dabrafenib 75
Arm/Group Description . mg gelatin
mg gelatin .
capsules with
capsules

alone on Day

repeat dose

1 trametinib
' (Day 15).
Number of Participants
Analyzed [units: 8 8

participants]

Part A: Maximum plasma concentration (Cmax) of a
single dose of dabrafenib administered alone and in

combination with trametnib
(units: Nanograms per milliliter (ng/mL))
Geometric Mean (95% Confidence Interval)

GSK2118436 (3795t(c))9685) (3905@4705)
GSK2285403 (1902ti9352) (1962t5c)>5331)
GSK2298683 (5957t%4879) (5877t‘c‘>7951)
GSK2167542 837 Vi

(4.82 to 14.5)

Statistical Analysis

(5.68 to 11.7)
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Groups

Part A: Dabrafenib 75 mg,
Part A: Dabrafenib 75 mg
+ Trametinib 2 mg

Cmax of dabrafenib was
log e transformed and
analyzed by a linear mixed
effect model with fixed
effect for treatment

Non-Inferiority/Equivalence  Yes (dabrafenib alone and

Test combined with trametinib)
and participant as a
random effect. Geometric
mean ratio (Day 15/Day 1)
and 90% confidence
interval were provided.
Geometric mean ratio (Day

oOth 15 Cmax/Day 1 Cmax)

er : 1.03 and 90% confidence

Geometric Mean Ratio : .
interval for dabrafenib
were calculated.

90

% Confidence Interval 0.79t01.34

TWO_SIDED

Statistical Analysis

Groups

Part A: Dabrafenib 75 mg,
Part A: Dabrafenib 75 mg
+ Trametinib 2 mg

Non-Inferiority/Equivalence
Test

Yes

Cmax of GSK2285403
was log e transformed and
analyzed by a linear mixed
effect model with fixed
effect for treatment
(dabrafenib alone and
combined with trametinib)
and participant as a
random effect. Geometric
mean ratio (Day 15/Day 1)
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and 90% confidence
interval were provided.

Other

Geometric mean ratio (Day
15 Cmax/Day 1 Cmax)

. . .99 and 90% confidence
Geometric Mean Ratio interval for GSK2285403
were calculated.
90
% Confidence Interval 0.78 to 1.25
TWO_SIDED

Statistical Analysis

Groups

Part A: Dabrafenib 75 mg,
Part A: Dabrafenib 75 mg
+ Trametinib 2 mg

Cmax of GSK2298683
was log e transformed and
analyzed by a linear mixed
effect model with fixed
effect for treatment

Non-Inferiority/Equivalence  Yes (dabrafenib alone and

Test combined with trametinib)
and participant as a
random effect. Geometric
mean ratio (Day 15/Day 1)
and 90% confidence
interval were provided.
Geometric mean ratio (Day

Oth 15 Cmax/Day 1 Cmax)

er o )

Geometric Mean Ratio 1.03 gnd 90% confidence
interval for GSK2298683
were calculated.

90

% Confidence Interval 0.84 t0 1.27

TWO_SIDED

Statistical Analysis

Page 26



Uy NOVARTIS

Clinical Trial Results Website

Part A: Dabrafenib 75 mg,
Groups Part A: Dabrafenib 75 mg
+ Trametinib 2 mg

Non-Inferiority/Equivalence  Yes
Test

Cmax of GSK2167542
was log e transformed and
analyzed by a linear mixed
effect model with fixed
effect for treatment
(dabrafenib alone and
combined with trametinib)
and participant as a
random effect. Geometric
mean ratio (Day 15/Day 1)
and 90% confidence
interval were provided.

Geometric mean ratio (Day
15 Cmax/Day 1 Cmax)

gtehoer;etric Mean Ratio 98 and 90% confidence
interval for GSK2167542
were calculated.

90

% Confidence Interval 0.66 to 1.45

TWO_SIDED

Part A: AUC (0-t) and AUC (0-inf) of dabrafenib and its metabolites

(Time Frame: Day 15)

Part A:
Dabrafenib
75 mg

Part A:
Dabrafenib
75 mg +
Trametinib 2
mg

Participants
received a
single dose of
dabrafenib 75
mg gelatin
capsules
alone on Day
1.

Arm/Group Description

Participants
received a
single dose of
dabrafenib 75
mg gelatin
capsules with
repeat dose
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trametinib
(Day 15).
Number of Participants
Analyzed [units: 8 8

participants]

Part A: AUC (0-t) and AUC (0-inf) of dabrafenib and its

metabolites

(units: ng*hour/mL (ng*hr/mL))
Geometric Mean (95% Confidence Interval)

GSK2118436 AUC (0-t)

GSK2118436 AUC (0-inf)

GSK2285403 AUC (0-t)

GSK2285403 AUC (0-inf)

GSK2298683 AUC (0-t)

GSK2298683 AUC (0-inf)

GSK2167542 AUC (0-t)

2734 2751
(2205 to (2219 to
3390) 3411)
3128 2949
(2578 to (2445 to
3797) 3556)
2232 2287
(1684 to (1899 to
2959) 2753)
2819 2497
(2231 to (2097 to
3562) 2974)
12761 13053
(10347 to (10475 to
15738) 16266)
270 276

(18810 390) (230 to 332)

GSK2167542 AUC (0-inf)

Statistical Analysis

Groups

Part A: Dabrafenib 75 mg,
Part A: Dabrafenib 75 mg
+ Trametinib 2 mg
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AUC(0-t) of dabrafenib
was log e transformed and
analyzed by a linear mixed
effect model with fixed
effect for treatment

Non-Inferiority/Equivalence  Yes (dabrafenib alone and

Test combined with trametinib)
and participant as a
random effect. Geometric
mean ratio (Day 15/Day 1)
and 90% confidence
interval were provided.
Geometric mean ratio (Day
15 AUC(0-inf)/ Day 1

Other 1.01 AUC(0-inf)) and 90%

Geometric Mean Ratio ’ confidence interval for
dabrafenib were
calculated.

90

% Confidence Interval 0.85t01.19

TWO_SIDED

Statistical Analysis

Groups

Part A: Dabrafenib 75 mg,
Part A: Dabrafenib 75 mg
+ Trametinib 2 mg

Non-Inferiority/Equivalence
Test

Yes

AUC(0-inf) of dabrafenib
was log e transformed and
analyzed by a linear mixed
effect model with fixed
effect for treatment
(dabrafenib alone and
combined with trametinib)
and participant as a
random effect. Geometric
mean ratio (Day 15/Day 1)
and 90% confidence
interval were provided.
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Other

Geometric mean ratio (Day
15 AUC(0-inf)/ Day 1
AUC(0-inf)) and 90%

Geometric Mean Ratio 0.94 confidence interval for
dabrafenib were
calculated.

90

% Confidence Interval 0.82to0 1.08

TWO_SIDED

Statistical Analysis

Groups

Part A: Dabrafenib 75 mg,
Part A: Dabrafenib 75 mg
+ Trametinib 2 mg

AUC(0-t) of GSK2285403
was log e transformed and
analyzed by a linear mixed
effect model with fixed
effect for treatment

Non-Inferiority/Equivalence  Yes (dabrafenib alone and

Test combined with trametinib)
and participant as a
random effect. Geometric
mean ratio (Day 15/Day 1)
and 90% confidence
interval were provided.
Geometric mean ratio (Day
15 AUC(0-t)/ Day 1

Other 102 AUC(0-t)) and 90%

Geometric Mean Ratio ) confidence interval for
GSK2285403 were
calculated.

90

% Confidence Interval 0.84t01.25

TWO_SIDED

Statistical Analysis
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Groups

Part A: Dabrafenib 75 mg,
Part A: Dabrafenib 75 mg
+ Trametinib 2 mg

AUC(0-inf) of
GSK2285403 was log e
transformed and analyzed
by a linear mixed effect
model with fixed effect for
treatment (dabrafenib

Non-Inferiority/Equivalence  Yes alone and combined with

Test trametinib) and participant
as a random effect.
Geometric mean ratio (Day
15/Day 1) and 90%
confidence interval were
provided.
Geometric mean ratio (Day
15 AUC(0-inf)/ Day 1

Other 0.92 AUC(0-inf)) and 90%

Geometric Mean Ratio ’ confidence interval for
GSK2285403 were
calculated.

90

% Confidence Interval 0.81t01.03

TWO_SIDED

Statistical Analysis

Groups

Part A: Dabrafenib 75 mg,
Part A: Dabrafenib 75 mg
+ Trametinib 2 mg

Non-Inferiority/Equivalence
Test

Yes

AUC(0-t) of GSK2298683
was log e transformed and
analyzed by a linear mixed
effect model with fixed
effect for treatment
(dabrafenib alone and
combined with trametinib)
and participant as a
random effect. Geometric
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mean ratio (Day 15/Day 1)
and 90% confidence
interval were provided.

Other

Geometric mean ratio (Day
15 AUC(0-t)/ Day 1
AUC(0-t)) and 90%

Geometric Mean Ratio 1.02 confidence interval for
GSK2298683 were
calculated.

90

% Confidence Interval 0.81to0 1.29

TWO_SIDED

Statistical Analysis

Groups

Part A: Dabrafenib 75 mg,
Part A: Dabrafenib 75 mg
+ Trametinib 2 mg

AUC(0-t) of GSK2167542
was log e transformed and
analyzed by a linear mixed
effect model with fixed
effect for treatment

Non-Inferiority/Equivalence  Yes (dabrafenib alone and

Test combined with trametinib)
and participant as a
random effect. Geometric
mean ratio (Day 15/Day 1)
and 90% confidence
interval were provided.
Geometric mean ratio (Day
15 AUC(0-t)/ Day 1

Other 102 AUC(0-t)) and 90%

Geometric Mean Ratio ) confidence interval for
GSK2167542 were
calculated.

90

% Confidence Interval 0.76 to 1.37

TWO_SIDED
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Part B: Number of participants with any Adverse Event (AE) or Serious Adverse Event (SAE)

(Time Frame: From Baseline (Day 1) until Follow-up visit (up to approximately 8 years))

Part B: Part B: Part B: Part B:
Dabrafenib 75 Dabrafenib Dabrafenib Dabrafenib
mg + 150 mg + 150 mg + 150 mg +
Trametinib 1 Trametinib 1 Trametinib Trametinib 2
mg mg 1.5mg mg
Melanon_n? Melanoma Melanoma
BRAF-positive  BRAF-positive BRAF-positive ~_ Melanoma
participants who participants participants BRAF-positive
did not receive who did not who did not participants
prior treatment  receive prior receive prior ~ Who received
with BRAF treatment with  treatment with prior
inhibitors BRAF BRAF treatment with
received inhibitors and inhibitors BRAF
dabrafenib 75 participants received inhibitors and
mg gelatin who had dabrafenib participants
capsules BID  salivary ductal 150 mg who had
and trametinib 1 cancer gelatin colorectal
mg tablets QD received capsules BID cancer and
as continuous dabrafenib  and trametinib ~ BRAFi naive
daily dosing. 150 mg 1.5 mg tablets melanoma
Dose escalation gelatin QD as received
Arm/Group Description decisions were capsules BID cqntinuo_us dabrafenib
made based on  and trametinib  daily dosing. 150 mg
all available 1 mg tablets Dose gelatin
pharmacokinetic QD as escalation capsules BID
(PK), safety, continuous decisions and trametinib
and other data daily dosing. were made 2 mg tablets
from the first 4 Dose based on all QD as
evaluable escalation available PK, ~ continuous
participants, decisions safety, and daily dosing.
and additional were made other data Dose
participants basedonall  from the first4  escalation did
were enrolled available PK, evaluable not proceed
based on dose- safety, and participants, beyond these
limiting toxicities other data and additional doses of
(DLTs) from the first4  participants dabrafenib
occurring during evaluable were enrolled and
the first 3 weeks participants based on trametinib.
of treatment. and additional DLTs
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participants occurring
were enrolled  during the first
based on 3 weeks of
DLTs treatment.
occurring
during the first
3 weeks of
treatment.
Number of Participants
Analyzed [units: 6 23 27 94

participants]

Part B: Number of participants with any Adverse Event (AE) or Serious Adverse Event

(SAE)
(units: Participants)
Count of Participants (Not Applicable)

Any AE 6

23

27

93

Any SAE 1

Part B: Number of participants with worst-case Chemistry Toxicity Grade Change from Baseline

15

14

55

(Time Frame: From Baseline (Day 1) until Follow-up visit (up to approximately 8 years))

Part B: Part B: Part B: Part B:
Dabrafenib 75 Dabrafenib Dabrafenib Dabrafenib
mg + 150 mg + 150 mg + 150 mg +
Trametinib 1 Trametinib 1 Trametinib Trametinib 2
mg mg 1.5mg mg
Melanoma Melanoma Melanoma Melanoma
BRAF-positive =~ BRAF-positive BRAF-positive BRAF-positive
participants who participants participants participants
did not receive who did not who did not who received
prior treatment receive prior receive prior prior
with BRAF treatment with  treatment with  treatment with
Arm/Group Description inhibitors BRAF BRAF BRAF
received inhibitors and inhibitors inhibitors and
dabrafenib 75 participants received participants
mg gelatin who had dabrafenib who had
capsules BID salivary ductal 150 mg colorectal
and trametinib 1 cancer gelatin cancer and
mg tablets QD received capsules BID BRAFi naive
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as continuous dabrafenib and trametinib melanoma
daily dosing. 150 mg 1.5 mg tablets received
Dose escalation gelatin QD as dabrafenib
decisions were capsules BID continuous 150 mg
made based on  and trametinib  daily dosing. gelatin
all available 1 mg tablets Dose capsules BID
pharmacokinetic QD as escalation and trametinib
(PK), safety, continuous decisions 2 mg tablets
and other data daily dosing. were made QD as
from the first 4 Dose based on all continuous
evaluable escalation available PK, daily dosing.
participants, decisions safety, and Dose
and additional were made other data escalation did
participants based on all from the first 4 not proceed
were enrolled available PK, evaluable beyond these
based on dose- safety, and participants, doses of
limiting toxicities other data and additional dabrafenib
(DLTs) from the first 4 participants and
occurring during evaluable were enrolled trametinib.
the first 3 weeks participants based on
of treatment. and additional DLTs
participants occurring
were enrolled  during the first
based on 3 weeks of
DLTs treatment.
occurring
during the first
3 weeks of
treatment.
Number of Participants
Analyzed [units: 6 23 27 94

participants]

Part B: Number of participants with worst-case Chemistry Toxicity Grade Change from

Baseline

(units: Participants)

Count of Participants (Not Applicable)

Albumin : Increase to

Grade 3

0

Albumin : Increase to

Grade 4
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Alkaline Phosphatase :

Increase to Grade 3 10
Alkaline Phosphatase : 0
Increase to Grade 4

Alanine Amino

Transferase : Increase to 2
Grade 3

Alanine Amino

Transferase : Increase to 0
Grade 4

Amylase : Increase to 0
Grade 3

Amylase : Increase to 0
Grade 4

Aspartate Amino

Transferase : Increase to 5
Grade 3

Aspartate Amino

Transferase : Increase to 0
Grade 4

Total Bilirubin : Increase to 2
Grade 3

Total Bilirubin : Increase to 0
Grade 4

Calcium (Hypercalcemia) : 0
Increase to Grade 3

Calcium (Hypercalcemia) : 0

Increase to Grade 4

Calcium (Hypocalcemia) :
Increase to Grade 3

Calcium (Hypocalcemia) :
Increase to Grade 4
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Creatine Kinase : Increase
to Grade 3

Creatine Kinase : Increase
to Grade 4

Creatinine : Increase to
Grade 3

Creatinine : Increase to
Grade 4

Gamma Glutamyl
Transferase : Increase to
Grade 3

13

Gamma Glutamyl
Transferase : Increase to
Grade 4

Glucose (Hyperglycemia) :
Increase to Grade 3

Glucose (Hyperglycemia) :
Increase to Grade 4

Glucose (Hypoglycemia) :
Increase to Grade 3

Glucose (Hypoglycemia) :
Increase to Grade 4

Potassium (Hyperkalemia)
: Increase to Grade 3

Potassium (Hyperkalemia)
: Increase to Grade 4

Potassium (Hypokalemia) :

Increase to Grade 3

Potassium (Hypokalemia) :

Increase to Grade 4

Lipase : Increase to Grade
3
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Lipase : Increase to Grade

4 0
Magnesium

(Hypermagnesemia) : 0
Increase to Grade 3

Magnesium

(Hypermagnesemia) : 0
Increase to Grade 4

Magnesium

(Hypomagnesemia) : 0
Increase to Grade 3

Magnesium

(Hypomagnesemia) : 0
Increase to Grade 4

Sodium (Hypernatremia) : 0
Increase to Grade 3

Sodium (Hypernatremia) : 0
Increase to Grade 4

Sodium (Hyponatremia) : 12
Increase to Grade 3

Sodium (Hyponatremia) : 0
Increase to Grade 4

Blood pH : Increase to 0
Grade 3

Blood pH : Increase to 0
Grade 4

Phosphorus inorganic : 4
Increase to Grade 3

Phosphorus inorganic : 0
Increase to Grade 4

Uric acid : Increase to 0

Grade 3
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Uric acid : Increase to
Grade 4

Part B: Number of participants with worst-case Chemistry Change from Baseline with respect to Normal Range

(Time Frame: From Baseline (Day 1) until Follow-up visit (up to approximately 8 years))

Part B: Part B: Part B: Part B:
Dabrafenib 75 Dabrafenib Dabrafenib Dabrafenib
mg + 150 mg + 150 mg + 150 mg +
Trametinib 1 Trametinib 1 Trametinib Trametinib 2
mg mg 1.5mg mg
Melanoma Melanoma Melanoma Melanoma
BRAF-positive =~ BRAF-positive BRAF-positive BRAF-positive
participants who participants participants participants
did not receive who did not who did not who received
prior treatment receive prior receive prior prior
with BRAF treatment with  treatment with  treatment with
inhibitors BRAF BRAF BRAF
received inhibitors and inhibitors inhibitors and
dabrafenib 75 participants received participants
mg gelatin who had dabrafenib who had
capsules BID salivary ductal 150 mg colorectal
and trametinib 1 cancer gelatin cancer and
mg tablets QD received capsules BID BRAFi naive
as continuous dabrafenib and trametinib melanoma
Arm/Group Description daily dosing. 150 mg 1.5 mg tablets received
Dose escalation gelatin QD as dabrafenib
decisions were capsules BID continuous 150 mg
made based on  and trametinib  daily dosing. gelatin
all available 1 mg tablets Dose capsules BID
pharmacokinetic QD as escalation and trametinib
(PK), safety, continuous decisions 2 mg tablets
and other data daily dosing. were made QD as
from the first 4 Dose based on all continuous
evaluable escalation available PK, daily dosing.
participants, decisions safety, and Dose
and additional were made other data escalation did
participants basedonall  from the first 4 not proceed
were enrolled available PK, evaluable beyond these
based on dose- safety, and participants, doses of
limiting toxicities other data and additional dabrafenib
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(DLTs) from the first 4 participants and
occurring during evaluable were enrolled trametinib.
the first 3 weeks participants based on

of treatment. and additional DLTs
participants occurring
were enrolled  during the first
based on 3 weeks of
DLTs treatment.
occurring
during the first
3 weeks of
treatment.

Number of Participants
Analyzed [units: 6 23 27 94
participants]

Part B: Number of participants with worst-case Chemistry Change from Baseline with
respect to Normal Range

(units: Participants)

Count of Participants (Not Applicable)

Direct Bilirubin : Decrease

to Low 0 0 0 0
Dirept Bilirubin : Increase 0 0 0 0
to High

Indirect Bilirubin : 0 0 0 0
Decrease to Low

Indirect Bilirubin : Increase

to High 0 0 0 0
-Creatme Kinase MB mass 0 0 0 0
: Decrease to Low

_Creatlne Klnasg MB mass 0 0 0 0
: Increase to High

Chloride : Decrease to 0 4 10 39
Low

Chloride : Increase to High 2 11 8 16
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Carbon dioxide

content/Bicarbonate : 4 6 16
Decrease to Low
Carbon dioxide
content/Bicarbonate : 7 11 25
Increase to High
Creatinine clearance : 4 10 19
Decrease to Low
Creatinine clearance :

: 5 5 8
Increase to High
Lactate dehydrogenase :

2 1 4

Decrease to Low
Lactate dehyqrogenase : 9 1 35
Increase to High
Total protein : Decrease to 10 10 30
Low
Tgtal protein : Increase to ° 1 7
High
Troponin | : Decrease to 0 0 0
Low
leoponln | : Increase to 0 0 0
High
Trponin T : Decrease to 0 0 0
Low
Trponin T : Increase to 0 0 0
High
Urea/BUN : Decrease to 4 3 17
Low
Urea/BUN : Increase to 10 16 30

High

Part B: Number of participants with worst-case Hematology Toxicity Grade Change from Baseline
(Time Frame: From Baseline (Day 1) until Follow-up visit (up to approximately 8 years))
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Part B: Part B: Part B: Part B:
Dabrafenib 75 Dabrafenib Dabrafenib Dabrafenib
mg + 150 mg + 150 mg + 150 mg +
Trametinib 1 Trametinib 1 Trametinib Trametinib 2
mg mg 1.5 mg mg
Melanoma Melanoma
Melanoma BE:‘;&?;::;:G BRAF-positive
BRAF-positive N participants Melanoma
L ho did not ! s
participants who who . who did not BRAF-positive
did not receive ~ €C€lve prior i ' articipants
rior treat t treatment with receive prior ph pa d
prior treatmen BRAF treatment with  Who receive
with BRAF A BRAF prior
inhibitors ":)Zz:tccl’;z ;”Sd inhibitors treatment with
received received BRAF
dabrafenib 75 salngyhdaudctal dabrafenib inhibitors and
mg gelatin articipants
cap%t?les BID can'cerd ;56?81;?[? pwho Fr)md
and trametinib 1 dr:t;:r‘e':l?leiib capsules BID colorectal
mg tablets QD 150 and trametinib cancer and
as continuous gelart?r? 1.5 mg tablets  BRAFi naive
daily dosing. melanoma
Doseyescalaﬁon capsules BID Coﬁ%ﬁgus received
. decisions were ~ @nd trametinib S o dabrafenib
Arm/Group Description made based on 1 mg tablets I)I,D Ing. 150 mg
all available QD as escaﬁ:ﬁon gelatin
pharmacokinetic ~ continuous decisions capsules BID
(PK), safety, dallég::mg. were made  and trametinib
and other data 2 mg tablets
from the first 4 Zscglgtion ab\;aasi;dblc:anpa&l, (gD as
ovausbe  weremade  Safely.and - confinuous
participants, other data aily dosing.
and additional basllecz)lonpa& from the first 4 Dose
participants a;:fI:t eand’ evaluable escalation did
bwerfJ enrglled othe?/,d ata participants, bnot pr(;)i:r?ed
ased on dose- - and additional eyon ese
Iimitir(]g Lt9rxi)cities from the frst4  participants doses ot
s abrafeni
occurring during ~ Participants Wiraeszgrglfd and
the first 3 weeks and additional DLTs trametinib.
of treatment. participants occurring
were enrolled during the fi
based on uring the first
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DLTs 3 weeks of
occurring treatment.
during the first
3 weeks of
treatment.
Number of Participants
Analyzed [units: 6 23 27 94

participants]

Part B: Number of participants with worst-case Hematology Toxicity Grade Change from

Baseline
(units: Participants)

Count of Participants (Not Applicable)

Hemoglobin (Increased) :

Increase to Grade 3 0 0 0 0
Hemoglobin (Increased) :

Increase to Grade 4 0 0 0 0
Hemoglobin (Anemia) :

Increase to Grade 3 0 0 3 10
Hemoglobin (Anemia) :

Increase to Grade 4 0 0 0 0
Lymphocytes (Increased) : 0 0 0 0
Increase to Grade 3

Lymphocytes (Increased) :

Increase to Grade 4 0 0 0 0
Lymphocytes (Decreased)

: Increase to Grade 3 0 ! 4 19
Lymphocytes (Decreased) 0 1 4 5
: Increase to Grade 4

Total Neutrophils :

Increase to Grade 3 1 3 3 10
Total Neutrophils :

Increase to Grade 4 0 0 0 0
Platelet Count : Increase 0 0 2 1

to Grade 3
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Platelet Count : Increase

to Grade 4 0 0 0 1
White Blood Cell Count :

Increase to Grade 3 0 2 4 8
White Blood Cell Count : 0 0 0 0

Increase to Grade 4

Part B: Number of participants with worst-case Hematology Change from Baseline with respect to Normal Range

(Time Frame: From Baseline (Day 1) until Follow-up visit (up to approximately 8 years))

Part B: Part B: Part B: Part B:
Dabrafenib 75 Dabrafenib Dabrafenib Dabrafenib
mg + 150 mg + 150 mg + 150 mg +
Trametinib 1 Trametinib 1 Trametinib Trametinib 2
mg mg 1.5mg mg
Melanoma Melanoma Melanoma Melanoma
BRAF-positive =~ BRAF-positive = BRAF-positive BRAF-positive
participants who participants participants participants
did not receive who did not who did not who received
prior treatment receive prior receive prior prior
with BRAF treatment with  treatment with  treatment with
inhibitors BRAF BRAF BRAF
received inhibitors and inhibitors inhibitors and
dabrafenib 75 participants received participants
mg gelatin who had dabrafenib who had
capsules BID salivary ductal 150 mg colorectal
and trametinib 1 cancer gelatin cancer and
Arm/Group Description mg tablets QD received capsules BID  BRAFi naive
as continuous dabrafenib and trametinib melanoma
daily dosing. 150 mg 1.5 mg tablets received
Dose escalation gelatin QD as dabrafenib
decisions were  capsules BID continuous 150 mg
made based on  and trametinib  daily dosing. gelatin
all available 1 mg tablets Dose capsules BID
pharmacokinetic QD as escalation and trametinib
(PK), safety, continuous decisions 2 mg tablets
and other data daily dosing. were made QD as
from the first 4 Dose based on all continuous
evaluable escalation available PK, daily dosing.
participants, decisions safety, and Dose
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and additional were made other data escalation did
participants based on all from the first 4 not proceed
were enrolled available PK, evaluable beyond these
based on dose- safety, and participants, doses of
limiting toxicities other data and additional dabrafenib
(DLTs) from the first 4 participants and
occurring during evaluable were enrolled trametinib.
the first 3 weeks participants based on
of treatment. and additional DLTs
participants occurring
were enrolled  during the first
based on 3 weeks of
DLTs treatment.
occurring
during the first
3 weeks of
treatment.
Number of Participants
Analyzed [units: 6 23 27 94

participants]

Part B: Number of participants with worst-case Hematology Change from Baseline with

respect to Normal Range

(units: Participants)

Count of Participants (Not Applicable)

Basophils : Decrease to

Low 0 0 0 2
Bgsophils : Increase to 0 ° 4 7
High
Eosinophils : Decrease to 1 5 6 28
Low
E(_)sinophils : Increase to 0 5 7 1
High
Hematocrit : Decrease to 1 5 7 24
Low
Hematocrit : Increase to 0 0 2 2

High
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Mean Corpuscle

Hemoglobin concentration 0 6 11 21
: Decrease to Low

Mean Corpuscle

Hemoglobin concentration 2 4 5 13
: Increase to High

Mean Corpuscle

Hemoglobin : Decrease to 0 6 8 12
Low

Mean Corpuscle

Hemoglobin : Increase to 0 3 6 11
High

Mean Corpuscle Volume : 1 5 6 13
Decrease to Low

Mean Corpusple Volume : 1 2 4 5
Increase to High

Monocytes : Decrease to 2 8 10 21
Low

M'onocytes : Increase to 1 4 9 30
High

Red Blood Cell count : 1 9 5 o5
Decrease to Low

Red Blood Cgll count : 0 0 1 2
Increase to High

Reticulocytes : Decrease 2 1 5 3
to Low

Reticulocytes : Increase to 2 7 6 6

High

Part B: Number of participants with the indicated worst-case change from Baseline in heart rate and blood pressure

(Time Frame: From Baseline (Day 1) until Follow-up visit (up to approximately 8 years))

Part B:
Dabrafenib 75
mg +

Part B:
Dabrafenib
150 mg +

Part B:
Dabrafenib
150 mg +

Part B:
Dabrafenib
150 mg +
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Trametinib 1 Trametinib 1 Trametinib Trametinib 2
mg mg 1.5mg mg
Melanoma
BRAF-positive Melanoma
participants BRAF-positive
Melanoma who did not participants
BRAF-positive receive prior who did not Melanoma
participants who  treatment with receive prior  BRAF-positive
did not receive BRAF treatment with participants
prior treatment inhibitors and BRAF who received
with BRAF participants inhibitors prior
inhibitors who had received treatment with
received salivary ductal dabrafenib BRAF
dabrafenib 75 cancer 150 mg inhibitors and
mg gelatin received gelatin participants
capsules BID dabrafenib capsules BID who had
and trametinib 1 150 mg and trametinib colorectal
mg tablets QD gelatin 1.5 mg tablets cancer and
as continuous capsules BID QD as BRAFi naive
daily dosing. and trametinib continuous melanoma
Dose escalation 1 mg tablets daily dosing. received
. decisions were QD as Dose dabrafenib
Arm/Group Description made based on continuous escalation 150 mg
all available daily dosing. decisions gelatin
pharmacokinetic Dose were made capsules BID
(PK), safety, escalation based on all and trametinib
and other data decisions available PK, 2 mg tablets
from the first 4 were made safety, and QD as
evaluable based on all other data continuous
participants, available PK, from the first4  daily dosing.
and additional safety, and evaluable Dose
participants other data participants, escalation did
were enrolled from the first4 and additional not proceed
based on dose- evaluable participants beyond these
limiting toxicities participants were enrolled doses of
(DLTs) and additional based on dabrafenib
occurring during participants DLTs and
the first 3 weeks  were enrolled occurring trametinib.
of treatment. based on during the first
DLTs 3 weeks of
occurring treatment.

during the first
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3 weeks of
treatment.
Number of Participants
Analyzed [units: 6 23 27 78

participants]

Part B: Number of participants with the indicated worst-case change from Baseline in heart

rate and blood pressure
(units: Participants)

Heart rate, Decrease to

<60 bpm 1 2 5 15
Heart rate, Change to 3 14 15 37
normal or no change

Heart rate, Increase to

>100 bpm 2 7 8 26
SBP, Increase to G3 or G4 0 2 3 8
DBP, Increase to G3 or G4 0 1 3 4

Part C (randomized): Number of participants with BRAF mutant metastatic melanoma with best overall response as

assessed by the investigator

(Time Frame: From the first dose of study medication to the first documented evidence of a confirmed complete response or partial response (up to approximately

7 years))
Part C: Part C:
Part C: Dabrafenib Dabrafenib
Dabrafenib 150 mg + 150 mg +
150 mg Trametinib 1 Trametinib 2
mg mg
Participants Partici_pants Partici_pants
received received received
o dabra:;:anib dabrafenib dabrafenib
Arm/Group Description 150 mg 150 mg 150 mg
gelatin gelatin gelatin

capsules BID.

capsules BID
and trametinib

capsules BID
and trametinib
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1 mg tablets 2 mg tablets
QbD. QD.

Number of Participants
Analyzed [units: 54 54 54
participants]

Part C (randomized): Number of participants with BRAF mutant
metastatic melanoma with best overall response as assessed by the
investigator

(units: Participants)

Count of Participants (Not Applicable)

CR 2 6 10
PR 27 21 31

Statistical Analysis

Part C: Dabrafenib 150
mg, Difference in response rate

Groups Part C: Dabrafenib 150 mg  Arm2 - Arm1
+ Trametinib 1 mg

Other

Unconditional exact -4

method

95

% Confidence Interval -23.1t0 15.9

2-Sided

Statistical Analysis

Part C: Dabrafenib 150
mg, Difference in response rate

Groups Part C: Dabrafenib 150 mg  Arm3 - Arm1
+ Trametinib 2 mg

Other

Unconditional exact 22

method
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95
% Confidence Interval 2.5t040.7
2-Sided

Part C (randomized): Number of participants with BRAF mutant metastatic melanoma with best overall response assessed

by Blinded Independent Central Review (BICR)

(Time Frame: From the first dose of study medication to the first documented evidence of a confirmed complete response or partial response (up to approximately

19 months))

Part C: Part C:
Part C: Dabrafenib Dabrafenib
Dabrafenib 150 mg + 150 mg +
150 mg Trametinib 1 Trametinib 2
mg mg
Participants Participants
Participants received received
! dabrafenib dabrafenib
received
! 150 mg 150 mg
oo dabrafenib . .
Arm/Group Description gelatin gelatin
150 mg les BID les BID
gelatin capsules capsules

and trametinib  and trametinib
1 mg tablets 2 mg tablets
QD. QD.

capsules BID.

Number of Participants
Analyzed [units: 54 54 54
participants]

Part C (randomized): Number of participants with BRAF mutant
metastatic melanoma with best overall response assessed by Blinded
Independent Central Review (BICR)

(units: Participants)

Count of Participants (Not Applicable)

CR 4 4 7

PR 21 18 26

Statistical Analysis

Groups mg, Arm2- Arm1

Part C: Dabrafenib 150 Difference in response rate
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Part C: Dabrafenib 150 mg
+ Trametinib 1 mg

Other

Unconditional exact -6

method

95

% Confidence Interval -24.9to 14.1

2-Sided
Statistical Analysis

Part C: Dabrafenib 150
mg,

Difference in response rate

Groups Part C: Dabrafenib 150 mg  Arm3 - Arm1
+ Trametinib 2 mg

Other

Unconditional exact 15

method

95

% Confidence Interval -4.9 to 33.7

2-Sided

Part C (crossover): Number of participants with BRAF mutant metastatic melanoma with best overall response as assessed

by the investigator

(Time Frame: From the first dose of study medication to the first documented evidence of a confirmed complete response or partial response (up to approximately

7 years))

Part C
(crossover):
Dabrafenib 150
mg +
Trametinib 2
mg

Arm/Group Description

Participants who
received
dabrafenib 150
mg capsules
BID alone in the
Randomized
Phase were
given the

Page 51



Uy NOVARTIS

Clinical Trial Results Website

opportunity to
receive
combination
dosing of
dabrafenib 150
mg gelatin
capsules BID
and trametinib 2
mg tablets QD
upon disease
progression with
approval of the
GlaxoSmithKline
(GSK) Medical
Monitor.

Number of Participants
Analyzed [units: 45
participants]

Part C (crossover): Number of participants
with BRAF mutant metastatic melanoma
with best overall response as assessed by
the investigator

(units: Participants)

Count of Participants (Not Applicable)

CR 1
PR 5

Statistical Analysis

Part C (crossover):
Groups Dabrafenib 150 mg +
Trametinib 2 mg

Other

Response rate 6

95

% Confidence Interval 5.11t0 26.8
2-Sided
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Part C (randomized): Progression-free Survival (PFS) as assessed by the investigator
(Time Frame: From the date of randomization to the earliest date of disease progression (PD) or death due to any cause (up to approximately 7 years))

Part C: Part C:
Part C: Dabrafenib Dabrafenib
Dabrafenib 150 mg + 150 mg +
150 mg Trametinib 1 Trametinib 2
mg mg
Participants Participants
Participants received received
; dabrafenib dabrafenib
received
. 150 mg 150 mg
_ dabrafenib . .
Arm/Group Description gelatin gelatin
150 mg
. capsules BID capsules BID
gelatin - -
caosules BID and trametinib  and trametinib
P ) 1 mg tablets 2 mg tablets
QD. QD.
Number of Participants
Analyzed [units: 54 54 54
participants]
Part C (randomized):
Progression-free
Survival (PFS) as
assessed by the
investigator
(units: Months)
Median (Full Range)
5.8 9.2 9.4
(4.3t07.4) (5.7 to 11.0) (7.6 to 16.6)

Statistical Analysis

Part C: Dabrafenib 150

Groups mg,
P Part C: Dabrafenib 150 mg
+ Trametinib 1 mg
P Value 0.0048
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Log Rank
Method g Ran
Hazard Ratio (HR) 058 HRs were estimated using
’ the Pike estimator.
95
% Confidence Interval 0.38 t0 0.87

2-Sided

Statistical Analysis

Part C: Dabrafenib 150
mg,

Groups Part C: Dabrafenib 150 mg
+ Trametinib 2 mg
P Value <0.0001
Method Log Rank
Hazard Ratio (HR) 044 HRs were estimated using
’ the Pike estimator.
95
% Confidence Interval 0.29 t0 0.68

2-Sided

Part C (crossover): Progression-free Survival (PFS) as assessed by the investigator

(Time Frame: From the first dose of study medication to the earliest date of disease progression (PD) or death due to any cause (up to approximately 7 years))

Part C
(crossover):
Dabrafenib 150
mg +
Trametinib 2
mg

Arm/Group Description

Participants who
received
dabrafenib 150
mg capsules
BID alone in the
Randomized
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Phase were
given the
opportunity to
receive
combination
dosing of
dabrafenib 150
mg gelatin
capsules BID
and trametinib 2
mg tablets QD
upon disease
progression with
approval of the
GlaxoSmithKline
(GSK) Medical
Monitor.

Number of Participants
Analyzed [units: 45
participants]

Part C (crossover):
Progression-free
Survival (PFS) as
assessed by the
investigator

(units: Months)

Median (95% Confidence
Interval)

3.6
(1.8 t0 3.9)

Part C (randomized): Progression-free Survival (PFS) as assessed by the Blinded Independent Central Review (BICR)
(Time Frame: From the date of randomization to the earliest date of disease progression (PD) or death due to any cause (up to approximately 19 months))

Part C: Part C:
Part C: Dabrafenib Dabrafenib
Dabrafenib 150 mg + 150 mg +
150 mg Trametinib 1 Trametinib 2
mg mg
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Participants
received
dabrafenib
150 mg
gelatin

Arm/Group Description

capsules BID.

Participants
received
dabrafenib
150 mg
gelatin
capsules BID
and trametinib
1 mg tablets
QD.

Participants
received
dabrafenib
150 mg
gelatin
capsules BID
and trametinib
2 mg tablets
QD.

Number of Participants
Analyzed [units: 54
participants]

54

54

Part C (randomized):
Progression-free
Survival (PFS) as
assessed by the Blinded
Independent Central
Review (BICR)

(units: Months)

Median (95% Confidence
Interval)

7.3
(5.5 t0 9.4)

[1] NA: Not estimable

Statistical Analysis

8.3
(5.6 t0 11.3)

Part C: Dabrafenib 150

9.2
(7.6 to NA)!"

Groups mg,
P Part C: Dabrafenib 150 mg
+ Trametinib 1 mg
P Value 0.1667
Method Log Rank
Hazard Ratio (HR) 073 HRs were estimated using

the Pike estimator.
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95
% Confidence Interval 0.45t01.18
2-Sided

Statistical Analysis

Part C: Dabrafenib 150

mg,
Groups Part C: Dabrafenib 150 mg
+ Trametinib 2 mg
P Value 0.0119
Method Log Rank
Hazard Ratio (HR) 0.54 HRs were estimated using
’ the Pike estimator.
95
% Confidence Interval 0.321t0 0.90
2-Sided

Part C (randomized): Duration of response as assessed by the investigator and Blinded Independent Central Review (BICR)
(Time Frame: First documented evidence of PR or CR until the date of the first documented sign of disease progression or the date of death due to any cause (up

to approximately 19 months))

Part C: Part C:
Part C: Dabrafenib Dabrafenib
Dabrafenib 150 mg + 150 mg +
150 mg Trametinib 1 Trametinib 2
mg mg
Participants Participants
Participants received received
P dabrafenib dabrafenib
received
. 150 mg 150 mg
. dabrafenib ; )
Arm/Group Description gelatin gelatin
150 mg les BID les BID
gelatin capsules capsules

capsules BID.

and trametinib
1 mg tablets
QD.

and trametinib
2 mg tablets
QD.
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Number of Participants
Analyzed [units: 54 54 54
participants]

Part C (randomized): Duration of response as assessed by the
investigator and Blinded Independent Central Review (BICR)
(units: Months)

Median (95% Confidence Interval)

5.6 11.1 10.5

Investigator assessed (39t07.4)  (7410132)  (741019.2)
7.6 9.5 NA
BICR assessed (4.7 to NA)'23 (5.6 to NA)'23 (6.7 to NA)I123l

[1] NA: Not estimable
[2] NA: Not estimable
[3] NA: Not estimable

Part C (randomized): Number of participants with any Adverse Event (AE) or Serious Adverse Event (SAE)
(Time Frame: From Baseline (Day 1) until Follow-up visit (up to approximately 7 years))

Part C: Part C:
Part C: Dabrafenib Dabrafenib
Dabrafenib 150 mg + 150 mg +
150 mg Trametinib 1 Trametinib 2
mg mg
Participants Participants
Participants received received
P dabrafenib dabrafenib
received
. 150 mg 150 mg
. dabrafenib . .
Arm/Group Description gelatin gelatin
150 mg
. capsules BID capsules BID
gelatin

and trametinib  and trametinib
1 mg tablets 2 mg tablets
QD. QD.

capsules BID.

Number of Participants
Analyzed [units: 53 54 55
participants]

Part C (randomized): Number of participants with any Adverse Event (AE)
or Serious Adverse Event (SAE)
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(units: Participants)
Count of Participants (Not Applicable)

Any AE 53 53 55

Any SAE 15 24 39

Part C (randomized): Number of participants with worst-case Chemistry Toxicity Grade Change from Baseline
(Time Frame: From Baseline (Day 1) until Follow-up visit (up to approximately 7 years))

Part C: Part C:
Part C: Dabrafenib Dabrafenib
Dabrafenib 150 mg + 150 mg +
150 mg Trametinib 1 Trametinib 2
mg mg
Participants Participants
Participants received received
; dabrafenib dabrafenib
received
. 150 mg 150 mg
. dabrafenib . :
Arm/Group Description gelatin gelatin
150 mg
gelatin capsules BID capsules BID

and trametinib  and trametinib
1 mg tablets 2 mg tablets
QD. QD.

capsules BID.

Number of Participants
Analyzed [units: 53 54 55
participants]

Part C (randomized): Number of participants with worst-case Chemistry
Toxicity Grade Change from Baseline

(units: Participants)

Count of Participants (Not Applicable)

Albumin : Increase to

Grade 3 0 1 1
Albumin : Increase to

Grade 4 0 0 0
Alkaline Phosphatase : 0 3 2

Increase to Grade 3
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Alkaline Phosphatase :
Increase to Grade 4

Alanine Amino
Transferase : Increase to
Grade 3

Alanine Amino
Transferase : Increase to
Grade 4

Aspartate Amino
Transferase : Increase to
Grade 3

Aspartate Amino
Transferase : Increase to
Grade 4

Total Bilirubin : Increase to
Grade 3

Total Bilirubin : Increase to
Grade 4

Calcium (Hypercalcemia) :
Increase to Grade 3

Calcium (Hypercalcemia) :
Increase to Grade 4

Calcium (Hypocalcemia) :
Increase to Grade 3

Calcium (Hypocalcemia) :
Increase to Grade 4

Cholesterol : Increase to
Grade 3

Cholesterol : Increase to
Grade 4

Creatine Kinase : Increase
to Grade 3
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Creatine Kinase : Increase
to Grade 4

Creatinine : Increase to
Grade 3

Creatinine : Increase to
Grade 4

Gamma Glutamyl
Transferase : Increase to
Grade 3

11

Gamma Glutamyl
Transferase : Increase to
Grade 4

Glucose (Hyperglycemia) :
Increase to Grade 3

Glucose (Hyperglycemia) :
Increase to Grade 4

Glucose (Hypoglycemia) :
Increase to Grade 3

Glucose (Hypoglycemia) :
Increase to Grade 4

Potassium (Hyperkalemia)
: Increase to Grade 3

Potassium (Hyperkalemia)
: Increase to Grade 4

Potassium (Hypokalemia) :

Increase to Grade 3

Potassium (Hypokalemia) :

Increase to Grade 4

Magnesium
(Hypermagnesemia) :
Increase to Grade 3
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Magnesium

(Hypermagnesemia) : 0 0 0
Increase to Grade 4

Magnesium

(Hypomagnesemia) : 0 0 1
Increase to Grade 3

Magnesium

(Hypomagnesemia) : 0 0 0
Increase to Grade 4

Sodium (Hypernatremia) : 0 0 0
Increase to Grade 3

Sodium (Hypernatremia) : 0 0 0
Increase to Grade 4

Sodium (Hyponatremia) : 0 10 6
Increase to Grade 3

Sodium (Hyponatremia) : 0 0 0
Increase to Grade 4

Phosphorus inorganic : 0 6 4
Increase to Grade 3

Phosphorus inorganic : 0 0 0
Increase to Grade 4

Triglycerides : Increase to

Grade 3 0 0 0
Triglycerides : Increase to 0 0 0

Grade 4

Part C (randomized): Number of participants with worst-case Chemistry Change from Baseline with respect to Normal

Range

(Time Frame: From Baseline (Day 1) until Follow-up visit (up to approximately 7 years))

Part C:
Dabrafenib
150 mg

Part C:
Dabrafenib
150 mg +
Trametinib 1
mg

Part C:
Dabrafenib
150 mg +
Trametinib 2
mg
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Participants Participants

Participants received received
P dabrafenib dabrafenib
received
! 150 mg 150 mg
. dabrafenib . .
Arm/Group Description gelatin gelatin
150 mg
gelatin capsules BID  capsules BID

and trametinib  and trametinib
1 mg tablets 2 mg tablets
QD. QD.

capsules BID.

Number of Participants
Analyzed [units: 53 54 55
participants]

Part C (randomized): Number of participants with worst-case Chemistry
Change from Baseline with respect to Normal Range

(units: Participants)

Count of Participants (Not Applicable)

Direct Bilirubin : Decrease

to Low 0 0 0
Direct Bilirubin : Increase

to High 0 0 0
Creatine Kinase MB mass

. 0 0 0
: Decrease to Low

Creatine Kinase MB mass

) . 0 1 0
: Increase to High

Chloride : Decrease to 7 24 24
Low

Chloride : Increase to High 11 14 12

Carbon dioxide
content/Bicarbonate : 5 8 12
Decrease to Low

Carbon dioxide
content/Bicarbonate : 8 14 16
Increase to High

C-Reactive protein :
Decrease to Low
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C-Reactive protein :

Increase to High 0 0 3
Creatinine Clearance : 7 16 10
Decrease to Low
Creatinine Cle;arance : 7 11 10
Increase to High
High Density Lipids,
Cholesterol : Decrease to 0 0 0
Low
High Density Lipids,
Cholesterol : Increase to 0 0 0
High
Lactate Dehydrogenase :

2 3 2
Decrease to Low
Lactate Dehydrogenase : 3 24 32
Increase to High
Low Density Lipids,
Cholesterol : Decrease to 0 0 0
Low
Low Density Lipids,
Cholesterol : Increase to 0 0 0
High
Total Protein : Decrease to 4 10 19
Low
Tc_>ta| Protein : Increase to 1 8 3
High
Troponin | : Decrease to 0 0 0
Low
Troponin | : Increase to 0 0 0
High
Urea/BUN : Decrease to 5 4 9

Low
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Urea/BUN : Increase to
High

Part C (randomized): Number of participants with worst-case Hematology Toxicity Grade Change from Baseline
(Time Frame: From Baseline (Day 1) until Follow-up visit (up to approximately 7 years))

Part C: Part C:
Part C: Dabrafenib Dabrafenib
Dabrafenib 150 mg + 150 mg +
150 mg Trametinib 1 Trametinib 2
mg mg
Participants Participants
Participants received received
P dabrafenib dabrafenib
received
! 150 mg 150 mg
oL dabrafenib . .
Arm/Group Description gelatin gelatin
150 mg
gelatin capsules BID capsules BID

and trametinib  and trametinib
1 mg tablets 2 mg tablets
QD. QD.

capsules BID.

Number of Participants
Analyzed [units: 53 54 55
participants]

Part C (randomized): Number of participants with worst-case Hematology
Toxicity Grade Change from Baseline

(units: Participants)

Count of Participants (Not Applicable)

Hemoglobin (Increased) :

Increase to Grade 3 0 0 0
Hemoglobin (Increased) : 0 0 0
Increase to Grade 4
Hemoglobin (Anemia) : 0 4 5
Increase to Grade 3
Hemoglobin (Anemia) : 0 0 0

Increase to Grade 4
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Lymphocytes (Increased) :

Increase to Grade 3 0 0 0
Lymphocytes (Increased) : 0 0 0
Increase to Grade 4

Lymphocytes (Decreased)

. Increase to Grade 3 3 10 12
Lymphocytes (Decreased) 0 1 3
: Increase to Grade 4

Total Neutrophils : 1 2 4
Increase to Grade 3

Total Neutrophils :

Increase to Grade 4 0 0 4
Platelet Count : Increase

to Grade 3 0 2 3
Platelet Count : Increase 0 0 1
to Grade 4

White Blood Cell count : 0 3 5
Increase to Grade 3

White Blood Cell count : 0 0 0

Increase to Grade 4

Part C (randomized): Number of participants with worst-case Hematology Change from Baseline with respect to Normal

Range
(Time Frame: From Baseline (Day 1) until Follow-up visit (up to approximately 7 years))
Part C: Part C:
Part C: Dabrafenib Dabrafenib
Dabrafenib 150 mg + 150 mg +
150 mg Trametinib 1 Trametinib 2
mg mg
Participants Parﬂcnlpants Partlc[pants
ived received received
Arm/Group Description received dabrafenib dabrafenib
dabrafenib
150 mg 150 mg
150 mg . .
gelatin gelatin
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gelatin capsules BID  capsules BID
capsules BID. and trametinib  and trametinib
1 mg tablets 2 mg tablets
QbD. QD.

Number of Participants
Analyzed [units: 53 54 55
participants]

Part C (randomized): Number of participants with worst-case Hematology
Change from Baseline with respect to Normal Range

(units: Participants)

Count of Participants (Not Applicable)

Basophils : Decrease to

Low 1 1 3
Bgsophils : Increase to 3 6 10
High
Eosinophils : Decrease to 3 11 8
Low
E(_)sinophils : Increase to 2 11 9
High
Hematocrit : Decrease to 15 23 27
Low
Hematocrit : Increase to 2 1 2

High

Mean Corpuscle
Hemoglobin concentration 11 16 12
: Decrease to Low

Mean Corpuscle
Hemoglobin concentration 2 8 9
: Increase to High

Mean Corpuscle
Hemoglobin : Decrease to 6 11 8
Low

Mean Corpuscle
Hemoglobin : Increase to 4 6 8
High
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Mean Corpuscle Volume :
8 5 7

Decrease to Low
Mean Corpuscle Volume :

) 1 5 4
Increase to High
Monocytes : Decrease to 5 14 12
Low
M_onocytes : Increase to 17 20 14
High
Red Blood Cell count : 11 29 o5
Decrease to Low
Red Blood Cell count :

. 1 4 4
Increase to High
Reticulocytes : Decrease

0 1 2

to Low
Rgtlculocytes : Increase to 0 0 5
High

Part C (randomized): Number of participants with the indicated worst-case change from Baseline in heart rate and blood

pressure
(Time Frame: From Baseline (Day 1) until Follow-up visit (up to approximately 7 years))
Part C: Part C:
Part C: Dabrafenib Dabrafenib
Dabrafenib 150 mg + 150 mg +
150 mg Trametinib 1 Trametinib 2
mg mg
Participants Participants
Participants received received
; dabrafenib dabrafenib
received
; 150 mg 150 mg
oo dabrafenib : :
Arm/Group Description gelatin gelatin
150 mg les BID les BID
gelatin capsules capsules

capsules BID.

and trametinib
1 mg tablets
QD.

and trametinib
2 mg tablets
QD.

Page 68



Uy NOVARTIS

Clinical Trial Results Website

Number of Participants
Analyzed [units: 53
participants]

54

55

Part C (randomized): Number of participants with the indicated worst-

case change from Baseline in heart rate and blood pressure

(units: Participants)

Systolic BP (mmHg) , G3

or G4 5 4 12
Diastolic BP (mmHg), G3 4 4 4
or G4

Heart rate, Decrease to

<60 bpm 9 8 11
Heart rate, Change to 34 30 8
normal or no change

Heart rate, Increase to 10 16 18

>100 bpm

Part D (Analyte=GSK2118436): Maximum plasma concentration (Cmax) of a single and repeat dose of dabrafenib alone and

in combination with trametinib
(Time Frame: Day 1 and Day 21)

Part D:

Dabrafenib D::)?gfgrzlib Part D: Part D:
(DAB) 75 mg 150 mq to Dabrafenib Dabrafenib
to DAB 75 9 75mg + 150 mg +

DAB 150 mg 9 ey
mg + + Trametinib Trametinib 2 Trametinib 2
Trametinib 2 > mg mg
mg
mg
Participants Participants
received received Participants Participants
dabrefinib 75 dabrefinib 150 received received
Arm/Group Description mg HPMC mg HPMC dabrefinib 75  dabrefinib 150
capsules BID.  capsules BID. mg HPMC mg HPMC
These These capsules BID  capsules BID
participants, participants, and trametinib  and trametinib
after after
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completion of  completion of 2 mg tablets 2 mg tablets
serial PK serial PK QD. QD.
collection in collection in
the first the first
treatment treatment
period, were period, were
allowed to allowed to
continue with continue with
dabrafenib 75 dabrafenib
mg BID and 150 mg BID
trametinib 2 and trametinib
mg tablets QD 2 mg tablets
as QD as
combination combination
dosing dosing
starting on starting on
Day 29. Day 29.
Number of Participants
Analyzed [units: 15 14 15 15

participants]

Part D (Analyte=GSK2118436): Maximum plasma concentration (Cmax) of a single and
repeat dose of dabrafenib alone and in combination with trametinib

(units: ng/mL)
Geometric Mean (95% Confidence Interval)

1669 2289
1117 1227
oavt euomes) (P20 w0y (2200
1746 2052
1050 1217
pev 2! eriosy (P gosotesy (LU

Statistical Analysis

Groups

Part D: Dabrafenib 150 mg
to DAB 150 mg +
Trametinib 2 mg,

Part D: Dabrafenib 150 mg
+ Trametinib 2 mg
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Non-Inferiority/Equivalence  Yes
Test

Following loge
tranformation, Cmax of
dabrafenib after repeat

doses from the pooled

data in Part B and D were
analyzed by a linear model

with the following fixed
effects as categorical

variables: Capsule type
(Gelatin or HPMC), BRAF
dose (75 or 150 mg BID),
Capsule type by BRAF
dose interaction, Day (Day
15 or 21), MEK dose (0, 1,
1.5 or 2 mg QD).

Geometric mean ratio

(HPMC/Gelatin) and the

corresponding 90% ClI

were provided for BRAF
dose level 150 mg BID.

Other

Geometric mean ratio

(HPMC/Gelatin) and the

. . 1.51 corresponding 90% ClI
Geometric Mean Ratio were provided for BRAF
dose level 150 mg BID.
90
% Confidence Interval 1.10 to 2.08
TWO_SIDED

Part D (Analyte=GSK2118436): tmax of a single and repeat dose of dabrafenib alone and in combination with trametinib

(Time Frame: Day 1 and Day 21)

Part D: Part D:
Dabrafenib Dabrafeﬁib Part D: Part D:
(DAB) 75 mg 150 mg to Dabrafenib Dabrafenib
to DAB 75 DAB 150 mg 75mg + 150 mg +
mg + + Trametinib Trametinib 2 Trametinib 2
Trametinib 2 > mg mg
mg
mg
Arm/Group Description Participants Participants Participants Participants
received received received received
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dabrefinib 75  dabrefinib 150  dabrefinib 75  dabrefinib 150
mg HPMC mg HPMC mg HPMC mg HPMC
capsules BID. capsules BID.  capsules BID  capsules BID

These These and trametinib  and trametinib
participants, participants, 2 mg tablets 2 mg tablets
after after QD. QD.
completion of  completion of
serial PK serial PK
collection in collection in
the first the first
treatment treatment
period, were period, were
allowed to allowed to
continue with continue with
dabrafenib 75 dabrafenib
mg BID and 150 mg BID
trametinib 2 and trametinib
mg tablets QD 2 mg tablets
as QD as
combination combination
dosing dosing
starting on starting on
Day 29. Day 29.
Number of Participants
Analyzed [units: 15 14 15 15

participants]

Part D (Analyte=GSK2118436): tmax of a single and repeat dose of dabrafenib alone and

in combination with trametinib
(units: Hours)
Median (Full Range)

150
2.00 2.00 2.00

Day 1 (1.00t0 3.00)  (1.00t06.00)  (1.00 to 3.00) (116083;)

Day 21 150 155 175 150

(1.00 to 2.00)

Part D (Analyte=GSK2118436): AUC (0-tau) and AUC (0-inf) of single and repeat doses of dabrafenib alone and in

combination with trametinib
(Time Frame: Day 1 and Day 21)

(0.98t03.00)  (1.00 to 3.00)

(1.00 to 3.00)
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Part D: Part D:
Dabrafenib Dabrafeﬁib Part D: Part D:
(DAB) 75 mg 150 mq to Dabrafenib Dabrafenib
t0DAB75 oo 15% - 75mg + 150 mg +
mg + + Trametini?) Trametinib 2 Trametinib 2
Trametinib 2 mg mg
2mg
mg
Participants Participants
received received
dabrefinib 75  dabrefinib 150
mg HPMC mg HPMC
capsules BID.  capsules BID.
These These
participants, participants,
after after
completion of  completion of . -
serial PK serial PK Part|C|.pants Pamc[pants
collection in collection in received received
. ) dabrefinib 75  dabrefinib 150
the first the first
. mg HPMC mg HPMC
Arm/Group Description treatment treatment les BID les BID
eriod, were period, were capsuies Bt capsu'es Bt
P ’ ’ and trametinib  and trametinib
allowed to allowed to
X X X - 2 mg tablets 2 mg tablets
continue with continue with QD QD
dabrafenib 75 dabrafenib ’ )
mg BID and 150 mg BID
trametinib 2 and trametinib
mg tablets QD 2 mg tablets
as QD as
combination combination
dosing dosing
starting on starting on
Day 29. Day 29.
Number of Participants
Analyzed [units: 15 14 15 15

participants]

Part D (Analyte=GSK2118436): AUC (0-tau) and AUC (0-inf) of single and repeat doses of
dabrafenib alone and in combination with trametinib

(units: ng*hr/mL)

Geometric Mean (95% Confidence Interval)
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3593 6507 4618 7331
AUC (0-tau), Day 1 (3008 to (4288 to (3525 to (5355 to
4293) 9872) 6051) 10037)
3020 4663 3434 5886
AUC (0-tau), Day 21 (2390 to (3511 to (2679 to (4608 to
3816) 6194) 4403) 7517)
3982 7291 5321 8152
AUC (0-inf), Day 1 (3325 to (4830 to (4192 to (5860 to
4770) 11005) 6755) 11341)

AUC (0-inf), Day 21

Statistical Analysis

Groups

Part D: Dabrafenib 150 mg
to DAB 150 mg +
Trametinib 2 mg,

Part D: Dabrafenib 150 mg
+ Trametinib 2 mg

Non-Inferiority/Equivalence
Test

Yes

Following loge
transformation, AUC(0-tau)
of dabrafenib was
analyzed by a linear mixed
effect model with dosing
chort and day as fixed
effects and subject as
random effect. Based on
the model, geometric
mean ratio (Day 21
Dabrafenib 150 mg
BID+Trametinib 2 mg
QD/Day 21 Dabrafenib
150 mg BID alone) and the
corresponding 90%
confidence interval were
provided.

Other
Geometric Mean Ratio

1.23

Geometric mean ratio (Day
21 Dabrafenib 150 mg
BID+Trametinib 2 mg
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QD/Day 21 Dabrafenib
150 mg BID alone) and the
corresponding 90%
confidence interval were
provided.

90
% Confidence Interval
TWO_SIDED

Statistical Analysis

Groups

0.891t0 1.69

Part D: Dabrafenib 150 mg
to DAB 150 mg +
Trametinib 2 mg,

Part D: Dabrafenib 150 mg
+ Trametinib 2 mg

Non-Inferiority/Equivalence  Yes

Test

Following loge
tranformation, AUC(0-tau)
of dabrafenib after repeat
doses from the pooled
data in Part B and D were
analyzed by a linear model
with the following fixed
effects as categorical
variables: Capsule type
(Gelatin or HPMC), BRAF
dose (75 or 150 mg BID),
Capsule type by BRAF
dose interaction, Day (Day
15 or 21), MEK dose (0, 1,
1.5, 2 or 2 mg QD).
Geometric mean ratio
(HPMC/Gelatin) and the
corresponding 90% ClI
were then provided for
BRAF dose level 150 mg
BID.

Other
Geometric Mean Ratio

Geometric mean ratio
(HPMC/Gelatin) and the
corresponding 90% ClI
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were provided for BRAF
dose level 150 mg BID.

90

% Confidence Interval

TWO_SIDED

Part D: Number of participants with any adverse event (AE) or serious adverse event (SAE)

0.84 to 1.44

(Time Frame: From Baseline (Day 1) until Follow-up visit (up to approximately 7 years))

Part D: Part D:

Dabrafenib Dabrafeﬁib Part D: Part D:
(DAB) 75 mg 150 mq to Dabrafenib Dabrafenib
to DAB 75 9 75mg + 150 mg +

DAB 150 mg hay e
mg + + Trametinib Trametinib 2 Trametinib 2
Trametinib 2 mg mg
2mg
mg
Participants Participants
received received
dabrefinib 75  dabrefinib 150
mg HPMC mg HPMC
capsules BID.  capsules BID.
These These
participants, participants,
after after
completion of  completion of - =
serial PK serial PK Part|0|_pants Part|C|_pants
collection in collection in received received
) ) dabrefinib 75  dabrefinib 150
the first the first
— mg HPMC mg HPMC
Arm/Group Description treatment treatment
; ; capsules BID  capsules BID
period, were period, were - -
and trametinib  and trametinib
allowed to allowed to
X X X . 2 mg tablets 2 mg tablets
continue with continue with QD ap
dabrafenib 75 dabrafenib ) '
mg BID and 150 mg BID
trametinib 2 and trametinib
mg tablets QD 2 mg tablets
as QD as
combination combination
dosing dosing
starting on starting on
Day 29. Day 29.
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Number of Participants
Analyzed [units:
participants]

15

15

41

39

Part D: Number of participants with any adverse event (AE) or serious adverse event

(SAE)
(units: Participants)

Count of Participants (Not Applicable)

Any AE

15

15

41

38

Any SAE

Part D: Number of participants with worst-case Chemistry Toxicity Grade Change from Baseline

8

11

29

30

(Time Frame: From Baseline (Day 1) until Follow-up visit (up to approximately 7 years))

Part D: Part D:

Dabrafenib Dabrafeﬁib Part D: Part D:
(DAB) 75 mg 150 ma to Dabrafenib Dabrafenib
toDAB75 15% - 75mg + 150 mg +

mg + mg Trametinib 2 Trametinib 2
o + Trametinib
Trametinib 2 5 mg mg
mg
mg
Participants Participants
received received
dabrefinib 75  dabrefinib 150
mg HPMC mg HPMC
capsules BID.  capsules BID.
These These Participants Participants
participants, participants, received received
after after dabrefinib 75 dabrefinib 150
o completion of  completion of mg HPMC mg HPMC
Arm/Group Description serial PK serial PK capsules BID  capsules BID
collection in collectionin = 54 trametinib ~ and trametinib
the first the first 2 mg tablets 2 mg tablets
treatment treatment QD QD
period, were period, were ' '
allowed to allowed to
continue with continue with
dabrafenib 75 dabrafenib
mg BID and 150 mg BID
trametinib 2 and trametinib
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mg tablets QD 2 mg tablets
as QD as
combination combination
dosing dosing
starting on starting on
Day 29. Day 29.
Number of Participants
Analyzed [units: 15 15 41 39

participants]

Part D: Number of participants with worst-case Chemistry Toxicity Grade Change from

Baseline
(units: Participants)

Count of Participants (Not Applicable)

Albumin : Increase to

Grade 3 0 2 1 0
Albumin : Increase to

Grade 4 0 0 0 0
Alkaline Phosphatase : 1 5 0 3
Increase to Grade 3

Alkaline Phosphatase :

Increase to Grade 4 0 0 0 0
Alanine Amino

Transferase : Increase to 2 0 2 1
Grade 3

Alanine Amino

Transferase : Increase to 0 0 0 0
Grade 4

Amylase : Increase to

Grade 3 0 0 0 0
Amylase : Increase to

Grade 4 0 0 0 0
Aspartate Amino

Transferase : Increase to 2 0 3 3

Grade 3
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Aspartate Amino
Transferase : Increase to
Grade 4

Total Bilirubin : Increase to
Grade 3

Total Bilirubin : Increase to
Grade 4

Calcium (Hypercalcemia) :
Increase to Grade 3

Calcium (Hypercalcemia) :
Increase to Grade 4

Calcium (Hypocalcemia) :
Increase to Grade 3

Calcium (Hypocalcemia) :
Increase to Grade 4

Cholesterol : Increase to
Grade 3

Cholesterol : Increase to
Grade 4

Creatine Kinase : Increase
to Grade 3

Creatine Kinase : Increase
to Grade 4

Creatinine : Increase to
Grade 3

Creatinine : Increase to
Grade 4

Gamma Glutamyl
Transferase : Increase to
Grade 3

Gamma Glutamyl
Transferase : Increase to
Grade 4
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Glucose (Hyperglycemia) :
Increase to Grade 3

Glucose (Hyperglycemia) :
Increase to Grade 4

Glucose (Hypoglycemia) :
Increase to Grade 3

Glucose (Hypoglycemia) :
Increase to Grade 4

Potassium (Hyperkalemia)
: Increase to Grade 3

Potassium (Hyperkalemia)
: Increase to Grade 4

Potassium (Hypokalemia) :

Increase to Grade 3

Potassium (Hypokalemia) :

Increase to Grade 4

Lipase : Increase to Grade
3

Lipase : Increase to Grade
4

Magnesium
(Hypermagnesemia) :
Increase to Grade 3

Magnesium
(Hypermagnesemia) :
Increase to Grade 4

Magnesium
(Hypomagnesemia) :
Increase to Grade 3

Magnesium
(Hypomagnesemia) :
Increase to Grade 4
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Sodium (Hypernatremia) :

Increase to Grade 3 0 0 0 0
Increase to Grade 4 0 0 0 0
Inorease 1o Grade 3 1 4 5 5
Sodium (Hyponatremia) : 0 0 1 1
Increase to Grade 4

Inorebse to Grade s 0 0 3 ’
Inorease to Grade 4 0 0 0 0
'CI';rrigLyeC%rides : Increase to 0 0 0 0
'érrig:jye(:irides : Increase to 0 0 0 0
(Lé:iacdic? : Increase to 0 0 0 0
Uric acid : Increase to 0 0 2 0

Grade 4

Part D: Number of participants with worst-case Chemistry Change from Baseline with respect to Normal Range

(Time Frame: From Baseline (Day 1) until Follow-up visit (up to approximately 7 years))

Part D: Part D:
Dabrafenib Dabrafeﬁib Part D: Part D:
(DAB) 75 mg 150 mq to Dabrafenib Dabrafenib
to DAB 75 9 75mg + 150 mg +
DAB 150 mg hat 9
mg + + Trametinib Trametinib 2~ Trametinib 2
Trametinib 2 mg mg
2mg
mg
Participants Participants Participants Participants
Arm/Group Descrintion received received received received
P P dabrefinib 75  dabrefinib 150  dabrefinib 75  dabrefinib 150
mg HPMC mg HPMC mg HPMC mg HPMC
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capsules BID.

capsules BID.  capsules BID

capsules BID

These These and trametinib  and trametinib
participants, participants, 2 mg tablets 2 mg tablets
after after QD. QD.
completion of  completion of
serial PK serial PK
collection in collection in
the first the first
treatment treatment
period, were period, were
allowed to allowed to
continue with continue with
dabrafenib 75 dabrafenib
mg BID and 150 mg BID
trametinib 2 and trametinib
mg tablets QD 2 mg tablets
as QD as
combination combination
dosing dosing
starting on starting on
Day 29. Day 29.
Number of Participants
Analyzed [units: 15 15 41 39

participants]

Part D: Number of participants with worst-case Chemistry Change from Baseline with

respect to Normal Range
(units: Participants)
Count of Participants (Not Applicable)

Direct Bilirubin : Decrease

Low 0 0 0 0
Direct Bilirubin : Increase

to High 0 0 0 0
-Creatme Kinase MB mass 0 0 0 0
: Decrease Low

_Creatlne Klnasg MB mass 0 0 1 0
: Increase to High

Chloride : Decrease Low 7 9 18 25
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Chiloride : Increase to High

Carbon dioxide
content/Bicarbonate :
Decrease Low

12

Carbon dioxide
content/Bicarbonate :
Increase to High

12

10

C-Reactive protein :
Decrease Low

C-Reactive protein :
Increase to High

Creatinine Clearance :
Decrease Low

Creatinine Clearance :
Increase to High

11

High Density Lipids
cholesterol : Decrease
Low

High Density Lipids
cholesterol : Increase to
High

Lactate Dehydrogenase :

Decrease Low

Lactate Dehydrogenase :

Increase to High

20

20

Low Density Lipids
cholesterol : Decrease
Low

Low Density Lipids
cholesterol : Increase to
High

Total Protein : Decrease
Low

17

15
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Total Protein : Increase to

High 1 6 /
Troponin | : Decrease Low 0 0 0
Tfoponin | : Increase to 0 0 1 0
High

Troponin T : Decrease 0 0 0 0
Low

T|_'oponin T : Increase to 0 0 0 0
High

Urea/BUN : Decrease Low 2 2 10 5
Urea/BUN : Increase to 4 5 12 13

High

Part D: Number of participants with worst-case Hematology Toxicity Grade Change from Baseline

(Time Frame: From Baseline (Day 1) until Follow-up visit (up to approximately 7 years))

Part D:

Dabrafenib DalljbargfeDr-lib Part D: Part D:
(DAB) 75 mg 150 mg to Dabrafenib Dabrafenib
to DAB 75 75mg + 150 mg +

DAB 150 mg 9 9
mg + + Trametinib Trametinib 2 Trametinib 2
Trametinib 2 > mg mg
mg
mg
Participants Participants
received received
dabrefinib 75  dabrefinib 150
mg HPMC mg HPMC Participants Participants
capsules BID.  capsules BID. received received
These These dabrefinib 75  dabrefinib 150
o articipants, articipants, mg HPMC mg HPMC
Arm/Group Description P aﬁir P aftF;r capsules BID capsules BID
completion of  completion of ~and trametinib  and trametinib
serial PK serial PK 2 mg tablets 2 mg tablets
collection in collection in QD. QD.
the first the first
treatment treatment
period, were period, were
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allowed to allowed to
continue with continue with
dabrafenib 75 dabrafenib
mg BID and 150 mg BID
trametinib 2 and trametinib
mg tablets QD 2 mg tablets
as QD as
combination combination
dosing dosing
starting on starting on
Day 29. Day 29.
Number of Participants
Analyzed [units: 15 15 41 39

participants]

Part D: Number of participants with worst-case Hematology Toxicity Grade Change from

Baseline
(units: Participants)

Count of Participants (Not Applicable)

Hemoglobin (Increased) :

Increase to Grade 3 0 0 0 0
Hemoglobin (Increased) :

Increase to Grade 4 0 0 0 0
Hemoglobin (Anemia) : 1 1 3 1
Increase to Grade 3

Hemoglobin (Anemia) :

Increase to Grade 4 0 0 0 0
Lymphocytes (Increased) :

Increase to Grade 3 0 0 0 0
Lymphocytes (Increased) : 0 0 0 0
Increase to Grade 4

Lymphocytes (Decreased) 1 3 11 11
: Increase to Grade 3

Lymphocytes (Decreased) 0 1 1 1

: Increase to Grade 4
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Total Neutrophils :

Increase to Grade 3 0 1 2 4
Total Neutrophils :

Increase to Grade 4 0 0 1 0
Platelet count : Increase to

Grade 3 1 0 0 0
Platelet count : Increase to

Grade 4 0 0 1 0
White Blood Cell count : 0 0 1 3
Increase to Grade 3

White Blood Cell count : 0 0 1 0

Increase to Grade 4

Part D: Number of participants with worst-case Hematology Change from Baseline with respect to Normal Range

(Time Frame: From Baseline (Day 1) until Follow-up visit (up to approximately 7 years))

Part D: Part D:

Dabrafenib Dabrafeﬁib Part D: Part D:
(DAB) 75 mg 150 ma to Dabrafenib Dabrafenib
toDAB75 o 15% . 75mg + 150 mg +

mg + M3 Trametinib 2 Trametinib 2
. + Trametinib
Trametinib 2 mg mg
2mg
mg
Participants Participants
received received
dabrefinib 75  dabrefinib 150
mg HPMC mg HPMC Participants Participants
capsules BID.  capsules BID. received received
paigzsai < paﬂ%zen . dabrefinb 75  dabrefinb 150
ici ici
. ’ ’ mg HPMC mg HPMC
Arm/Group Description after after capsules BID  capsules BID
completion of  completion of 5 trametinib  and trametinib
serial PK serial PK 2 mg tablets 2 mg tablets
collection in collection in QD QD
the first the first ' ’
treatment treatment
period, were period, were
allowed to allowed to

Page 86



Uy NOVARTIS

Clinical Trial Results Website

continue with

continue with

dabrafenib 75 dabrafenib
mg BID and 150 mg BID
trametinib 2 and trametinib
mg tablets QD 2 mg tablets
as QD as
combination combination
dosing dosing
starting on starting on
Day 29. Day 29.
Number of Participants
Analyzed [units: 15 15 41 39

participants]

Part D: Number of participants with worst-case Hematology Change from Baseline with
respect to Normal Range

(units: Participants)

Count of Participants (Not Applicable)

Basophils : Decrease to

Low 0 0 2 0
B_asophils . Increase to 1 2 8 2
High

Eosinophils : Decrease to 1 2 3 4
Low

Egsinophils : Increase to 4 ° 6 5
High

Erythrocyte Sedimentation 0 0 0 0
Rate : Decrease to Low

Erythrocyte Sedimentation 0 0 0 1
Rate : Increase to High

Hematocrit : Decrease to 4 10 19 18
Low

Hematocrit : Increase to 1 0 2 2

High
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Mean Corpuscle

Hemoglobin concentration 3 4 10 6
: Decrease to Low

Mean Corpuscle

Hemoglobin concentration 6 3 8 6
: Increase to High

Mean Corpuscle

Hemoglobin : Decrease to 1 4 7 6
Low

Mean Corpuscle

Hemoglobin : Increase to 1 1 8 3
High

Mean Corpuscle Volume : 2 4 5 9
Decrease to Low

Mean Corpusple Volume : 2 0 5 2
Increase to High

Monocytes : Decrease to 4 2 12 12
Low

M'onocytes : Increase to 7 8 17 13
High

Red Blood Cell count : 5 8 26 17
Decrease to Low

Red Blood Cgll count : 0 0 5 1
Increase to High

Reticulocytes : Decrease 0 0 3 1
to Low

Reticulocytes : Increase to 0 0 2 1

High

Part D: Number of participants with the indicated worst-case change from Baseline in heart rate and blood pressure

(Time Frame: From Baseline (Day 1) until Follow-up visit (up to approximately 7 years))

Part D:
Dabrafenib
(DAB) 75 mg

Part D:
Dabrafenib
150 mg to

Part D:
Dabrafenib
75 mg +

Part D:
Dabrafenib
150 mg +
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to DAB 75 DAB 150 mg Trametinib 2 Trametinib 2
mg + + Trametinib mg mg
Trametinib 2 2mg
mg
Participants Participants
received received
dabrefinib 75  dabrefinib 150
mg HPMC mg HPMC
capsules BID.  capsules BID.
These These
participants, participants,
after after
completion of  completion of - -
serial PK serial PK Partlc[pants Partncnlpants
collection in collection in received received
. ) dabrefinib 75  dabrefinib 150
the first the first
. mg HPMC mg HPMC
Arm/Group Description treatment treatment
- - capsules BID capsules BID
period, were period, were - -
and trametinib  and trametinib
allowed to allowed to
X X X . 2 mg tablets 2 mg tablets
continue with continue with QD QD
dabrafenib 75 dabrafenib ’ )
mg BID and 150 mg BID
trametinib 2 and trametinib
mg tablets QD 2 mg tablets
as QD as
combination combination
dosing dosing
starting on starting on
Day 29. Day 29.
Number of Participants
Analyzed [units: 15 15 40 39

participants]

Part D: Number of participants with the indicated worst-case change from Baseline in
heart rate and blood pressure

(units: Participants)

Heart rate, Decrease to

<60 bpm

12

14
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Heart rate, Change to

9 18 17
normal or no change
Heart rate, Increase to
>100 bpm S 2 2
Systolic BP (mmHg) , 3 5 6
increase to G3 or G4
Diastolic BP (mmHg), 4 2 3

increase to G3 or G4

Secondary OQutcome Result(s)

Part A: Steady state concentration of trametinib with concomitant administration of dabrafenib

(Time Frame: Day 15 and Day 16)

Part A:
Dabrafenib
75 mg +
Trametinib 2
mg

Participants
received a
single dose of
dabrafenib 75
Arm/Group Description mg gelatin
capsules with
repeat dose
trametinib
(Day 15).

Number of Participants
Analyzed [units: 7
participants]

Part A: Steady state concentration of
trametinib with concomitant
administration of dabrafenib
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(units: ng/mL)
Median (Full Range)

9.7
Day 15 (6 10 18)

102
Day 16 (610 17)

Part B: AUC [0-tau] of dabrafenib (DAB) and its metabolite in combination with trametinib

(Time Frame: Day 15 and Day 21)

Part B: Part B: Part B: Part B:
Dabrafenib 75 Dabrafenib Dabrafenib Dabrafenib
mg + 150 mg + 150 mg + 150 mg +
Trametinib 1 Trametinib 1 Trametinib Trametinib 2
mg mg 1.5mg mg
Melanoma Melanoma Melanoma Melanoma

BRAF-positive
participants who
did not receive
prior treatment
with BRAF
inhibitors
received
dabrafenib 75
mg gelatin
capsules BID
and trametinib 1
Arm/Group Description mg tablets QD
as continuous
daily dosing.
Dose escalation
decisions were
made based on
all available
pharmacokinetic
(PK), safety,
and other data
from the first 4
evaluable
participants,

BRAF-positive = BRAF-positive
participants participants

who did not who did not
receive prior receive prior
treatment with  treatment with
BRAF BRAF
inhibitors and inhibitors
participants received
who had dabrafenib
salivary ductal 150 mg
cancer gelatin
received capsules BID
dabrafenib and trametinib
150 mg 1.5 mg tablets
gelatin QD as
capsules BID continuous
and trametinib  daily dosing.
1 mg tablets Dose
QD as escalation
continuous decisions
daily dosing. were made
Dose based on all
escalation available PK,
decisions safety, and

BRAF-positive

participants

who received

prior

treatment with

BRAF

inhibitors and

participants
who had
colorectal
cancer and
BRAFi naive
melanoma
received
dabrafenib
150 mg
gelatin
capsules BID
and trametinib
2 mg tablets
QD as
continuous
daily dosing.
Dose
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and additional were made other data escalation did
participants based on all from the first 4 not proceed
were enrolled available PK, evaluable beyond these
based on dose- safety, and participants, doses of
limiting toxicities other data and additional dabrafenib
(DLTs) from the first 4 participants and
occurring during evaluable were enrolled trametinib.
the first 3 weeks participants based on
of treatment. and additional DLTs
participants occurring
were enrolled  during the first
based on 3 weeks of
DLTs treatment.
occurring
during the first
3 weeks of
treatment.
Number of Participants
Analyzed [units: 6 8 12 8

participants]

Part B: AUC [0O-tau] of dabrafenib (DAB) and its metabolite in combination with trametinib

(units: ng*hr/mL)

Geometric Mean (95% Confidence Interval)

2466 3539 5187 4114
DAB, Day 15 (1634 to (3737 to (1560 to
(1458 to 4171) 7666) 7199) 10848)
4656 4528 5518
DAB, Day 21 (3901 to (3602 to (3732 to
5557) 5692) 8158)
9120 2163 3136 3180
GSK2285403, Day 15 (1366 to 3290) (1267 to (2501 to (1389 to
3694) 3932) 7283)
3257 2989 3632
GSK2285403, Day 21 (2162 to (2545 to (2364 to
4907) 3510) 5581)
37159 40634 43727 68528
GSK2298683, Day 15 (22389 to (30329 to (31486 to (42444 to
61673) 54441) 60727) 110642)
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47911 49939 59965
GSK2298683 , Day 21 (30643 to (39219 to (45117 to
74909) 63589) 79699)
2859 2961 4156 3746
GSK2167542, Day 15 (1568 1o 5216) (1206 to (2802 to (1992 to
7270) 6165) 7043)
3609 2995 3961
GSK2167542, Day 21 (2279 to (1891 to (2361 to
5714) 4743) 6645)

Part B: Pre-dose (trough) concentration at the end of the dosing interval (Ctau) and maximum plasma concentration (Cmax)
of dabrafenib and its metabolite in combination with trametinib

(Time Frame: Day 15 and Day 21)

Part B: Part B: Part B: Part B:
Dabrafenib 75 Dabrafenib Dabrafenib Dabrafenib
mg + 150 mg + 150 mg + 150 mg +
Trametinib 1 Trametinib 1 Trametinib Trametinib 2
mg mg 1.5mg mg
Melanoma Melanoma Melanoma Melanoma
BRAF-positive =~ BRAF-positive = BRAF-positive BRAF-positive
participants who participants participants participants
did not receive who did not who did not who received
prior treatment receive prior receive prior prior
with BRAF treatment with  treatment with  treatment with
inhibitors BRAF BRAF BRAF
received inhibitors and inhibitors inhibitors and
dabrafenib 75 participants received participants
Arm/Group Description mg gelatin who had dabrafenib who had
capsules BID salivary ductal 150 mg colorectal
and trametinib 1 cancer gelatin cancer and
mg tablets QD received capsules BID BRAFi naive
as continuous dabrafenib and trametinib melanoma
daily dosing. 150 mg 1.5 mg tablets received
Dose escalation gelatin QD as dabrafenib
decisions were capsules BID continuous 150 mg
made based on  and trametinib  daily dosing. gelatin
all available 1 mg tablets Dose capsules BID
pharmacokinetic QD as escalation and trametinib
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(PK), safety, continuous decisions 2 mg tablets
and other data daily dosing. were made QD as
from the first 4 Dose based on all continuous

evaluable escalation available PK, daily dosing.
participants, decisions safety, and Dose
and additional were made other data escalation did
participants basedonall  from the first 4 not proceed
were enrolled available PK, evaluable beyond these
based on dose- safety, and participants, doses of
limiting toxicities other data and additional dabrafenib
(DLTs) from the first 4 participants and
occurring during evaluable were enrolled trametinib.
the first 3 weeks participants based on
of treatment. and additional DLTs
participants occurring
were enrolled  during the first
based on 3 weeks of
DLTs treatment.
occurring
during the first
3 weeks of
treatment.
Number of Participants
Analyzed [units: 6 8 12 8

participants]

Part B: Pre-dose (trough) concentration at the end of the dosing interval (Ctau) and
maximum plasma concentration (Cmax) of dabrafenib and its metabolite in combination

with trametinib
(units: ng/mL)
Geometric Mean (95% Confidence Interval)

59.8 44.6 115 73.7
DAB Ctau, Day 15 (19110187)  (17110117)  (27.810472)  (10.3 to 528)
185 102 79.9
DAB Ctau, Day 21 (79.710428)  (57.1t0184)  (32.2to 198)
640 906 1306 1046
DAB Cmax, Day 15 (39010 1048) (22110 3717) (700 to 2437) (545 to 2011)
1391
1263 1346
DAB Cmax, Day 21 (86310 1848) (997 to 1817) (11%%22§°

Page 94



Uy NOVARTIS

Clinical Trial Results Website

GSK2285403 Ctau, Day 72.9 478 97.9 74.4

15 25210211) (20210 113)  (32.210297)  (15.7 to 353)

GSK2285403 Ctau, Day 136 92.9 82.7

21 (62.410299) (60210 143)  (37.6t0 182)

GSK2285403 Cmax, Day 399 418 597 630

15 (26510 601) (14610 1201) (30010 1186) (411 to 964)

GSK2285403 Cmax, Day 775 668 722

21 (44110 1364) (507 10882) (502 to 1039)

GSK2298683 Ctau, Day 2345 2360 2792 4372

o (1230 1 3447) (1134 to (2069 to (2589 to
4911) 3768) 7384)
2920 3221 3740

2G1SK2298683 Ctau, Day (1674 to (2619 to (2564 to
5095) 3962) 5455)

GSK2298683 Cmax, Day 3757 4545 4636 7098

o (2365 10 5916) (3817 to (3258 to (4914 to
5411) 6598) 10254)
5301 5416 6257

2G1SK2298683 Cmax, Day (3392 to (4163 to (4937 to
8286) 7048) 7931)

GSK2167542 Ctau, Day 257 249 331 318

15 (14010473)  (79410782)  (185t0590) (260 to 389)

GSK2167542 Ctau, Day 196 248 369

21 (90.810425)  (14010439) (191 to 714)

GSK2167542 Cmax, Day 300 355 523 460

15 (157t0572) (11410 1108) (25110 1091) (190 to 1113)

GSK2167542 Cmax, Day 543 373 430

21 (29810 989)  (24810562) (226 to 818)

Part B: tmax of dabrafenib and its metabolite in combination with trametinib
(Time Frame: Day 15 and Day 21)

Part B:

Dabrafenib 75

mg +

Part B:
Dabrafenib
150 mg +

Part B:
Dabrafenib
150 mg +

Part B:
Dabrafenib
150 mg +

Page 95



Uy NOVARTIS

Clinical Trial Results Website

Trametinib 1 Trametinib 1 Trametinib Trametinib 2
mg mg 1.5mg mg
Melanoma
BRAF-positive Melanoma
participants BRAF-positive
Melanoma who did not participants
BRAF-positive receive prior who did not Melanoma
participants who  treatment with receive prior  BRAF-positive
did not receive BRAF treatment with participants
prior treatment inhibitors and BRAF who received
with BRAF participants inhibitors prior
inhibitors who had received treatment with
received salivary ductal dabrafenib BRAF
dabrafenib 75 cancer 150 mg inhibitors and
mg gelatin received gelatin participants
capsules BID dabrafenib capsules BID who had
and trametinib 1 150 mg and trametinib colorectal
mg tablets QD gelatin 1.5 mg tablets cancer and
as continuous capsules BID QD as BRAFi naive
daily dosing. and trametinib continuous melanoma
Dose escalation 1 mg tablets daily dosing. received
. decisions were QD as Dose dabrafenib
Arm/Group Description made based on continuous escalation 150 mg
all available daily dosing. decisions gelatin
pharmacokinetic Dose were made capsules BID
(PK), safety, escalation based on all and trametinib
and other data decisions available PK, 2 mg tablets
from the first 4 were made safety, and QD as
evaluable based on all other data continuous
participants, available PK, from the first4  daily dosing.
and additional safety, and evaluable Dose
participants other data participants, escalation did
were enrolled from the first4 and additional not proceed
based on dose- evaluable participants beyond these
limiting toxicities participants were enrolled doses of
(DLTs) and additional based on dabrafenib
occurring during participants DLTs and
the first 3 weeks  were enrolled occurring trametinib.
of treatment. based on during the first
DLTs 3 weeks of
occurring treatment.

during the first
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3 weeks of
treatment.
Number of Participants
Analyzed [units: 6 8 12 8
participants]
Part B: tmax of dabrafenib and its metabolite in combination with trametinib
(units: Hours)
Median (Full Range)
2.00 2.00 2.00 1,50
DAB Day 15 (1.03102.00) (1.03106.00) (1.00t02.10)  (1.00 to 2.00)
154 153 2.04
DAB Day 21 (1.00t02.00) (1.00102.03)  (1.00 to 4.03)
2.00 2.00 2.00 2.00
(GSK2285403 Day 15 (200102.03)  (1.03108.00) (2.00t04.03)  (2.00 to 2.00)
197 2.00 2.07
GSK2285403 Day 21 (0.00t02.00) (1.00102.03)  (1.00 to 6.00)
6.00 4.96 417 410
GSK2298683 Day 15 (4.00t0 8.00)  (0.00t0 6.30) (1.00 to 8.02)  (4.00 to 8.00)
4.00 4.00 4.02
(GSK2298683 Day 21 (1.00 t0 6.00)  (1.00 t0 6.00)  (2.00 to 8.07)
0.00 2.94 4.17 152
GSK2167542 Day 15 (0.00t04.17)  (0.00108.00) (1.00t08.02) (0.0 to 2.00)
2.00 1.01 1,50
GSK2167542 Day 21 (1.00t02.32) (0.00t08.00)  (0.00 to 8.15)

Part B (Analyte=GSK1120212): AUC (0-tau) assessment of trametinib in combination with dabrafenib

(Time Frame: Day 15 and Day 21)

Part B: Part B: Part B: Part B:
Dabrafenib 75 Dabrafenib Dabrafenib Dabrafenib
mg + 150 mg + 150 mg + 150 mg +
Trametinib 1 Trametinib 1 Trametinib Trametinib 2
mg mg 1.5mg mg
Arm/Group Description Melanoma Melanoma Melanoma Melanoma
BRAF-positive =~ BRAF-positive BRAF-positive BRAF-positive
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participants who
did not receive
prior treatment
with BRAF
inhibitors
received
dabrafenib 75
mg gelatin
capsules BID
and trametinib 1
mg tablets QD
as continuous
daily dosing.
Dose escalation
decisions were
made based on
all available
pharmacokinetic
(PK), safety,
and other data
from the first 4
evaluable
participants,
and additional
participants
were enrolled
based on dose-
limiting toxicities
(DLTs)
occurring during
the first 3 weeks
of treatment.

participants
who did not
receive prior
treatment with
BRAF
inhibitors and
participants
who had
salivary ductal
cancer
received
dabrafenib
150 mg
gelatin
capsules BID
and trametinib
1 mg tablets
QD as
continuous
daily dosing.
Dose
escalation
decisions
were made
based on all
available PK,
safety, and
other data
from the first 4
evaluable
participants
and additional
participants
were enrolled
based on
DLTs
occurring
during the first
3 weeks of
treatment.

participants
who did not
receive prior
treatment with
BRAF
inhibitors
received
dabrafenib
150 mg
gelatin
capsules BID
and trametinib
1.5 mg tablets
QD as
continuous
daily dosing.
Dose
escalation
decisions
were made
based on all
available PK,
safety, and
other data
from the first 4
evaluable
participants,
and additional
participants
were enrolled
based on
DLTs
occurring
during the first
3 weeks of
treatment.

participants
who received
prior
treatment with
BRAF
inhibitors and
participants
who had
colorectal
cancer and
BRAFi naive
melanoma
received
dabrafenib
150 mg
gelatin
capsules BID
and trametinib
2 mg tablets
QD as
continuous
daily dosing.
Dose
escalation did
not proceed
beyond these
doses of
dabrafenib
and
trametinib.
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Number of Participants
Analyzed [units:
participants]

12

Part B (Analyte=GSK1120212): AUC (0-tau) assessment of trametinib in combination with

dabrafenib
(units: ng*hr/mL)

Geometric Mean (95% Confidence Interval)

Dav 15 169 147 217 394
y (113 to 252) (101t0212)  (139t0338) (229 to 679)
Dav 21 169 269 351
y (14610 194)  (23810304) (284 to 432)

Part B (Analyte=GSK1120212): Ctau and Cmax assessments of trametinib in combination with dabrafenib

(Time Frame: Day 15 and Day 21)

Part B: Part B: Part B: Part B:
Dabrafenib 75 Dabrafenib Dabrafenib Dabrafenib
mg + 150 mg + 150 mg + 150 mg +
Trametinib 1 Trametinib 1 Trametinib Trametinib 2
mg mg 1.5mg mg
Melanoma Melanoma Melanoma Melanoma
BRAF-positive =~ BRAF-positive = BRAF-positive BRAF-positive
participants who participants participants participants
did not receive who did not who did not who received
prior treatment receive prior receive prior prior
with BRAF treatment with  treatment with  treatment with
inhibitors BRAF BRAF BRAF
received inhibitors and inhibitors inhibitors and
dabrafenib 75 participants received participants
Arm/Group Description mg gelatin who had dabrafenib who had
capsules BID salivary ductal 150 mg colorectal
and trametinib 1 cancer gelatin cancer and
mg tablets QD received capsules BID BRAFi naive
as continuous dabrafenib and trametinib melanoma
daily dosing. 150 mg 1.5 mg tablets received
Dose escalation gelatin QD as dabrafenib
decisions were  capsules BID continuous 150 mg
made based on  and trametinib  daily dosing. gelatin
all available 1 mg tablets Dose capsules BID
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pharmacokinetic QD as escalation and trametinib
(PK), safety, continuous decisions 2 mg tablets
and other data daily dosing. were made QD as
from the first 4 Dose based on all continuous
evaluable escalation available PK, daily dosing.
participants, decisions safety, and Dose
and additional were made other data escalation did
participants basedonall  from the first 4 not proceed
were enrolled available PK, evaluable beyond these
based on dose- safety, and participants, doses of
limiting toxicities other data and additional dabrafenib
(DLTs) from the first 4 participants and
occurring during evaluable were enrolled trametinib.
the first 3 weeks participants based on
of treatment. and additional DLTs
participants occurring
were enrolled  during the first
based on 3 weeks of
DLTs treatment.
occurring
during the first
3 weeks of
treatment.
Number of Participants
Analyzed [units: 6 8 12 8

participants]

Part B (Analyte=GSK1120212): Ctau and Cmax assessments of trametinib in combination

with dabrafenib
(units: ng/mL)
Geometric Mean (95% Confidence Interval)

Ctau. Dav 15 5.56 5.05 7.62 12.4
- Day (3.74108.28)  (3.81106.69) (5.38t010.8)  (6.50 to 23.6)
5.57 8.51 10.8
Ctau, Day 21 (4.80t06.45) (7.65t09.48) (8.75t0 13.3)
Crmax. Dav 15 10.2 8.08 11.5 224
- Day (71810 14.4)  (5.06t0 12.9) (6.16t021.5)  (14.0 to 35.6)
Cmax, Day 21 10.2 18.0 226

(8.50 to 12.1)

(14.9 to 21.7)

(18.110 28.2)
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Part B (Analyte=GSK1120212): tmax assessment of trametinib in combination with dabrafenib

(Time Frame: Day 15 and Day 21)

Part B: Part B: Part B: Part B:
Dabrafenib 75 Dabrafenib Dabrafenib Dabrafenib
mg + 150 mg + 150 mg + 150 mg +
Trametinib 1 Trametinib 1 Trametinib Trametinib 2
mg mg 1.5mg mg
Melanoma Melanoma Melanoma
Byfl':?gggt?ve BRAF-positive  BRAF-positive  pRaF-positive
participants who parhm_pants part|0|pants participants
did not receive WhO.dId npt who.dld npt who received
prior treatment receive prior receive prior prior
with BRAF treatment with  treatment with treatment with
inhibitors _BRAF _BRAF BRAF
received |nh|b!tqrs and |nh|b.|tors inhibitors and
dabrafenib 75 participants received participants
mg gelatin who had dabrafenib who had
capsules BID salivary ductal 15(|) Tg colorectal
. cancer gelatin
a:]d ttr:brr :ignéb; received capsules BID ;SZ?:?rnz?\?e
asgcontinuous dabrafenib and trametinib melanoma
daily dosing 150 mg 1.5 mg tablets received
At D I t" gelatin QD as dabrafenib
Arm/Group Description dosg escalalion - ;ahsules BID  continuous 150 m
ng:‘%gz:('je;i and trametinib daily dosing. gelatir?
all available 1 mé][;aabslets esc?sgzﬁon capsules BID
pr}?prgagc;lf(é?;hc dcqlntiguqus decisionds ag %téatr:tig?slb
; X aily dosing. were made QD as
?rz(:nﬂr: ;igse:tj Dose based on all continuous
evaluable escglgtlon available PK, daily dosing.
participants decisions safety, and Dose
and additionél were made other data escalation did
participants based onall  from the first 4 not proceed
were enrolled available PK, evaluable beyond these
based on dose- safety, and particip_a_nts, doses of
limiting toxicities other dz_ata and a_d_dltlonal dabrafenib
(DLTs) from the first 4 participants and
occurring during evaluable were enrolled trametinib.
participants based on
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the first 3 weeks  and additional DLTs
of treatment. participants occurring
were enrolled  during the first
based on 3 weeks of
DLTs treatment.
occurring
during the first
3 weeks of
treatment.
Number of Participants
Analyzed [units: 6 8 12 8
participants]
Part B (Analyte=GSK1120212): tmax assessment of trametinib in combination with
dabrafenib
(units: Hours)
Median (Full Range)
Day 15 2.00 2.00 2.00 1.52
(1.03 to 4.00) (1.00t0 8.00) (1.00t0 8.00) (1.00 to 2.00)
Day 21 2.00 2.00 2.00
(0.93t08.00) (1.00t02.00) (1.00to 8.15)

Part B: Number of participants with BRAFi-naive mutant metastatic melanoma with the best overall response as assessed

by investigator

(Time Frame: From the first dose of study medication to the first documented evidence of a confirmed complete response or partial response (up to approximately

8 years))
Part B: Part B: Part B: Part B:
Dabrafenib 75 Dabrafenib Dabrafenib Dabrafenib
mg + 150 mg + 150 mg + 150 mg +
Trametinib 1 Trametinib 1 Trametinib Trametinib 2
mg mg 1.5mg mg
Melanoma Melanoma Melanoma Melanoma
BRAF-positive = BRAF-positive BRAF-positive BRAF-positive
participants who participants participants participants
Arm/Group Description did not receive who did not who did not  who received
prior treatment receive prior receive prior prior
with BRAF treatment with  treatment with  treatment with
inhibitors BRAF BRAF BRAF
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received inhibitors and inhibitors inhibitors and
dabrafenib 75 participants received participants
mg gelatin who had dabrafenib who had
capsules BID salivary ductal 150 mg colorectal
and trametinib 1 cancer gelatin cancer and
mg tablets QD received capsules BID BRAFi naive
as continuous dabrafenib and trametinib melanoma
daily dosing. 150 mg 1.5 mg tablets received
Dose escalation gelatin QD as dabrafenib
decisions were  capsules BID continuous 150 mg
made based on  and trametinib  daily dosing. gelatin
all available 1 mg tablets Dose capsules BID
pharmacokinetic QD as escalation and trametinib
(PK), safety, continuous decisions 2 mg tablets
and other data daily dosing. were made QD as
from the first 4 Dose based on all continuous
evaluable escalation available PK, daily dosing.
participants, decisions safety, and Dose
and additional were made other data escalation did
participants basedonall  from the first 4 not proceed
were enrolled available PK, evaluable beyond these
based on dose- safety, and participants, doses of
limiting toxicities other data and additional dabrafenib
(DLTs) from the first 4 participants and
occurring during evaluable were enrolled trametinib.
the first 3 weeks participants based on
of treatment. and additional DLTs
participants occurring
were enrolled  during the first
based on 3 weeks of
DLTs treatment.
occurring
during the first
3 weeks of
treatment.
Number of Participants
Analyzed [units: 6 22 25 24

participants]

Part B: Number of participants with BRAFi-naive mutant metastatic melanoma with the best

overall response as assessed by investigator
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(units: Participants)

Count of Participants (Not Applicable)

CR

0

PR

4

11

Part B: Duration of response as assessed by the investigator in participants with BRAFi-naive mutant metastatic melanoma
(Time Frame: First documented evidence of PR or CR until the earlier of date of disease progression or date of death due to any cause (up to approximately 8

years))
Part B: Part B: Part B: Part B:
Dabrafenib 75 Dabrafenib Dabrafenib Dabrafenib
mg + 150 mg + 150 mg + 150 mg +
Trametinib 1 Trametinib 1 Trametinib Trametinib 2
mg mg 1.5mg mg
Melanoma Melanoma Melanoma Melanoma
BRAF-positive =~ BRAF-positive = BRAF-positive BRAF-positive
participants who participants participants participants
did not receive who did not who did not who received
prior treatment receive prior receive prior prior
with BRAF treatment with  treatment with  treatment with
inhibitors BRAF BRAF BRAF
received inhibitors and inhibitors inhibitors and
dabrafenib 75 participants received participants
mg gelatin who had dabrafenib who had
capsules BID salivary ductal 150 mg colorectal
and trametinib 1 cancer gelatin cancer and
Arm/Group Description mg tablets QD received capsules BID BRAFi naive
as continuous dabrafenib and trametinib melanoma
daily dosing. 150 mg 1.5 mg tablets received
Dose escalation gelatin QD as dabrafenib
decisions were  capsules BID continuous 150 mg
made based on  and trametinib  daily dosing. gelatin
all available 1 mg tablets Dose capsules BID
pharmacokinetic QD as escalation and trametinib
(PK), safety, continuous decisions 2 mg tablets
and other data daily dosing. were made QD as
from the first 4 Dose based on all continuous
evaluable escalation available PK, daily dosing.
participants, decisions safety, and Dose
and additional were made other data escalation did
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participants basedonall  from the first 4 not proceed
were enrolled available PK, evaluable beyond these
based on dose- safety, and participants, doses of
limiting toxicities other data and additional dabrafenib
(DLTs) from the first 4 participants and
occurring during evaluable were enrolled trametinib.
the first 3 weeks participants based on
of treatment. and additional DLTs
participants occurring
were enrolled  during the first
based on 3 weeks of
DLTs treatment.
occurring
during the first
3 weeks of
treatment.
Number of Participants
Analyzed [units: 6 22 25 24
participants]
Part B: Duration of
response as assessed
by the investigator in
participants with BRAFi-
naive mutant metastatic
melanoma
(units: Months)
Median (95% Confidence
Interval)
12.4 8.4 12.6 16.9
(3.7 to NA)231 (3.91027.4) (5.1to NA)X'ZT (7.4 to NA)'23

[11 NA: Not estimable
[2] NA: Not estimable
[3] NA: Not estimable

Part B: Progression-free Survival (PFS) as assessed by the investigator in participants with BRAFi-naive mutant metastatic

melanoma

(Time Frame: From the date of first dose to the earliest date of disease progression (PD) or death due to any cause (up to approximately 8 years))

Part B:
Dabrafenib 75

Part B:
Dabrafenib

Part B:
Dabrafenib

Part B:
Dabrafenib
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mg + 150 mg + 150 mg + 150 mg +
Trametinib 1 Trametinib 1 Trametinib Trametinib 2
mg mg 1.5mg mg
Melanoma Melanoma
BRAF-positive  graF_positive
Melanoma participants participants
BRAF-positive who did not who did not Melanoma
participants who ~ "€CEIVE Prior  yaceive prior  BRAF-positive
did not receive  treatmentwith oo iment with  participants
prior treatment . _B,RAF BRAF who received
with BRAF inhibitors and inhibitors prior
inhibitors participants received treatment with
received who had dabrafenib BRAF
dabrafenib 75~ salivary ductal 150 mg inhibitors and
mg gelatin cancer gelatin participants
capsules BID received capsules BID who had
and trametinib 1 dabrafenib and trametinib colorectal
mg tablets QD 150 mg 1.5 mg tablets  cancer and
as continuous gelatin QD as BRAFi naive
daily dosing. capsules BID continuous melanoma
Dose escalation and trametinib 455 qosing. received
Arm/Group Description decisions were 1 Mg tablets Dose dabrafenib
P P made based on QD as escalation 150 mg
all available continuous decisions gelatin
pharmacokinetic ~ daily dosing. were made  capsules BID
(PK), safety, Dose based onall  and trametinib
and other data escalation available PK, 2 mg tablets
from the first 4 decisions safety, and QD as
evaluable were made other data continuous
participants, basedonall 1 the first 4 daily dosing.
and additional ~ a@vailable PK, evaluable Dose
participants safety, and participants,  escalation did
were enrolled other data and additional  not proceed
based on dose- fromthefirst4 o nicinants  beyond these
limiting toxicities evaluable were enrolled doses of
(DLTs) participants based on dabrafenib
occurring during ~ @nd additional DLTs and
the first 3 weeks  Participants occurring trametinib.
of treatment. ~ Were enrolled g the first
based on 3 weeks of
DLTs treatment.
occurring
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during the first
3 weeks of
treatment.

Number of Participants
Analyzed [units:
participants]

22

25

24

Part B: Progression-free
Survival (PFS) as
assessed by the
investigator in
participants with BRAFi-
naive mutant metastatic
melanoma

(units: Months)

Median (95% Confidence
Interval)

[1] NA: Not estimable

8.7
(3.4 to NA)!™

8.2
4.3 10 11.0)

5.4
(3.5t0 12.8)

10.8
(3.6 t0 18.6)

Part B: Overall survival (OS) in BRAFi Naive Melanoma participants

(Time Frame: From the date of first dose until date of death due to any cause (up to approximately 8 years))

Part B: Part B: Part B: Part B:
Dabrafenib 75 Dabrafenib Dabrafenib Dabrafenib
mg + 150 mg + 150 mg + 150 mg +
Trametinib 1 Trametinib 1 Trametinib Trametinib 2
mg mg 1.5mg mg
Melanoma Melanoma Melanoma Melanoma
BRAF-positive =~ BRAF-positive BRAF-positive BRAF-positive
participants who participants participants participants
did not receive who did not who did not who received
prior treatment receive prior receive prior prior
Arm/Group Description with BRAF treatment with  treatment with  treatment with
inhibitors BRAF BRAF BRAF
received inhibitors and inhibitors inhibitors and
dabrafenib 75 participants received participants
mg gelatin who had dabrafenib who had
capsules BID salivary ductal 150 mg colorectal
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and trametinib 1 cancer gelatin cancer and
mg tablets QD received capsules BID BRAFi naive
as continuous dabrafenib and trametinib melanoma
daily dosing. 150 mg 1.5 mg tablets received
Dose escalation gelatin QD as dabrafenib
decisions were capsules BID continuous 150 mg
made based on  and trametinib  daily dosing. gelatin
all available 1 mg tablets Dose capsules BID
pharmacokinetic QD as escalation and trametinib
(PK), safety, continuous decisions 2 mg tablets
and other data daily dosing. were made QD as
from the first 4 Dose based on all continuous
evaluable escalation available PK, daily dosing.
participants, decisions safety, and Dose
and additional were made other data escalation did
participants based on all from the first 4 not proceed
were enrolled available PK, evaluable beyond these
based on dose- safety, and participants, doses of
limiting toxicities other data and additional dabrafenib
(DLTs) from the first 4 participants and
occurring during evaluable were enrolled trametinib.
the first 3 weeks participants based on
of treatment. and additional DLTs
participants occurring
were enrolled  during the first
based on 3 weeks of
DLTs treatment.
occurring
during the first
3 weeks of
treatment.
Number of Participants
Analyzed [units: 6 22 25 24

participants]

Part B: Overall survival
(OS) in BRAFi Naive
Melanoma participants
(units: Months)

Median (95% Confidence
Interval)
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174 235 133 (1‘;1;0
8Ot NAMZ  (12910337) (6.3 10 23.4) oy

[1] NA: Not estimable
[2] NA: Not estimable

Part B: Pre- and post-dose H-scores for individual participants
(Time Frame: Screening and at disease progression (up to approximately 8 years))

Part B:
Dabrafenib +
Trametinib

Melanoma
BRAF-positive
participants who
did not receive
prior treatment
with BRAF
inhibitors
received
dabrafenib (75
mg or 150 mg)
gelatin capsules
BID and
trametinib (1
mg, 1.5 mg, or 2

Arm/Group Description mg) tablets QD
as continuous
daily dosing.
Dose escalation
decisions were
made based on
all available
pharmacokinetic
(PK), safety,
and other data
from the first 4
evaluable
participants,
and additional
participants
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were enrolled
based on dose-
limiting toxicities
(DLTs)
occurring during
the first 3 weeks
of treatment.

Number of Participants
Analyzed [units: 10
participants]

Part B: Pre- and post-dose H-scores for
individual participants
(units: scores on a scale)

p-ERK: Participant 1, pre-

dose score 135
p-ERK: Participant 1, post- 109
dose score
p-ERK: Participant 2, pre- 193
dose score
p-ERK: Participant 2, post- 138
dose score
p-ERK: Participant 3, pre- 148
dose score
p-ERK: Participant 3, post- 65
dose score
p-ERK: Participant 4, pre- 80
dose score
p-ERK: Participant 4, post- 20
dose score
p-ERK: Participant 5, pre- 130
dose score
p-ERK: Participant 5, post- 99

dose score
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p-ERK: Participant 6, pre-

dose score .
p-ERK: Participant 6, post- 7
dose score

p-ERK: Participant 7, pre- 128
dose score

p-ERK: Participant 7, post- 81
dose score

p-ERK: Participant 8, pre- 196
dose score

p-ERK: Participant 8, post- 75
dose score

p-ERK: Participant 9, pre- 164
dose score

p-ERK: Participant 9, post- 109
dose score

p-ERK: Participant 10, pre- 239
dose score

p-ERK: Participant 10, 78
post-dose score

p-AKT: Participant 1, pre- 130
dose score

p-AKT, Participant 1, post- 180
dose score

p-AKT: Participant 2, pre- 76
dose score

p-AKT, Participant 2, post- 50
dose score

p-AKT: Participant 3, pre- 192
dose score

p-AKT, Participant 3, post- 277

dose score
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p-AKT: Participant 4, pre-

dose score 25
p-AKT, Participant 4, post- 135
dose score

p-AKT: Participant 5, pre- 55
dose score

p-AKT, Participant 5, post- 2
dose score

p-AKT: Participant 6, pre- 145
dose score

p-AKT, Participant 6, post- 20
dose score

p-AKT: Participant 7, pre- 29
dose score

p-AKT, Participant 7, post- 7
dose score

p-AKT: Participant 8, pre- 183
dose score

p-AKT, Participant 8, post- 123
dose score

p-AKT: Participant 9, pre- 278
dose score

p-AKT, Participant 9, post- 289
dose score

p-AKT: Participant 10, pre- 73
dose score

p-AKT, Participant 10, 0

post-dose score

Part C (randomized): Overall survival (OS)
(Time Frame: From the date of randomization until date of death due to any cause (up to approximately 7 years))
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Part C: Part C:
Part C: Dabrafenib Dabrafenib
Dabrafenib 150 mg + 150 mg +
150 mg Trametinib 1 Trametinib 2
mg mg
Participants Participants
Participants received received
P dabrafenib dabrafenib
received
! 150 mg 150 mg
. dabrafenib ) )
Arm/Group Description gelatin gelatin
150 mg les BID les BID
gelatin capsules capsules

capsules BID.

and trametinib

and trametinib

1 mg tablets 2 mg tablets
QbD. QD.
Number of Participants
Analyzed [units: 54 54 54
participants]
Part C (randomized):
Overall survival (OS)
(units: Months)
Median (95% Confidence
Interval)
20.2 18.7 25.0
(14.0t027.1) (13.7t035.3) (17.5t0 36.5)

Part C: Plasma concentrations of dabrafenib and its metabolites
(Time Frame: Day 15, Week 8, Week 16, Week 24, Week 32, Week 40, Week 48, and Week 56)

Part C: Part C:
Part C: Dabrafenib Dabrafenib
Dabrafenib 150 mg + 150 mg +
150 mg Trametinib 1 Trametinib 2
mg mg
Participants Partlc[pants Partlc[pants
ived received received
Arm/Group Description receivec dabrafenib dabrafenib
dabrafenib
150 mg 150 mg
150 mg . .
gelatin gelatin
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gelatin capsules BID  capsules BID
capsules BID. and trametinib  and trametinib
1 mg tablets 2 mg tablets
QbD. QD.
Number of Participants
Analyzed [units: 49 53 50

participants]

Part C: Plasma concentrations of dabrafenib and its metabolites

(units: ng/mL)
Median (Full Range)

Day 15, GSK2118436 © tggéigo) © 881'555) (7 tg61§04)
Week 8, GSK2118436 3 tﬁ'gm) © ?oggi(;) © t§°1'296)
Week 16, GSK2118436 © tﬁ‘ﬁ"é%) © t361;74) 2 tgzég%)
Week 24, GSK2118436 @ ?06'5394) K t262'§84) (7 ?03'7?:11)
Week 32, GSK2118436 (1 f00'5600) © t§71'124> © t26é342)
Week 40, GSK2118436 5 éz% 8) (19 ?07'26597) © 305(1)6924)
Week 48, GSK2118436 “ 3%'?32) © :(? ?'3622) (3127336)
Week 56, GSK2118436 (2;?6468) © t§4€;246) (31234?3)
Day 15, GSK2285403 (14 ?02'17337) @ t?{izo) (1022'895)
Week 8, GSK2285403 3 t252'(2) 41) © ?00'7469) © :300'7657)
Week 16, GSK2285403 0 t101 25‘90) © f; ;3995) 3 t101 35763)
Week 24, GSK2285403 “ ?05601 6) © tc8,81';89) (g1t§05'§9)
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62.5 86.7 87.4
Week 32, GSK2285403 (3 to 890) (0 to 808) (0 to 973)
263.8 1435 136.2
Week 40, GSK2285403 (7 to 693) (1610870) (0 to 1665)
433 93.6 146.4
Week 48, GSK2285403 (32 to 241) (0 to 898) (2 to 418)
48.3 92.9 1415
Week 56, GSK2285403 (45 to 51) (0 to 1841) (7 to 755)
3493 20433 3145.8
Day 15, GSK2298683 (138110 O e (428 to
16820) 16240)
3149.7
3238.4 3010
Week 8, GSK2298683 (12:,’33838; (2010 7686) (31 to 13130)
3497.9 2946 1 2756.5
Week 16, GSK2298683 (21109952)  (0to8782) (44 to 14004)
2876.5 3365.4 3193.7
Week 24, GSK2298683 (500 to 8635)  (25t07482) (133 to 6531)
2699.9
3267.1 3046.8
Week 32, GSK2298683 ar gc; 000378 (50 9077)
44106 3694.7 24926
Week 40, GSK2298683 (1023 to (1900 to 0 9 12550)
14258) 7663)
3554.9 41469 3936.1
Week 48, GSK2298683 (1889 to (0 10 8551) (464 to
7148) 12239)
2032.2 s843 5 2904.9
Week 56, GSK2298683 (11020 0000 (130500
2963) 4673)
247.9 288 289.3
Day 15, GSK2167542 (9510 955) (4910 1164) (72 to 1140)
2395 275.2 262.4
Week 8, GSK2167542 (1910 1092) (3 to 983) (0 to 9876)
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Week 16, GSK2167542 “ t?n4;‘72) (02tg4§g2) 3 t204 :136%19)
Week 24, GSK2167542 ( 482t205§99) (42t:1,79'§0) (3%24326)
Week 32, GSK2167542 (19 IZ 1344) (02t§5638) (2%29922)
Week 40, GSK2167542 (952536239) (552:1096374) (02;289?0)
Week 48, GSK2167542 1 42%'286) © ti3§1 5) (812?003986)
Week 56, GSK2167542 (1 1;7&'228) (28 fg %51) (10‘71%2;53)

Part C: Plasma concentrations of trametinib

(Time Frame: Day 15, Week 8, Week 16, Week 24, Week 32, Week 40, Week 48, and Week 56)

Part C: Part C:
Part C: Dabrafenib Dabrafenib
Dabrafenib 150 mg + 150 mg +
150 mg Trametinib 1 Trametinib 2
mg mg
Participants Participants
Participants received received
P dabrafenib dabrafenib
received
! 150 mg 150 mg
_ dabrafenib . .
Arm/Group Description gelatin gelatin
150 mg
. capsules BID capsules BID
gelatin - -
capsules BID and trametinib  and trametinib
) 1 mg tablets 2 mg tablets
QD. QD.
Number of Participants
Analyzed [units: 59 53 50

participants]

Part C: Plasma concentrations of trametinib
(units: ng/mL)
Median (Full Range)
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Day 15 0 5.86 9.35
(0to 0) (341011.3) (4.8 to 26.00)
Week 8 © t0013_9) (2,06&7)09_6) (0] tloé%.S)
Week 16 © toog_g) () t%%%_?) (1 .1%68;5.4)
Week 24 © too‘|9.7) © tfc)>.9191 2) (0.5%05‘217.4)
Week 32 © t% 0) (0.7?6731 6 (0 t%g 5)
Week 40 (© t?) 0) (2,27t.o1 16.7) ( tloé16.4)
Week 48 © t(()) 0) (0 t%%l_S) (0 t:)oézﬁ)
Week 56 (© t?, 0) (3_4%)9(1)6.9) © t%(:%A)

Part C: Oral clearance (CL/F) of dabrafenib and trametinib

(Time Frame: Day 15, Week 8, Week 16, Week 24, Week 32, Week 40, and Week 48)

Part C: .
Dabrafenib o "
150 mg
Part|C|.pants Participants
received ;
dabrafenib received
Arm/Group Description 150 m Trametinib 1
g mg or 2 mg
gelatin tablets QD
capsules BID. ’
Number of Participants
Analyzed [units: 53 109

participants]

Part C: Oral clearance (CL/F) of dabrafenib and

trametinib
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(units: Liters per hour (L/hr))
Mean (95% Confidence Interval)

Non-inducible 19.4 5.07
(176t021.2) (4.83105.31)
. 20.0
Inducible (19.2 to 20.8)

Part C: Oral volume of distribution (V/F) of dabrafenib and trametinib
(Time Frame: Day 15, Week 8, Week 16, Week 24, Week 32, Week 40, and Week 48)

Part C: .
Dabrafenib DAL C
150 mg
Part|C|.pants Participants
received ;
o dabrafenib recen./e.d
Arm/Group Description 150 m Trametinib 1
gelatirfJ mg or 2 mg
tablets QD.

capsules BID.

Number of Participants
Analyzed [units: 53 109
participants]

Part C: Oral volume of
distribution (V/F) of
dabrafenib and
trametinib

(units: Liters (L))

Mean (95% Confidence
Interval)

80.8 184
(73.9t0 87.7) (158 to 210)

Part D: Cmax of dabrafenib metabolites
(Time Frame: Day 1: pre-dose, and 0.5, 1, 1.5, 2, 3, 4, 6, 8, 10, and 24 hours post dose. Day 21: pre-dose and 0.5, 1, 1.5, 2, 3, 4, 6, 8, and 10 hours post-dose)

Part D: Part D: Part D: Part D:
Dabrafenib Dabrafenib Dabrafenib Dabrafenib
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(DAB) 75 mg 150 mg to 75 mg + 150 mg +
to DAB 75 DAB 150 mg Trametinib 2 Trametinib 2
mg + + Trametinib mg mg
Trametinib 2 2mg
mg
Participants Participants
received received
dabrefinib 75  dabrefinib 150
mg HPMC mg HPMC
capsules BID.  capsules BID.
These These
participants, participants,
after after
cogﬂe;:ilglt Ig?( of co;ne?ilglt Ig?( of Participants Participants
collection in collection in rece'lv.ed recgl\(ed
the first the first dabrefinib 75  dabrefinib 150
Arm/Group Description treatment treatment mg HPMC mg HPMC
period, were period, were capsules BlD capsules BlD
allowed to allowed to and trametinib  and trametinib
continue with continue with 2 mthSbIets 2 mthSbIets
dabrafenib 75 dabrafenib ’ )
mg BID and 150 mg BID
trametinib 2 and trametinib
mg tablets QD 2 mg tablets
as QD as
combination combination
dosing dosing
starting on starting on
Day 29. Day 29.
Number of Participants
Analyzed [units: 15 14 15 15
participants]
Part D: Cmax of dabrafenib metabolites
(units: ng/mL)
Geometric Mean (95% Confidence Interval)
525 1055 597 1363
(GSK2285403, Day 1 (42910 643) (70510 1579)  (47410752) (300 to 2066)
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596 1203 696 1120
GSK2285403, Day 21 (50110 709) (906 to 1599) (551 to 880) (725 to 1730)
1475 2268 1478 2551
GSK2298683, Day 1 (1249 to (1595 to (1197 to (1756 to
1741) 3223) 1824) 3707)
3637 6743 4158 6319
GSK2298683, Day 21 (3119 to (5133 to (3136 to (4725 to
4242) 8859) 5514) 8450)
50.1 68.6 61.2 86.3
GSK2167542, Day 1 (30 to 84) (36 to 129) (4110 91) (48 to 155)
210 355 289 440
GSK2167542, Day 21 (15410 285)  (26810470) (20110 416) (303 to 637)

Part D: tmax of dabrafenib metabolites

(Time Frame: Day 1: pre-dose, and 0.5, 1, 1.5, 2, 3, 4, 6, 8, 10, and 24 hours post dose. Day 21: pre-dose and 0.5, 1, 1.5, 2, 3, 4, 6, 8, and 10 hours post-dose)

Part D: Part D:

Dabrafenib Dabrafeﬁib Part D: Part D:
(DAB) 75 mg 150 mq to Dabrafenib Dabrafenib
to DAB 75 DABl%ﬂ} 75mg + 150 mg +

mg + MY Trametinib 2 Trametinib 2
e + Trametinib
Trametinib 2 mg mg
2mg
mg
Participants Participants
received received
dabrefinib 75  dabrefinib 150
mg HPMC mg HPMC Participants Participants
capsules BID.  capsules BID. recei?/ed recei‘\)/ed
These These dabrefinib 75  dabrefinib 150
o participants, participants, mg HPMC mg HPMC
Arm/Group Description after after capsules BID  capsules BID
completion of  completion of ;4 trametinib  and trametinib
serial PK serial PK 2 mg tablets 2 mg tablets
collection in collection in QD QD
the first the first ’ '
treatment treatment
period, were period, were
allowed to allowed to
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continue with

continue with

dabrafenib 75 dabrafenib
mg BID and 150 mg BID
trametinib 2 and trametinib
mg tablets QD 2 mg tablets
as QD as
combination combination
dosing dosing
starting on starting on
Day 29. Day 29.
Number of Participants
Analyzed [units: 15 14 15 15
participants]
Part D: tmax of dabrafenib metabolites
(units: Hours)
Median (Full Range)
2.07
3.00 3.51 3.00
GSK2285403, Day 1 (150t04.00) (2.00106.18)  (2.00 to 6.02) q (')583)"
2.00 2.00 2.00 2.00
GSK2285403, Day 21 (15010 3.00) (142103.00) (147104.00) (1.00 to 3.98)
10.0 8.93 10.0 8.00
(GSK2298683, Day 1 (5.98t010.1)  (4.00t024.0) (6.00t024.0) (4.07 to 24.0)
5.98
5.00 4.00 4.00
GSK2298683, Day 21 (3.00 t0 8.00)  (3.00 to 6.00) (12608(;;) (3.00 to 6.08)
24.0 24.0 24.0 24.0
GSK2167542, Day 1 (8.001t024.1) (6.001024.6) (23.5t025.0) (10.0 to 24.3)
2.00
0.75 2.00 1.75
GSK2167542, Day 21 (010 10.0)  (0.50 to 10.0) q(.)ogot)o (010 9.92)

Part D: Area under the concentration-time curve (AUC) of dabrafenib metabolites
(Time Frame: Day 1: pre-dose, and 0.5, 1, 1.5, 2, 3, 4, 6, 8, 10, and 24 hours post dose. Day 21: pre-dose and 0.5, 1, 1.5, 2, 3, 4, 6, 8, and 10 hours post-dose)

Part D:
Dabrafenib

Part D:
Dabrafenib

Part D:
Dabrafenib

Part D:
Dabrafenib
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(DAB) 75 mg 150 mg to 75mg + 150 mg +
to DAB 75 DAB 150 mg Trametinib 2 Trametinib 2
mg + + Trametinib mg mg
Trametinib 2 2mg
mg
Participants Participants
received received
dabrefinib 75  dabrefinib 150
mg HPMC mg HPMC
capsules BID.  capsules BID.
These These
participants, participants,
after after
completion of  completion of - -
serial PK serial PK Part|C|.pants Pamc[pants
collection in collection in received received
) ) dabrefinib 75  dabrefinib 150
the first the first
. mg HPMC mg HPMC
Arm/Group Description treatment treatment
- - capsules BID capsules BID
period, were period, were - -
and trametinib  and trametinib
allowed to allowed to
X ; : - 2 mg tablets 2 mg tablets
continue with continue with QD QD
dabrafenib 75 dabrafenib ) '
mg BID and 150 mg BID
trametinib 2 and trametinib
mg tablets QD 2 mg tablets
as QD as
combination combination
dosing dosing
starting on starting on
Day 29. Day 29.
Number of Participants
Analyzed [units: 15 14 15 15

participants]

Part D: Area under the concentration-time curve (AUC) of dabrafenib metabolites

(units: ng*hr/mL)

Geometric Mean (95% Confidence Interval)

GSK2285403, AUC(0-tau),

Day 1

3134
(2533 to
3877)

5950
(4045 to
8753)

3694
(2903 to
4700)

6524
(4520 to
9416)

Page 122



Uy NOVARTIS

Clinical Trial Results Website

. 3963 7415 5026 7907
g:K5285403'AUCX°*”ﬂ’ (3147 to (4991 to (3934 to (5434 to
y 4990) 11015) 6422) 11506)
2568 4262 2919 4216
gﬁ)KZDZaSE"Z‘??" AUC (0- (2099 to (3007 to (2296 to (2986 to
. Day 3143) 6040) 3711) 5951)
10396 15952 9575 20935
:gﬁyﬁigs?ss,Auc;(o- (8388 to (10532 to (7143 to (12430 to
. Day 12885) 24160) 12835) 35250)
20047 35206 22692 31666
O5K2298083, AUC (04), (15384 to (24970 to (18398 to (18474 to
y 26125) 49639) 27988) 54277)
34283 59340 39672 52712
:25?%%?82?3'AL“3(0' (29189 to (44595 to (29504 to (40084 to
, Day 40266) 78960) 53343) 69318)
GSK2167542, AUC(0-tau), 132 190 88.8 354
Day 1 (79t0219)  (10110356) (5610 139) (228 to 549)
GSK2167542, AUC(0-t) 500 737 614 1316
Day 1 (27110 925) (38510 1410)  (415t0906) (824 to 2103)
1775 2707 2508 3632
g?%rwmzAuqamm, (1225 to (2106 to (1793 to (2529 to
y 2570) 3481) 3507) 5216)

Part D: Cmax assessment of trametinib
(Time Frame: Day 1: pre-dose, and 0.5, 1, 1.5, 2, 3, 4, 6, 8, 10, and 24 hours post dose. Day 21: pre-dose and 0.5, 1, 1.5, 2, 3, 4, 6, 8, and 10 hours post-dose)

Part D:

Dabrafenib Dei)argfeDr:]ib Part D: Part D:
(DAB) 75 mg 150 ma to Dabrafenib Dabrafenib
to DAB 75 g 75mg + 150 mg +
DAB 150 mg b 9
mg + + Trametinib Trametinib 2 Trametinib 2
Trametinib 2 mg mg
2mg
mg
o Participants Participants Participants Participants
Arm/Group Description received received received received

dabrefinib 75

dabrefinib 150

dabrefinib 75

dabrefinib 150
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mg HPMC mg HPMC mg HPMC mg HPMC
capsules BID. capsules BID.  capsules BID capsules BID
These These and trametinib  and trametinib
participants, participants, 2 mg tablets 2 mg tablets
after after QD. QD.
completion of  completion of
serial PK serial PK
collection in collection in
the first the first
treatment treatment
period, were period, were
allowed to allowed to
continue with continue with
dabrafenib 75 dabrafenib
mg BID and 150 mg BID
trametinib 2 and trametinib
mg tablets QD 2 mg tablets
as QD as
combination combination
dosing dosing
starting on starting on
Day 29. Day 29.
Number of Participants
Analyzed [units: 0 0 15 14
participants]
Part D: Cmax assessment of trametinib
(units: ng/mL)
Geometric Mean (95% Confidence Interval)
6.8 6.6
Day 1 (5 t0 10) (4 10 10)
241 22.6
Day 21 (20 to 29) (20 to 26)

Part D: tmax assessment of trametinib
(Time Frame: Day 1: pre-dose, and 0.5, 1, 1.5, 2, 3, 4, 6, 8, 10, and 24 hours post dose. Day 21: pre-dose and 0.5, 1, 1.5, 2, 3, 4, 6, 8, and 10 hours post-dose)

Part D: Part D: Part D: Part D:
Dabrafenib Dabrafenib Dabrafenib Dabrafenib
(DAB) 75 mg 150 mg to 75 mg + 150 mg +
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to DAB 75 DAB 150 mg Trametinib 2 Trametinib 2
mg + + Trametinib mg mg
Trametinib 2 2mg
mg
Participants Participants
received received
dabrefinib 75  dabrefinib 150
mg HPMC mg HPMC
capsules BID.  capsules BID.
These These
participants, participants,
after after
co;r(;?ilzlt '8?( of cog;ﬂg: 'Sr& of Partici.pants Partici.pants
collection in collection in rece_lvgd recglyed
. ) dabrefinib 75  dabrefinib 150
the first the first
. mg HPMC mg HPMC
Arm/Group Description treatment treatment les BID les BID
period, were period, were capsules bil capsules bil
allowed to allowed to and trametinib  and trametinib
X X X . 2 mg tablets 2 mg tablets
continue with continue with QD QD
dabrafenib 75 dabrafenib ’ )
mg BID and 150 mg BID
trametinib 2 and trametinib
mg tablets QD 2 mg tablets
as QD as
combination combination
dosing dosing
starting on starting on
Day 29. Day 29.
Number of Participants
Analyzed [units: 0 0 15 14
participants]
Part D: tmax assessment of trametinib
(units: Hours)
Median (Full Range)
Day 1 2.00 1.50
(1.00to 3.00)  (1.00 to 8.00)
Day 21 2.00 2.00

(1.00 to 4.00)

(1.50 to 3.98)

Page 125



Uy NOVARTIS

Clinical Trial Results Website

Part D: Area under the concentration-time curve assessment of trametinib
(Time Frame: Day 1: pre-dose, and 0.5, 1, 1.5, 2, 3, 4, 6, 8, 10, and 24 hours post dose. Day 21: pre-dose and 0.5, 1, 1.5, 2, 3, 4, 6, 8, and 10 hours post-dose)

Part D: Part D:

Dabrafenib Dabrafeﬁib Part D: Part D:
(DAB) 75 mg 150 mq to Dabrafenib Dabrafenib
to DAB 75 9 75mg + 150 mg +

DAB 150 mg ha e
mg + + Trametinib Trametinib 2 Trametinib 2
Trametinib 2 mg mg
2mg
mg
Participants Participants
received received
dabrefinib 75  dabrefinib 150
mg HPMC mg HPMC
capsules BID.  capsules BID.
These These
participants, participants,
after after
completion of  completion of - =
serial PK serial PK Partlc[pants Part|C|.pants
collection in collection in received received
. ) dabrefinib 75  dabrefinib 150
the first the first
— mg HPMC mg HPMC
Arm/Group Description treatment treatment
; ; capsules BID  capsules BID
period, were period, were - -~
and trametinib  and trametinib
allowed to allowed to
X X X - 2 mg tablets 2 mg tablets
continue with continue with QD QD
dabrafenib 75 dabrafenib ) '
mg BID and 150 mg BID
trametinib 2 and trametinib
mg tablets QD 2 mg tablets
as QD as
combination combination
dosing dosing
starting on starting on
Day 29. Day 29.
Number of Participants
Analyzed [units: 0 0 15 14

participants]
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Part D: Area under the concentration-time curve assessment of trametinib

(units: ng*h/mL)

Geometric Mean (95% Confidence Interval)

D 53.4 50.7
y (40 to 72) (39 to 66)
366 356
Day 21 (30510 439) (318 to 400)

Part D: Number of participants with the best overall response as assessed by the investigator in participants

(Time Frame: From the date of first dose of study medication to the first documented evidence of a confirmed complete response or partial response (up to

approximately 7 years))

Part D: Part D:

Dabrafenib Dabrafeﬁib Part D: Part D:
(DAB) 75 mg 150 mg to Dabrafenib Dabrafenib
to DAB 75 DAB 150 mg 75 mg + 150 mg +

mg + inib Trametinib 2 Trametinib 2
Trametinib 2 +Trgmet|n| mg mg
mg
mg
Participants Participants
received received
dabrefinib 75  dabrefinib 150
mg HPMC mg HPMC
capsules BID.  capsules BID.
These These
participants, participants, Participants Participants
after after received received
completion of - completion of - yaprefinib 75 dabrefinib 150
o serial PK serial PK mg HPMC mg HPMC
Arm/Group Description collection in collection in capsules BID  capsules BID
the first the first and trametinib  and trametinib
treatment treatment 2 mg tablets 2 mg tablets
period, were period, were QD. Qb.
allowed to allowed to
continue with continue with
dabrafenib 75 dabrafenib
mg BID and 150 mg BID
trametinib 2 and trametinib
mg tablets QD 2 mg tablets
as QD as
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combination combination
dosing dosing
starting on starting on
Day 29. Day 29.
Number of Participants
Analyzed [units: 12 16 43 39
participants]
Part D: Number of participants with the best overall response as assessed by the
investigator in participants
(units: Participants)
Count of Participants (Not Applicable)
CR 0 2 5 7
PR 8 10 28 21

Part D: Duration of response as assessed by the investigator
(Time Frame: First documented evidence of PR or CR until the earlier of date of disease progression or date of death due to any cause (up to approximately 7

years))
Part D:
Dabrafenib DalljbargfeDr-lib Part D: Part D:
(DAB) 75 mg 150 mg to Dabrafenib Dabrafenib
to DAB 75 75mg + 150 mg +
DAB 150 mg 9 9
mg + + Trametinib Trametinib 2 Trametinib 2
Trametinib 2 mg mg
2mg
mg
Participants Participants
received received
dabrefinib 75  dabrefinib 150
mg HPMC mg HPMC Participants Participants
capsules BID.  capsules BID. received received
These These dabrefinib 75  dabrefinib 150
o articipants, articipants, mg HPMC mg HPMC
Arm/Group Description P aﬁir P aftF;r capsules BID capsules BID
completion of  completion of ~ and trametinib  and trametinib
serial PK serial PK 2 mg tablets 2 mg tablets
collection in collection in QD. QD.
the first the first
treatment treatment
period, were period, were
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allowed to allowed to
continue with continue with
dabrafenib 75 dabrafenib
mg BID and 150 mg BID
trametinib 2 and trametinib
mg tablets QD 2 mg tablets
as QD as
combination combination
dosing dosing
starting on starting on
Day 29. Day 29.
Number of Participants
Analyzed [units: 12 16 43 39
participants]
Part D: Duration of
response as assessed
by the investigator
(units: Months)
Median (95% Confidence
Interval)
8.2 10.1 5.9 14.3
(3.5t0 14.8) (5.6 to NA)M (3.7 10 9.0) (8.8 t0 67.8)

[1] NA: Not estimable

Part D: Progression-free Survival (PFS) as assessed by the investigator

(Time Frame: From the date of randomization to the earliest date of disease progression (PD) or death due to any cause (up to approximately 7 years))

Part D: Part D:
Dabrafenib Dabrafeﬁib Part D: Part D:
(DAB) 75 mg 150 ma to Dabrafenib Dabrafenib
to DAB 75 9 75mg + 150 mg +
DAB 150 mg I ey
mg + + Trametinib Trametinib 2~ Trametinib 2
Trametinib 2 mg mg
mg 2mg
Participants Participants Participants Participants
o received received received received
Arm/Group Description dabrefinib 75  dabrefinib 150  dabrefinib 75  dabrefinib 150
mg HPMC mg HPMC mg HPMC mg HPMC
capsules BID.  capsules BID.  capsules BID  capsules BID
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These These and trametinib  and trametinib
participants, participants, 2 mg tablets 2 mg tablets
after after QD. QD.
completion of  completion of
serial PK serial PK
collection in collection in
the first the first
treatment treatment
period, were period, were
allowed to allowed to
continue with continue with
dabrafenib 75 dabrafenib
mg BID and 150 mg BID
trametinib 2 and trametinib
mg tablets QD 2 mg tablets
as QD as
combination combination
dosing dosing
starting on starting on
Day 29. Day 29.
Number of Participants
Analyzed [units: 12 16 43 39
participants]
Part D: Progression-free
Survival (PFS) as
assessed by the
investigator
(units: Months)
Median (95% Confidence
Interval)
7.9 9.3 7.4 11.1
(3.4t0 11.4) (3.7 to 28.6) (5.6 t0 10.7) (7.0 to 28.5)

Part D: Overall survival (OS)
(Time Frame: From the date of first dose until date of death due to any cause (up to approximately 7 years))

Part D:
Dabrafenib
(DAB) 75 mg
to DAB 75

Part D:
Dabrafenib
150 mg to

DAB 150 mg

Part D:
Dabrafenib
75 mg +

Part D:
Dabrafenib
150 mg +
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mg + + Trametinib ~ Trametinib 2 Trametinib 2
Trametinib 2 2mg mg mg
mg
Participants Participants
received received
dabrefinib 75  dabrefinib 150
mg HPMC mg HPMC
capsules BID.  capsules BID.
These These
participants, participants,
after after
cogwe;:ilglt 'g?( of co;r:e?ilglt |gr'1 of Partici.pants Partici.pants
collection in collection in rece'lv.ed recglyed
the first the first dabrefinib 75  dabrefinib 150
. mg HPMC mg HPMC
Arm/Group Description treatment treatment
iod, were period, were capsules BlD capsules BlD
p:IrII(())w,ed to aIIow’ed to and trametinib  and trametinib
X X : - 2 mg tablets 2 mg tablets
continue with continue with QD QD
dabrafenib 75 dabrafenib ) '
mg BID and 150 mg BID
trametinib 2 and trametinib
mg tablets QD 2 mg tablets
as QD as
combination combination
dosing dosing
starting on starting on
Day 29. Day 29.
Number of Participants
Analyzed [units: 12 16 43 39
participants]
Part D: Overall survival
(0S)
(units: Months)
Median (95% Confidence
Interval)
19.5 15.5 15.3 40.3
(12410 28.0) (10.4t060.0) (13.0t037.2) (15.7 to 69.6)
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Summary of Safety

Safety Results

All-Cause Mortality

Part D:
Dabraf Part D:
enib Dabraf
Part B: PartB: PartB: Part C Part C Part C (DAB) enib Part D:
Part A: Dabraf Dabraf Dabraf (randomi (randomi (crossove 75mg 150mg PartD: Dabraf
Dabraf enib enib enib Part C zed): zed): r): to DAB to DAB Dabraf enib
enib 75 Part B: 150mg 150mg 150mg (randomi Dabrafen Dabrafen Dabrafeni 75mg 150mg enib75 150 mg
mg + Dabrafeni + + + zed): ib 150 ib 150 b 150 mg + + mg + +
Tramet b75mg+ Tramet Tramet Trameti Dabrafen mg + mg + + Tramet Tramet Tramet Tramet
inib 2 Trametini inibb1l inib 15 nib 2 ib 150 Trametin  Trametin  Trametini inib 2 inib 2 inib 2 inib 2
mg b 1 mg mg mg mg mg ib 1 mg ib 2mg b 2mg mg mg mg mg
N=8 N=6 N=23 N=27 N =94 N =53 N =54 N =55 N =45 N =15 N=15 N=41 N=39
Particip Melanoma Melano Melano Melano Participa Participa Participa  Participant  Particip  Particip  Particip  Particip
ants BRAF- ma ma ma nts nts nts s who ants ants ants ants
receive positive BRAF- BRAF- BRAF- received received received received receive receive receive receive
da participant positive positive positive dabrafeni dabrafeni dabrafeni dabrafenib d d d d
single swhodid particip particip particip b150mg b150mg b 150 mg 150 mg dabrefi  dabrefi  dabrefi  dabrefi
dose of not ants ants ants gelatin gelatin gelatin capsules nib 75 nib150 nib75 nib 150
dabrafe receive who did  who did who capsules  capsules capsules BID alone mg mg mg mg
Arm/Gr nib 75 prior not not receive BID. BID and BID and in the HPMC HPMC HPMC  HPMC
oup mg treatment  receive receive  d prior trametinib  trametinib Randomiz  capsule capsule capsule capsule
DeSC”P gelatin  with BRAF prior prior treatme 1 mg 2mg ed Phase s BID. s BID. s BID s BID
tion capsule inhibitors  treatme treatme  ntwith tablets tablets were given  These These and and
s with received nt with nt with BRAF QD. QD. the particip  particip  trameti  trameti
repeat dabrafenib = BRAF BRAF  inhibitor opportunit ants, ants, nib 2 nib 2
dose 75 mg inhibito  inhibitor s and y to after after mg mg
trameti gelatin rs and S particip receive complet complet tablets tablets
nib capsules particip  receive ants combinatio ion of ion of QD. QD.
BID and ants d who n dosing of  serial serial
trametinib who dabrafe had dabrafenib PK PK
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(Day 1mg had nib 150  colorect 150 mg collecti  collecti
15). tablets QD  salivary mg al gelatin onin onin
as ductal gelatin cancer capsules the first  the first
continuous cancer capsule and BID and treatme treatme
daily receive s BID BRAFi trametinib nt nt
dosing. d and naive 2mg period, period,
Dose dabrafe trameti  melano tablets QD were were
escalation nib 150 nib 1.5 ma upon allowed allowed
decisions mg mg receive disease to to
were gelatin tablets d progressio  continu  continu
made capsule QDas dabrafe n with e with e with
based on s BID continu  nib 150 approval dabrafe  dabrafe
all and ous mg of the nib 75 nib 150
available trameti daily gelatin GlaxoSmit mgBID mgBID
pharmaco nib 1 dosing.  capsule hKline and and
kinetic mg Dose s BID (GSK) trameti  trameti
(PK), tablets  escalati and Medical nib 2 nib 2
safety, QD as on trametin Monitor. mg mg
and other  continu  decisio ib2mg tablets tablets
data from ous ns were tablets QD as QD as
the first 4 daily made QD as combin  combin
evaluable  dosing. based continu ation ation
participant Dose on all ous dosing dosing
s, and escalati availabl daily starting  starting
additional on e PK, dosing. onDay on Day
participant  decisio  safety, Dose 29. 29.
s were ns and escalati
enrolled were other on did
based on made data not
dose- based from proceed
limiting on all the first  beyond
toxicities  availabl 4 these
(DLTs) e PK, evaluab  doses
occurring safety, le of
during the and particip  dabrafe
first 3 other ants, nib and
weeks of data and trametin
treatment. from addition ib.
the first al
4 particip
evalua ants
ble were

particip  enrolled
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ants based
and on
additio DLTs
nal occurrin
particip g
ants during
were the first
enrolle 3
d weeks
based of
on treatme
DLTs nt.
occurri
ng
during
the first
3
weeks
of
treatme
nt.
Total 2(25.0 0(0.00%) 1435 6(222 12(12. 1(1.89%) 4(7.41%) 71273 7 (15.56%) 1(6.67 4266 7170 2(5.13
particip 0%) %) 2%) 77%) %) %) 7%) 7%) %)
ants
affecte
d

Serious Adverse Events by System Organ Class

Time Frame

participant per the protocol for approximately 90 months.

Adverse Events and Serious Adverse Events were collected for the maximum actual duration of treatment exposure and follow up for a

Source Vocabulary
for Table Default

MedDRA (21.0)

Assessment Type
for Table Default

Systematic Assessment
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Part D:
Dabraf Part D:
enib Dabraf
Part Part C Part C (DAB) enib
A: Part B: PartB: PartB: (random (random Part C 75 mg 150 Part D:  Part D:
Dabraf Dabraf Dabraf Dabraf ized): ized): (crossov to mgto Dabraf Dabraf
enib Part B: enib enib enib Part C Dabrafe  Dabrafe er): DAB DAB enib enib
75mg Dabrafen 150 150 150 (random  nib 150 nib 150 Dabrafen 75 mg 150 75 mg 150
+ ib 75 mg mg + mg + mg + ized): mg + mg + ib 150 + mg + + mg +
Trame + Tramet Tramet Tramet Dabrafe Trameti  Trameti mg + Tramet Tramet Tramet Tramet
tinib 2 Trametini  inib 1 inib inib 2 nib 150 nib 1 nib 2 Trametini  inib 2 inib 2 inib 2 inib 2
mg b 1mg mg 1.5mg mg mg mg mg b 2mg mg mg mg mg
N=8 N=6 N=23 N=27 N=94 N =53 N =54 N =55 N =45 N=15 N=15 N=41 N=39
Partici  Melanom Melano Melano Melano Participa Participa Participa Participan Particip Particip Particip  Particip
pants a BRAF- ma ma ma nts nts nts ts who ants ants ants ants
receive  positive BRAF- BRAF- BRAF- received received received received receive receive receive receive
da participan  positiv.  positiv  positiv  dabrafen dabrafen dabrafen dabrafeni d d d d
single  ts who did e e e ib 150 ib 150 ib 150 b150 mg dabrefi dabrefi dabrefi dabrefi
dose not particip particip  particip mg mg mg capsules nib75 nib150 nib75 nib 150
of receive ants ants ants gelatin gelatin gelatin BID alone mg mg mg mg
dabraf prior who who who capsules capsules capsules in the HPMC HPMC HPMC HPMC
enib treatment didnot did not receive BID. BIDand BIDand Randomiz capsul capsul capsul capsul
75 mg with receive receive d prior trametini  trametini  ed Phase esBID. esBID. esBID esBID
gelatin BRAF prior prior treatm b 1mg b2mg were These These and and
capsul inhibitors  treatm  treatm ent tablets tablets given the particip particip trameti  trameti
es with  received ent ent with QD. QD. opportunit ants, ants, nib 2 nib 2
Arm/Group repeat  dabrafeni with with BRAF y to after after mg mg
Description dose b 75 mg BRAF BRAF inhibito receive comple comple tablets tablets
trameti gelatin inhibito  inhibito  rs and combinati  tion of  tion of QD. QD.
nib capsules  rsand rs particip ondosing  serial serial
(Day BID and  particip receive ants of PK PK
15). trametinib ants d who dabrafeni  collecti  collecti
1 mg who dabraf had b 150 mg onin onin
tablets had enib colorec gelatin the first  the first
QD as salivar 150 mg tal capsules  treatm  treatm
continuou gelatin  cancer BID and ent ent
s daily ductal capsul and trametinib  period, period,
dosing. cancer esBID BRAFi 2 mg were were
Dose receive and naive tablets allowe  allowe
escalation d trameti melano QD upon dto dto
decisions  dabraf nib 1.5 ma disease  continu continu
were enib mg receive progressi e with e with

Page 135



Uy NOVARTIS

Clinical Trial Results Website

made
based on
all
available
pharmaco
kinetic
(PK),
safety,
and other
data from
the first 4
evaluable
participan
ts, and
additional
participan
ts were
enrolled
based on
dose-
limiting
toxicities
(DLTs)
occurring
during the
first 3
weeks of
treatment.

150 mg
gelatin
capsul
es BID
and
trameti
nib 1
mg
tablets
QD as
continu
ous
daily
dosing.
Dose
escalat
ion
decisio
ns
were
made
based
on all
availab
le PK,
safety,
and
other
data
from
the first
4
evalua
ble
particip
ants
and
additio
nal
particip
ants
were
enrolle

tablets
QD as
continu
ous
daily
dosing.
Dose
escalat
ion
decisio
ns
were
made
based
on all
availab
le PK,
safety,
and
other
data
from
the first
4
evalua
ble
particip
ants,
and
additio
nal
particip
ants
were
enrolle
d
based
on
DLTs
occurri
ng
during
the first

d
dabraf
enib
150 mg
gelatin
capsul
es BID
and
trameti
nib 2
mg
tablets
QD as
continu
ous
daily
dosing.
Dose
escalat
ion did
not
procee
d
beyond
these
doses
of
dabraf
enib
and
trameti
nib.

on with
approval
of the
GlaxoSmi
thKline
(GSK)
Medical
Monitor.

dabraf
enib 75
mg BID
and
trameti
nib 2
mg
tablets
QD as
combin
ation
dosing
starting
on Day
29.

dabraf
enib
150 mg
BID
and
trameti
nib 2
mg
tablets
QD as
combin
ation
dosing
starting
on Day
29.
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d 3
based weeks
on of
DLTs treatm
occurri ent.
ng
during
the first
3
weeks
of
treatm
ent.
Total 5625 1(16.67 15(65. 14 (51. 55(58. 15(28.3 24 (444 39(70.9 24(53.33 8(53.3 11(73. 29(70. 30(76.
participants 0%) %) 22%) 85%) 51%) 0%) 4%) 1%) %) 3%) 33%) 73%) 92%)
affected
Blood and
lymphatic
system
disorders
Anaemia 0(0.00 0(0.00%) O0(@.00 0(000 3(3.19 1(1.89% 2(3.70% 0(0.00% 0(0.00%) 0(.00 0(0.00 1(2.44 0¢(0.00
%) % %) %) ) ) ) % %) %K %)
Febrile 0(0.00 0(0.00%) O0(@.00 0(000 1(1.06 0(0.00% 0(0.00% 1(1.82% 0(0.00%) 0(.00 0(0.00 0(0.00 0¢(0.00
neutropenia %) %) %) %) ) ) ) %) %) %) %)
Immune 0(0.00 0(0.00%) 0(.00 O0(0.00 0(.00 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(0.00 0(0.00 1(2.44 0¢(0.00
thrombocyto %) %) %) %) ) ) ) %) %) %) %)
penic
purpura
Leukocytosis 0 (0.00 0(0.00%) 0(0.00 0(0.00 1(1.06 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(0.00 0(0.00 0(0.00 0(0.00
%) % %) %) ) ) ) % %) %K) %)
Leukopenia 0(0.00 0(0.00%) 0(.00 1(3.70 1(1.06 0(0.00% 0(0.00% 1(1.82% 0(0.00%) 0(0.00 0(0.00 0(0.00 0¢(0.00
%) %) %) %) ) ) ) % %K) %) %)
Neutropenia 0(0.00 0(0.00%) 0(.00 2(741 1(1.06 0(0.00% 0(0.00% 2(3.64% 0(0.00%) 0(0.00 0(0.00 1(2.44 0(0.00
%) %) %) %) ) ) ) %) %) %) %)
Thrombocyto 0 (0.00 0(0.00%) 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00% 1(1.82% 0(0.00%) 0(0.00 0(0.00 1(2.44 0¢(0.00
penia %) %) %) %) ) ) ) %) %) %) %)
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Cardiac
disorders
Atrial 0(0.00 0(0.00%) O0(.00 1370 1(1.06 1(1.89% 0(0.00% 0(0.00% 0(0.00%) 0(0.00 0(0.00 0(0.00 1(2.56
fibrillation %) %) %) %) ) ) ) %) %) %) %)
Atrial 0(0.00 0(0.00%) 0(.00 0(.00 0(.00 0(0.00% 0(0.00% 1(1.82% 0(0.00%) 0(0.00 0(0.00 0(0.00 0¢(0.00
thrombosis %) %) %) %) ) ) ) %) %) %) %)
Cardiac 0(0.00 0(0.00%) 0(.00 0(.0O0 1(1.06 0(0.00% 1(1.85% 0(0.00% 0(0.00%) 0(0.00 0(0.00 0(0.00 0¢(0.00
failure %) %) %) %) ) ) ) %) %) %) %)
Cardiogenic 0(0.00 0(0.00%) 0(.00 0(.00 1(1.06 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(0.00 0(0.00 0(0.00 0¢(0.00
shock %) %) %) %) ) ) ) %) %) %) %)
Left 0(0.00 0(0.00%) 0(0.00 0(.00 0(0.00 0(0.00% 1(1.85% 0(0.00% 0(0.00%) 0(0.00 0(0.00 0(0.00 1(2.56
ventricular %) %) %) %) ) ) ) %) %) %) %)
dysfunction
Pericarditis 1(12.5 0(0.00%) 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(0.00 0(0.00 0(0.00 0(0.00
0%) %) %) %) ) ) ) %) %) %) %)
Sinus 0(0.00 0(0.00%) 0(.00 0(0.00 0(.00 0(0.00% 0(0.00% 0(0.00% 1(2.22%) 0(0.00 0(0.00 0(0.00 0¢(0.00
tachycardia %) %) %) %) ) ) ) %) %) %) %)
Tachycardia 0(0.00 0(0.00%) 0(.00 1(3.70 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(0.00 0(0.00 0(0.00 0¢(0.00
%) %) %) %) ) ) ) %) %) %) %)
Ventricular 0(0.00 0(0.00%) 0(.00 0(.00 1(1.06 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(0.00 0(0.00 0(0.00 0¢(0.00
arrhythmia %) %) %) %) ) ) ) %) %) %) %)
Endocrine
disorders
Addison's 0(0.00 0(0.00%) 0(0.00 0(.00 1(1.06 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(0.00 0(0.00 0(0.00 0(0.00
disease %) %) %) %) ) ) ) %) %) %) %)
Adrenal 0(0.00 0(0.00%) 0(.00 0(.00 0(.00 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(0.00 0(0.00 1(2.44 0¢(0.00
insufficiency %) %) %) %) ) ) ) %) %) %) %)
Eye disorders
Chorioretinop 0(0.00 0(0.00%) 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00% 1(1.82% 0(0.00%) 0(0.00 0(0.00 0(0.00 0(0.00
athy %) %) %) %) ) ) ) %) %) %) %)
Diplopia 1(12.5 0(0.00%) 0(.00 0(0.00 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(0.00 0(0.00 0(0.00 0(0.00
0%) %) %) %) ) ) ) %) %) %) %)
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Optic 0(0.00 0(0.00%) 0(0.00 0(.00 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(0.00 1(6.67 0(0.00 0(0.00
ischaemic %) %) %) %) ) ) ) %) %) %) %)
neuropathy
Uveitis 0(0.00 0(0.00%) 0(0.00 0(.00 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(0.00 0(0.00 0(0.00 1(2.56
%) %) %) %) ) ) ) %) %) %) %)
Vision 1(12.5 0(0.00%) 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(0.00 0(0.00 0(0.00 0(0.00
blurred 0%) %) %) %) ) ) ) %) %) %) %)
Gastrointestin
al disorders
Abdominal 0(0.00 0(0.00%) 1(435 0(.00 O0(0.00 1(1.89% 0(0.00% 0(0.00% 0(0.00%) 1(6.67 0(0.00 0(0.00 0(0.00
distension %) %) %) %) ) ) ) %) %) %) %)
Abdominal 0(0.00 0(0.00%) 1(435 1(3.70 0(0.00 1(1.89% 0(0.00% 1(1.82% 0(0.00%) 0(0.00 1(6.67 0(0.00 0(0.00
pain %) %) %) %) ) ) ) %) %) %) %)
Abdominal 0(0.00 0(0.00%) 0(0.00 0(.00 1(1.06 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(0.00 0(0.00 0(0.00 1(2.56
pain upper %) %) %) %) ) ) ) %) %) %) %)
Abdominal 0(0.00 0(0.00%) 0(.00 0(0.00 0(.00 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(0.00 0(0.00 1(2.44 0¢(0.00
wall %) %) %) %) ) ) ) %) %) %) %)
haematoma
Ascites 0(0.00 0(0.00%) 0(0.00 0(.00 0(0.00 0(.00% 1(1.85% 0(0.00% 1(2.22%) 0(0.00 0(0.00 0(0.00 0(0.00
%) %) %) %) ) ) ) %) %) %) %)
Colitis 0(0.00 0(0.00%) 0(0.00 0(.00 O0(0.00 0(.00% 1(1.85% 0(0.00% 0(0.00%) 0(0.00 0(0.00 0(0.00 0(0.00
%) %) %) %) ) ) ) %) %) %) %)
Constipation  0(0.00 0(0.00%) 0(0.00 0(0.00 0(0.00 0(0.00% 1(1.85% 0(0.00% 1(2.22%) 0(0.00 0(0.00 0(0.00 0(0.00
%) %) %) %) ) ) ) %) %) %) %)
Diarrhoea 0(0.00 0(0.00%) 0(0.00 1(3.70 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(0.00 0(0.00 0(0.00 0(0.00
%) %) %) %) ) ) ) %) %) %) %)
Duodenal 0(0.00 0(0.00%) 0(.00 1(3.70 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(0.00 0(0.00 0(0.00 0¢(0.00
stenosis %) %) %) %) ) ) ) %) %) %) %)
Dysphagia 1(125 0(0.00%) 0(.00 0(0.00 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(0.00 0(0.00 0(0.00 0¢(0.00
0%) %) %) %) ) ) ) %) %) %) %)
Gastriculcer 0(0.00 0(0.00%) 0(0.00 0(0.00 1(1.06 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(0.00 0(0.00 0(0.00 0(0.00
haemorrhage %) %) %) %) ) ) ) %) %) %) %)

Page 139



Uy NOVARTIS

Clinical Trial Results Website

Gastrointesti  0(0.00 0(0.00%) 1(4.35 0(0.00 0(0.00 0(0.00% 0(0.00% 2(3.64% 0(0.00%) 0(0.00 0(0.00 0(0.00 1(2.56

nal %) %) %) %) ) ) ) %) %) %) %)
haemorrhage
Haemorrhoid 0 (0.00 0(0.00%) 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00% 0(0.00% 1(2.22%) 0(0.00 0(0.00 0(0.00 0(0.00
s %) %) %) %) ) ) ) %) %) %) %)
Intestinal 0(0.00 0(0.00%) 0(.00 O0(0.00 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(0.00 1(6.67 0(0.00 0(0.00
obstruction %) %) %) %) ) ) ) %) %) %) %)
Intestinal 0(0.00 0(0.00%) 0(.00 0(.00 O0(.00 0(0.00% 0(0.00% 1(1.82% 0(0.00%) 0(0.00 0(0.00 0(0.00 0¢(0.00
perforation %) %) %) %) ) ) ) %) %) %) %)
Large 0(0.00 0(0.00%) 0(.00 0(.00 2(2.13 0(0.00% 0(0.00% 1(1.82% 0(0.00%) 0(0.00 0(0.00 0(0.00 0¢(0.00
intestinal %) %) %) %) ) ) ) %) %) %) %)
obstruction
Large 0(0.00 0(0.00%) 1(4.35 0(0.00 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(0.00 0(0.00 0(0.00 0¢(0.00
intestine %) %) %) %) ) ) ) %) %) %) %)
perforation
Melaena 0(0.00 0(0.00%) 0(.00 0(.00 1(1.06 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(0.00 0(0.00 0(0.00 0¢(0.00
%) %) %) %) ) ) ) %) %) %) %)
Nausea 2(25.0 0(0.00%) 1(4.35 1370 3(3.19 0(0.00% 3(556% 1(1.82% 2(4.44%) 0(0.00 0(0.00 2(4.88 1(2.56
0%) %) %) %) ) ) ) %) %) %) %)
Obstructive 0(0.00 0(0.00%) 0( .00 0(.00 O0(.00 0(0.00% 1(1.85% 0(0.00% 0(0.00%) 0(0.00 0(0.00 0(0.00 0¢(0.00
pancreatitis %) %) %) %) ) ) ) %) %) %) %)
Pancreatitis 0(0.00 0(0.00%) 0(.00 0(.00 0(.00 0(0.00% 0(0.00% 0(0.00% 1(2.22%) 0(0.00 1(6.67 0(0.00 1(2.56
%) %) %) %) ) ) ) %) %) %) %)
Pancreatitis 0(0.00 0(0.00%) 0(.00 0(.00 O0(.00 0(0.00% 1(1.85% 0(0.00% 0(0.00%) 0(0.00 1(6.67 0(0.00 0(0.00
acute %) %) %) %) ) ) ) %) %) %) %)
Rectal 1(125 0(0.00%) 0(.00 0(0.00 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(0.00 0(0.00 0(0.00 0¢(0.00
haemorrhage 0%) %) %) %) ) ) ) %) %) %) %)
Small 0(0.00 0(0.00%) 0(.00 0(0.00 1(1.06 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(0.00 0(0.00 0(0.00 0¢(0.00
intestinal %) %) %) %) ) ) ) %) %) %) %)
obstruction
Vomiting 1(125 0(0.00%) 1435 0(0.00 3(3.19 0(0.00% 4(7.41% 0(0.00% 1(2.22%) 0(0.00 O0(0.00 2(4.88 1(2.56
0%) %) %) %) ) ) ) %) %) %) %)
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General
disorders and
administration

site
conditions
Asthenia 0(0.00 0(0.00%) 2(8.70 1(3.70 1(1.06 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(0.00 0(0.00 1(244 1(2.56
%) %) %) %) ) ) ) %) %) %) %)
Chills 0(0.00 0(0.00%) 3(13.0 2(741 18(19. 1(1.89% 7(1296 12218 5(11.11% 6(40.0 5(33.3 14(34. 15(38.
%) 4%) %) 15%) ) %) 2%) ) 0%) 3%) 15%) 46%)
Fatigue 0(0.00 0(0.00%) 0(.00 1(3.70 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(0.00 0(0.00 1(2.44 1(2.56
%) %) %) %) ) ) ) %) %) %) %)
Hernia 0(0.00 0(0.00%) 0(.00 0(.00 1(1.06 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(0.00 0(0.00 0(0.00 0¢(0.00
%) %) %) %) ) ) ) %) %) %) %)
Influenza like 0(0.00 0(0.00%) 1(4.35 1(3.70 1(1.06 0(0.00% 1(1.85% 0(0.00% 0(0.00%) 0(0.00 2(13.3 0(0.00 1(2.56
illness %) %) %) %) ) ) ) %) 3%) %) %)
Non-cardiac 0(0.00 0(0.00%) 0(0.00 0(.00 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(0.00 0(0.00 2(4.88 0(0.00
chest pain %) %) %) %) ) ) ) %) %) %) %)
Oedema 0(0.00 0(0.00%) 0(0.00 0(.00 0(0.00 0(0.00% 0(0.00% 0(0.00% 1(2.22%) 0(0.00 0(0.00 0(0.00 0(0.00
peripheral %) %) %) %) ) ) ) %) %) %) %)
Pain 0(0.00 0(0.00%) 0(.00 0(.00 1(1.06 0(0.00% 0(0.00% 1(1.82% 0(0.00%) 0(0.00 0(0.00 0(0.00 1(2.56
%) %) %) %) ) ) ) %) %) %) %)
Peripheral 0(0.00 0(0.00%) 1(4.35 0(0.00 0(.00 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(0.00 0(0.00 0(0.00 0¢(0.00
swelling %) %) %) %) ) ) ) %) %) %) %)
Pyrexia 0(0.00 0(0.00%) 6(26.0 6(222 25(26. 1(1.89% 10(185 16(29.0 7(1556% 6(40.0 6(40.0 16(39. 16 (41.
%) 9%) 2%) 60%) ) 2%) 9%) ) 0%) 0%) 02%) 03%)
Hepatobiliary
disorders
Cholangitis 0(0.00 0(0.00%) 0(0.00 0(.00 0(0.00 0(0.00% 1(1.85% 0(0.00% 0(0.00%) 0(0.00 0(0.00 0(0.00 0(0.00
%) %) %) %) ) ) ) %) %) %) %)
Gallbladder 0(0.00 0(0.00%) 0(.00 0(.00 0(.00 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(0.00 0(0.00 1(2.44 0¢(0.00
enlargement %) %) %) %) ) ) ) %) %) %) %)
Hyperbilirubi 0 (0.00 0(0.00%) 0(0.00 0(.00 2(213 0(0.00% 1(1.85% 0(0.00% 0(0.00%) 0(0.00 0(0.00 0(0.00 0(0.00
naemia %) %) %) %) ) ) ) %) %) %) %)
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Immune

system

disorders
Allergy to 0(0.00 0(0.00%) 0(.00 O0(0.00 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(0.00 1(6.67 0(0.00 0¢(0.00
immunoglobu %) %) %) %) ) ) ) %) %) %) %)
lin therapy
Cytokine 0(0.00 0(0.00%) 0(.00 1(3.70 1(1.06 0(0.00% 0(0.00% 1(1.82% 1(2.22%) 0(0.00 0(0.00 1(244 5(12.8
release %) %) %) %) ) ) ) %) %) %) 2%)
syndrome
Drug 0(0.00 0(0.00%) 0(.00 0(.00 O0(.00 0(0.00% 1(1.85% 0(0.00% 0(0.00%) 0(0.00 0(0.00 0(0.00 0¢(0.00
hypersensitiv %) %) %) %) ) ) ) %) %) %) %)
ity
Sarcoidosis 0(0.00 0(0.00%) 0(.00 0(.00 0(.00 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(0.00 0(.00 0(.00 1(2.56

%) %) %) %) ) ) ) %) %) %) %)

Infections and
infestations

Abdominal ~ 0(0.00 0(0.00%) 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00% 0(0.00% 1(2.22%) 0(0.00 0(0.00 0(0.00 0(0.00

abscess %) %) %) %) ) ) ) %) %) %) %)
Abscess 0(0.00 0(0.00%) 0(0.00 0(.00 1(1.06 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(0.00 0(0.00 0(0.00 0(0.00
neck %) %) %) %) ) ) ) %) %) %) %)
Appendicitis 0(0.00 0(0.00%) 1(4.35 1(3.70 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(0.00 0(0.00 0(0.00 0¢(0.00

%) %) %) %) ) ) ) %) %) %) %)
Bacteraemia  0(0.00 0(0.00%) 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(0.00 0(0.00 1(244 1(2.56

%) %) %) %) ) ) ) %) %) %) %)
Bacterial 0(0.00 0(0.00%) 0(.00 0(.00 0(.00 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(0.00 0(0.00 1(2.44 0¢(0.00
sepsis %) %) %) %) ) ) ) %) %) %) %)
Cardiac 0(0.00 0(0.00%) 0(0.00 0(.00 0(0.00 0(0.00% 0(0.00% 1(1.82% 0(0.00%) 0(0.00 0(0.00 0(0.00 0(0.00
infection %) %) %) %) ) ) ) %) %) %) %)
Cellulitis 1(12.5 0(0.00%) 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00% 1(1.82% 1(2.22%) 0(0.00 1(6.67 1(2.44 0(0.00

0%) %) %) %) ) ) ) %) %) %) %)
Device 0(0.00 0(0.00%) 0(.00 0(.00 0(.00 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(0.00 0(0.00 0(0.00 1(2.56
related %) %) %) %) ) ) ) %) %) %) %)
infection
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Device 0(0.00 0(0.00%) 0(.00 0(.00 1(1.06 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(0.00 0(0.00 0(0.00 0¢(0.00
related %) %) %) %) ) ) ) %) %) %) %)
sepsis
Diverticulitis 0(0.00 0(0.00%) 1(4.35 0(.00 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(0.00 0(0.00 0(0.00 0(0.00
%) %) %) %) ) ) ) %) %) %) %)
Endocardits 0 (0.00 0(0.00%) 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00% 1(1.82% 0(0.00%) 0(0.00 0(0.00 0(0.00 0(0.00
bacterial %) %) %) %) ) ) ) %) %) %) %)
Escherichia 0(0.00 0(0.00%) 0(0.00 0(.00 0(.00 0(0.00% 0(0.00% 1(1.82% 0(0.00%) 0(0.00 0(0.00 0(0.00 0¢(0.00
sepsis %) %) %) %) ) ) ) %) %) %) %)
Gastroenteriti 0 (0.00 0(0.00%) 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(0.00 0(.00 0(0.00 1(2.56
s viral %) %) %) %) ) ) ) %) %) %) %)
Hepatic 0(0.00 0(0.00%) 0(.00 1(3.70 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(0.00 0(0.00 0(0.00 0¢(0.00
infection %) %) %) %) ) ) ) %) %) %) %)
Influenza 0(0.00 0(0.00%) 0(0.00 0(.00 0(0.00 0(0.00% 0(0.00% 1(1.82% 0(0.00%) 0(0.00 0(0.00 0(0.00 0(0.00
%) %) %) %) ) ) ) %) %) %) %)
Kidney 0(0.00 0(0.00%) 0(.00 0(0.00 0(.00 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(0.00 0(0.00 1(2.44 0¢(0.00
infection %) %) %) %) ) ) ) %) %) %) %)
Lower 0(0.00 0(0.00%) 0(.00 0(.00 0(.00 0(0.00% 0(0.00% 1(1.82% 0(0.00%) 0(0.00 0(0.00 0(0.00 1(2.56
respiratory %) %) %) %) ) ) ) %) %) %) %)
tract infection
Pelvic 0(0.00 0(0.00%) 0(.00 0(.00 0(.00 0(0.00% 0(0.00% 1(1.82% 0(0.00%) 0(0.00 0(0.00 0(0.00 0¢(0.00
infection %) %) %) %) ) ) ) %) %) %) %)
Peritonitis 0(0.00 0(0.00%) 0(.00 0(.00 1(1.06 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(0.00 0(0.00 0(0.00 0¢(0.00
%) %) %) %) ) ) ) %) %) %) %)
Pharyngitis 0(0.00 0(0.00%) 0(0.00 1(3.70 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(0.00 0(0.00 0(0.00 0(0.00
%) %) %) %) ) ) ) %) %) %) %)
Pneumonia 0(0.00 0(0.00%) 0(.00 1(3.70 1(1.06 1(1.89% 1(1.85% 3(5.45% 1(2.22%) 1(6.67 0(0.00 1(244 2(5.13
%) %) %) %) ) ) ) %) %) %) %)
Pneumonia 0(0.00 0(0.00%) 0(.00 0(0.00 0(.00 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(0.00 1(6.67 0(0.00 0¢(0.00
necrotising %) %) %) %) ) ) ) %) %) %) %)
Prostate 0(0.00 0(0.00%) 0(.00 0(.00 0(.00 0(0.00% 0(0.00% 0(0.00% 1(2.22%) 0(0.00 0(0.00 0(0.00 0¢(0.00
infection %) %) %) %) ) ) ) %) %) %) %)
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Pseudomona 0 (0.00 0(0.00%) 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00% 1(1.82% 0(0.00%) 0(0.00 0(0.00 0(0.00 0(0.00

| sepsis %) %) %) %) ) ) ) %) %) %) %)
Pyelonephriti 0 (0.00 0(0.00%) 0(0.00 0(0.00 0(0.00 0(0.00% 1(1.85% 0(0.00% 0(0.00%) 0(0.00 0(0.00 0(0.00 0(0.00
s %) %) %) %) ) ) ) %) %) %) %)
Sepsis 0(0.00 0(0.00%) 0(0.00 0(.00 O0(0.00 0(0.00% 1(1.85% 1(1.82% 1(2.22%) 1(6.67 0(0.00 1(2.44 1(2.56
%) %) %) %) ) ) ) %) %) %) %)
Skin infection 0(0.00 0(0.00%) 0(0.00 0(0.00 0(0.00 0(0.00% 1(1.85% 0(0.00% 0(0.00%) 0(0.00 0(0.00 0(0.00 0¢(0.00
%) %) %) %) ) ) ) %) %) %) %)
Staphylococc  0(0.00 0(0.00%) 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00% 1(1.82% 0(0.00%) 0(0.00 1(6.67 0(0.00 0(0.00
al sepsis %) %) %) %) ) ) ) %) %) %) %)
Streptococca 0 (0.00 0(0.00%) 0(0.00 0(0.00 0(0.00 0(0.00% 1(1.85% 0(0.00% 0(0.00%) 0(0.00 0(0.00 0(0.00 0(0.00
| infection %) %) %) %) ) ) ) %) %) %) %)
Streptococca 0 (0.00 0(0.00%) 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00% 1(1.82% 0(0.00%) 0(0.00 0(0.00 0(0.00 0 (0.00
| sepsis %) %) %) %) ) ) ) %) %) %) %)
Systemic 0(0.00 0(0.00%) 0(0.00 0(.00 1(1.06 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(0.00 0(0.00 0(0.00 0(0.00
infection %) %) %) %) ) ) ) %) %) %) %)
Upper 0(0.00 0(0.00%) 1(4.35 0(0.00 0(.00 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(0.00 0(0.00 0(0.00 0¢(0.00
respiratory %) %) %) %) ) ) ) %) %) %) %)

tract infection
Urinary tract 0(0.00 0(0.00%) O0(@.00 0(000 1(1.06 1(1.89% 0(0.00% 0(0.00% 1(2.22%) 0(0.00 0(0.00 1(2.44 0(0.00

infection %) %) %) %) ) ) ) %) %) %) %)

Urosepsis 0(0.00 0(0.00%) 0(.00 0(©00 O0(.00 1(1.89% 1(1.85% 0(0.00% 1(2.22%) 0(0.00 0(0.00 0(0.00 0¢(0.00
%) % %) %) ) ) ) % %) %K) %)

Viral infection 0 (0.00 0(0.00%) 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00% 1(1.82% 0(0.00%) 1(6.67 0(0.00 0(0.00 1(2.56
%) % %) %) ) ) ) % %K) %) %)

Wound 1(125 0(0.00%) 0(.00 0(0.00 0(.00 0(0.00% 0(0.00% 1(1.82% 0(0.00%) 0(0.00 0(0.00 0(0.00 0¢(0.00

infection 0%) %) %) %) ) ) ) %) %) %) %)

Wound 0(0.00 0(0.00%) 0(.00 0(.00 O0(.00 0(0.00% 0(0.00% 1(1.82% 0(0.00%) 0(0.00 0(0.00 0(0.00 0¢(0.00

infection %) %) %) %) ) ) ) %) %) %) %)

staphylococc

al

Injury,

poisoning and

Page 144



Uy NOVARTIS

Clinical Trial Results Website

procedural

complications
Clavicle 0(0.00 0(0.00%) 0(0.00 0(.00 0(0.00 0(0.00% 0(0.00% 1(1.82% 0(0.00%) 0(0.00 0(0.00 0(0.00 0(0.00
fracture %) %) %) %) ) ) ) %) %) %) %)
Laceration 0(0.00 0(0.00%) 0(0.00 0(.00 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(0.00 0(0.00 1(2.44 0(0.00

%) %) %) %) ) ) ) %) %) %) %)
Pelvic 0(0.00 0(0.00%) 0(.00 0(0.00 0(.00 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(0.00 0(0.00 0(0.00 1(2.56
fracture %) %) %) %) ) ) ) %) %) %) %)
Rib fracture 0(0.00 0(0.00%) 0(0.00 0(.00 0(.00 0(0.00% 0(0.00% 1(1.82% 0(0.00%) 0(0.00 0(0.00 0(0.00 0¢(0.00
%) %) %) %) ) ) ) %) %) %) %)

Spinal 0(0.00 0(0.00%) 0(0.00 0(.00 O0(.00 1(1.89% 0(0.00% 0(0.00% 0(0.00%) 0(0.00 0(0.00 0(0.00 0¢(0.00
compression %) %) %) %) ) ) ) %) %) %) %)
fracture
Wound 0(0.00 0(0.00%) 0(0.00 0(.00 0(0.00 0(0.00% 0(0.00% 0(0.00% 1(2.22%) 0(0.00 0(0.00 0(0.00 0(0.00
dehiscence %) %) %) %) ) ) ) %) %) %) %)
Wound 0(0.00 0(0.00%) 0(0.00 0(.00 0(0.00 0(0.00% 0(0.00% 1(1.82% 0(0.00%) 0(0.00 0(0.00 0(0.00 0(0.00
haemorrhage %) %) %) %) ) ) ) %) %) %) %)

Investigations
Alanine 0(0.00 0(0.00%) 0(.00 0(.00 1(1.06 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 3(20.0 0(0.00 0(0.00 1(2.56
aminotransfe %) %) %) %) ) ) ) 0%) %) %) %)
rase
increased
Aspartate 0(0.00 0(0.00%) 0(.00 0(.00 1(1.06 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 3(20.0 0(0.00 0(0.00 1(2.56
aminotransfe %) %) %) %) ) ) ) 0%) %) %) %)
rase
increased
Blood 0(0.00 0(0.00%) 0(0.00 0(.00 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 3(20.0 0(0.00 0(0.00 1(2.56
alkaline %) %) %) %) ) ) ) 0%) %) %) %)
phosphatase
increased
Blood 0(0.00 0(0.00%) 0(0.00 0(.00 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 2(13.3 0(0.00 0(0.00 0(0.00
bilirubin %) %) %) %) ) ) ) 3%) %) %) %)
increased
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Blood 0(0.00 0(0.00%) O0(.00 0(0.00 0(0.00 0(0.00% 0(0.00% 0(0.00% 1(2.22%) 0(0.00 0(0.00 0(0.00 0¢(0.00
calcium %) %) %) %) ) ) ) %) %) %) %)
increased
Blood 0(0.00 0(0.00%) 0(.00 0(0.00 0(.00 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(0.00 0(0.00 1(2.44 0¢(0.00
creatine %) %) %) %) ) ) ) %) %) %) %)
phosphokina
se increased
Blood 0(0.00 0(0.00%) 0(.00 0(0.00 1(1.06 0(0.00% 0(0.00% 1(1.82% 1(2.22%) 0(0.00 0(0.00 1(2.44 0(0.00
creatinine %) %) %) %) ) ) ) %) %) %) %)
increased
Ejection 0(0.00 0(0.00%) O0(@.00 0(©00 0(.O0 O0(.00% 1(1.85% 0(0.00% 0(0.00%) 0(.00 0(0.00 0(.00 0¢(0.00
fraction %) %) %) %) ) ) ) %) %) %) %)
Ejection 0(0.00 0(0.00%) O0(@.00 1(3.70 8(8.51 0(0.00% 3(5.56% 4(7.27% 5(11.11% 1(6.67 0(0.00 3(7.32 3(7.69
fraction %) %) %) %) ) ) ) ) %) %) %) %)
decreased
Gamma- 0(0.00 0(0.00%) O0(.00 O0(0.00 0(.00 0(.00% 0(0.00% 0(0.00% 0(0.00%) 1(667 O0(0.00 0(0.00 2(5.13
glutamyltrans %) %) %) %) ) ) ) %) %) %) %)
ferase
increased
Hepatic 0(0.00 0(0.00%) O0(@.00 0(000 1(1.06 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(.00 0(0.00 0(0.00 1(2.56
enzyme %) %) %) %) ) ) ) %) %) %) %)
increased
Liver function 0(0.00 0(0.00%) 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(.00 0(.00 0(.00 1(2.56
test %) %) %) %) ) ) ) %) %) %) %)
increased
White blood 0(0.00 0(0.00%) 1(4.35 0(0.00 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(0.00 0(0.00 0(0.00 1(2.56
cell count %) %) %) %) ) ) ) %) %) %) %)
decreased
White blood 0(0.00 0(0.00%) 0(.00 0(0.00 0(.00 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(0.00 1(6.67 0(0.00 0(0.00
cell count %) %) %) %) ) ) ) %) %) %) %)
increased

Metabolism

and nutrition

disorders

Page 146



Uy NOVARTIS

Clinical Trial Results Website

Decreased 0(0.00 0(0.00%) O0(.00 O0(0.00 0(.00 0(.00% 1(1.85% 0(0.00% 0(0.00%) 1(6.67 0(0.00 1(2.44 0(0.00
appetite %) %) %) %) ) ) ) %) %) %) %)
Dehydration 0(0.00 0(0.00%) 1(4.35 2(741 4((4.26 0(0.00% 1(1.85% 2(3.64% 0(0.00%) 0(0.00 1(6.67 2(4.88 3(7.69
%) %) %) %) ) ) ) %) %) %) %)
Failure to 0(0.00 0(0.00%) 0(.00 0(0.00 2(2.13 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(0.00 0(0.00 0(0.00 0¢(0.00
thrive %) %) %) %) ) ) ) %) %) %) %)
Hypercalcae 0(0.00 0(0.00%) 0(0.00 0(0.00 0(0.00 0(0.00% 1(1.85% 0(0.00% 0(0.00%) 0(0.00 0(0.00 1(2.44 1(2.56
mia %) %) %) %) ) ) ) %) %) %) %)
Hypocalcae 0(0.00 0(0.00%) O0(.00 0(0.00 0(.00 0(.00% 0(0.00% 0(0.00% 0(0.00%) 1(6.67 0(0.00 0(0.00 0¢(0.00
mia %) %) %) %) ) ) ) %) %) %) %)
Hypoglycae 0(0.00 0(0.00%) 0(.00 0(.00 1(1.06 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(0.00 0(0.00 0(0.00 0¢(0.00
mia %) %) %) %) ) ) ) %) %) %) %)
Hypokalaemi 0 (0.00 0(0.00%) 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(0.00 0(0.00 1(2.44 0(0.00
a %) %) %) %) ) ) ) %) %) %) %)
Hyponatraem 0(0.00 0(0.00%) 0(0.00 2(741 1(1.06 0(0.00% 1(1.85% 1(1.82% 1(2.22%) 1(6.67 0(0.00 0(0.00 0(0.00
ia %) %) %) %) ) ) ) %) %) %) %)
Hypophosph 0 (0.00 0(0.00%) 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00% 1(1.82% 0(0.00%) 0(0.00 0(0.00 0(0.00 0¢(0.00
ataemia %) %) %) %) ) ) ) %) %) %) %)
Musculoskelet
al and
connective
tissue
disorders
Back pain 0(0.00 0(0.00%) O0(.00 1(3.70 1(1.06 0(0.00% 0(0.00% 1(1.82% 0(0.00%) 1(6.67 0(0.00 1(2.44 0(0.00
%) %) %) %) ) ) ) %) %) %) %)
Flank pain 0(0.00 0(0.00%) 0(.00 0(0.00 1(1.06 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(0.00 0(0.00 0(0.00 0¢(0.00
%) %) %) %) ) ) ) %) %) %) %)
Muscle 0(0.00 0(0.00%) 0(.00 0(0.00 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(0.00 0(0.00 1(2.44 0¢(0.00
spasms %) %) %) %) ) ) ) %) %) %) %)
Muscular 0(0.00 0(0.00%) O0(.00 O0(0.00 0(.0O0 O0(.00% 1(1.85% 0(0.00% 0(0.00%) 0(.00 0(0.00 0(.00 2(5.13
weakness %) %) %) %) ) ) ) %) %) %) %)
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Musculoskel  0(0.00 0(0.00%) 0(0.00 0(.00 0(0.00 0(0.00% 0(0.00% 1(1.82% 0(0.00%) 0(0.00 0(0.00 0(0.00 0(0.00
etal chest %) %) %) %) ) ) ) %) %) %) %)
pain
Myalgia 0(0.00 0(0.00%) 0(0.00 0(.00 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(.00 0(0.00 1(244 1(2.56
%) %) %) %) ) ) ) %) %) %) %)
Neck pain 1(12.5 0(0.00%) 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(0.00 0(0.00 0(0.00 0(0.00
0%) %) %) %) ) ) ) %) %) %) %)
Pain in jaw 0(0.00 0(0.00%) 0(0.00 0(.00 0(0.00 0(0.00% 0(0.00% 0(0.00% 1(2.22%) 0(0.00 0(0.00 0(0.00 0(0.00
%) %) %) %) ) ) ) %) %) %) %)
Pathological 0 (0.00 0(0.00%) 0(0.00 0(.00 0(0.00 1(1.89% 0(0.00% 0(0.00% 0(0.00%) 0(0.00 0(0.00 0(0.00 0(0.00
fracture %) %) %) %) ) ) ) %) %) %) %)
Neoplasms
benign,
malignant and
unspecified
(incl cysts and
polyps)
Adenocarcin  0(0.00 0(0.00%) 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 1(6.67 0(0.00 0(0.00 0(0.00
oma %) %) %) %) ) ) ) %) %) %) %)
pancreas
Basal cell 0(0.00 0(0.00%) 0(0.00 0(.00 5(5.32 0(0.00% 0(0.00% 1(1.82% 4(8.89%) 0(0.00 0(0.00 0(0.00 3(7.69
carcinoma %) %) %) %) ) ) ) %) %) %) %)
Bowen's 0(0.00 0(0.00%) 0(0.00 1(3.70 2(213 2(3.77% 0(0.00% 1(1.82% 1(2.22%) 0(0.00 0(0.00 0(0.00 1(2.56
disease %) %) %) %) ) ) ) %) %) %) %)
Breast 0(0.00 0(0.00%) 0(0.00 0(.00 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(0.00 0(.00 0(.00 1(2.56
cancer %) %) %) %) ) ) ) %) %) %) %)
Clear cell 0(0.00 0(0.00%) 0(0.00 0(.00 0(0.00 0(0.00% 0(0.00% 1(1.82% 0(0.00%) 0(0.00 0(0.00 0(0.00 0(0.00
renal cell %) %) %) %) ) ) ) %) %) %) %)
carcinoma
Colorectal 0(0.00 0(0.00%) 0(0.00 0(.00 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(0.00 1(6.67 0(0.00 0(0.00
adenocarcino %) %) %) %) ) ) ) %) %) %) %)
ma
Glioblastoma 0(0.00 0(0.00%) 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(0.00 0(0.00 0(0.00 1(2.56
%) %) %) %) ) ) ) %) %) %) %)
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Intracranial  0(0.00 0(0.00%) 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(0.00 0(0.00 0(0.00 1(2.56

tumour %) %) %) %) ) ) ) %) %) %) %)
haemorrhage
Keratoacanth 0 (0.00 0(0.00%) 0(0.00 0(0.00 0(0.00 2(3.77% 0(0.00% 0(0.00% 0(0.00%) 0(0.00 0(0.00 0(0.00 0(0.00
oma %) %) %) %) ) ) ) %) %) %) %)
Lentigo 0(0.00 0(0.00%) 1(4.35 0(0.00 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(0.00 0(0.00 0(0.00 0¢(0.00
maligna %) %) %) %) ) ) ) %) %) %) %)
Lip 0(0.00 0(0.00%) O0(@.00 1(3.70 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(.00 0(0.00 0(.00 0¢(0.00
squamous %) %) %) %) ) ) ) %) %) %) %)
cell
carcinoma
Lymphoma 0(0.00 0(0.00%) O0(.00 0(0.00 0(.00 0(.00% 0(0.00% 1(1.82% 0(0.00%) 0(.00 0(0.00 0(0.00 0¢(0.00
%) %) %) %) ) ) ) %) %) %) %)
Malignant 0(0.00 0(0.00%) O0(@.00 0(00O0 0(O0 1(1.89% 0(0.00% 0(0.00% 0(0.00%) 0(.00 0(0.00 0(.00 0¢(0.00
ascites %) %) %) %) ) ) ) %) %) %) %)
Malignant 0(0.00 0(0.00%) 1(4.35 0(0.00 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(0.00 0(0.00 0(0.00 0¢(0.00
melanoma %) %) %) %) ) ) ) %) %) %) %)
Malignant 0(0.00 0(0.00%) 0(.00 0(0.00 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(0.00 0(0.00 0(0.00 1(2.56
melanoma in %) %) %) %) ) ) ) %) %) %) %)
situ
Metastases 0(0.00 0(0.00%) 0(.00 0(.00 0(.00 0(0.00% 0(0.00% 0(0.00% 1(2.22%) 0(0.00 0(0.00 0(0.00 0¢(0.00
to meninges %) %) %) %) ) ) ) %) %) %) %)
Metastases 0(0.00 0(0.00%) O0(@.00 0(000 1(1.06 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(.00 0(0.00 0(.00 0¢(0.00
to spine %) %) %) %) ) ) ) %) %) %) %)
Metastatic 0(0.00 0(0.00%) O0(@.00 O0(0.00 0(.00 0(.00% 0(0.00% 0(0.00% 0(0.00%) 0(.00 O0(0.00 0(.00 1(2.56
squamous %) %) %) %) ) ) ) %) %) %) %)
cell
carcinoma
Pericardial 0(0.00 0(0.00%) O0(.00 0(0.00 0(.00 0(0.00% 0(0.00% 1(1.82% 0(0.00%) 0(0.00 0(0.00 0(0.00 0¢(0.00
neoplasm %) %) %) %) ) ) ) %) %) %) %)
Squamous 0(0.00 0(0.00%) 0(.00 1(3.70 1(1.06 0(0.00% 1(1.85% 2(3.64% 1(2.22%) 0(0.00 0(0.00 0(0.00 1(2.56
cell %) %) %) %) ) ) ) %) %) %) %)
carcinoma
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Squamous  0(0.00 0(0.00%) 0(0.00 0(0.00 1(1.06 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(0.00 0(0.00 0(0.00 0/(0.00

cell %) %) %) %) ) ) ) %) %) %) %)
carcinoma of
head and
neck
Squamous 1(125 0(0.00%) 3(13.0 3(111 2213 6(11.32 0(0.00% 2(3.64% 4(8.89%) 0(0.00 1(6.67 2(4.88 4(10.2
cell 0%) 4%) 1%) %) %) ) ) %) %) %) 6%)
carcinoma of
skin
Squamous 0(0.00 0(0.00%) 1(4.35 0(0.00 0(.00 0(.00% 0(0.00% 0(0.00% 0(0.00%) 0(.00 0(0.00 0(.00 0¢(0.00
cell %) %) %) %) ) ) ) %) %) %) %)
carcinoma of
the tongue
Superficial 0(0.00 0(0.00%) 1(4.35 0(0.00 0(.00 1(1.89% 0(0.00% 0(0.00% 0(0.00%) 0(0.00 0(0.00 0(0.00 0¢(0.00
spreading %) %) %) %) ) ) ) %) %) %) %)
melanoma
stage
unspecified
Transitional 0(0.00 0(0.00%) 0(.00 0(0.00 0(.00 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(0.00 0(0.00 0(0.00 1(2.56
cell %) %) %) %) ) ) ) %) %) %) %)
carcinoma
Tumour 0(0.00 0(0.00%) 0(.00 0(0.00 0(.00 0(0.00% 0(0.00% 0(0.00% 1(2.22%) 0(0.00 0(0.00 1(2.44 0(0.00
haemorrhage %) %) %) %) ) ) ) %) %) %) %)
Nervous
system
disorders
Brain stem 0(0.00 0(0.00%) O0(@.00 0(0.00 0(.00 0(.00% 0(0.00% 1(1.82% 0(0.00%) 0(.00 0(0.00 0(0.00 0¢(0.00
haemorrhage %) %) %) %) ) ) ) %) %) %) %)
Cerebral 0(0.00 0(0.00%) O0(.00 0(0.00 0(0.00 0(0.00% 0(0.00% 1(1.82% 0(0.00%) 0(0.00 0(0.00 0(0.00 0¢(0.00
haemorrhage %) %) %) %) ) ) ) %) %) %) %)
Cerebrospina 0(0.00 0(0.00%) 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00% 1(1.82% 0(0.00%) 0(0.00 0(0.00 0(0.00 0¢(0.00
| fluid %) %) %) %) ) ) ) %) %) %) %)
leakage
Cerebrovasc  0(0.00 0(0.00%) 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00% 1(1.82% 0(0.00%) 0(0.00 1(6.67 0(0.00 0(0.00
ular accident %) %) %) %) ) ) ) %) %) %) %)
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Cervicalcord  0(0.00 0(0.00%) 0(0.00 0(0.00 0(0.00 0(0.00% 1(1.85% 0(0.00% 0(0.00%) 0(0.00 0(0.00 0(0.00 0(0.00

compression %) %) %) %) ) ) ) %) %) %) %)
Chronic 0(0.00 0(0.00%) 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(0.00 0(0.00 1(2.44 0(0.00
inflammatory %) %) %) %) ) ) ) %) %) %) %)

demyelinatin

polyradiculon

europathy
Dizziness 0(0.00 0(0.00%) 0(0.00 2(741 2(213 0(0.00% 1(1.85% 0(0.00% 1(2.22%) 0(0.00 0(0.00 2(4.88 2(5.13
%) %) %) %) ) ) ) %) %) %) %)
Facial 0(0.00 0(0.00%) 0(.00 0(.00 1(1.06 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(0.00 0(0.00 0(0.00 0¢(0.00
paralysis %) %) %) %) ) ) ) %) %) %) %)
Facial 0(0.00 0(0.00%) 0(.00 0(.00 O0(.00 0(0.00% 1(1.85% 0(0.00% 0(0.00%) 0(0.00 0(0.00 0(0.00 0¢(0.00
paresis %) %) %) %) ) ) ) %) %) %) %)
Focal 0(0.00 0(0.00%) 0(0.00 0(.00 0(.00 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(0.00 0(0.00 1(2.44 0(0.00
dyscognitive %) %) %) %) ) ) ) %) %) %) %)
seizures
Haemorrhag 1(12.5 0(0.00%) 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00% 1(1.82% 1(2.22%) 0(0.00 0(0.00 0(0.00 0(0.00
e intracranial 0%) %) %) %) ) ) ) %) %) %) %)
Head 0(0.00 0(0.00%) 0(0.00 0(.00 0(0.00 0(0.00% 0(0.00% 0(0.00% 1(2.22%) 0(0.00 0(0.00 0(0.00 0(0.00
discomfort %) %) %) %) ) ) ) %) %) %) %)
Headache 1(125 0(0.00%) 0(.00 1(3.70 0(0.00 0(0.00% 1(1.85% 0(0.00% 1(2.22%) 0(0.00 0(0.00 0(0.00 1(2.56
0%) %) %) %) ) ) ) %) %) %) %)
Hemiparesis 0(0.00 0(0.00%) 1(4.35 1(3.70 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(0.00 0(0.00 1(2.44 0(0.00
%) %) %) %) ) ) ) %) %) %) %)
Intracranial 0(0.00 1(16.67 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(0.00 0(0.00 0(0.00 0¢(0.00
pressure %) %) %) %) %) ) ) ) %) %) %) %)
increased
Multiple 0(0.00 0(0.00%) 0(.00 0(.00 1(1.06 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(0.00 0(0.00 0(0.00 0¢(0.00
sclerosis %) %) %) %) ) ) ) %) %) %) %)
relapse
Parkinson's 0(0.00 0(0.00%) 0(0.00 0(.00 0(0.00 0(0.00% 0(0.00% 1(1.82% 0(0.00%) 0(0.00 0(0.00 0(0.00 0¢(0.00
disease %) %) %) %) ) ) ) %) %) %) %)
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Partial 0(0.00 0(0.00%) O0(.00 0(0.00 1(1.06 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(.00 0(0.00 0(0.00 0¢(0.00
seizures %) %) %) %) ) ) ) %) %) %) %)
Presyncope 0(0.00 0(0.00%) 0(.00 2(741 0(.00 1(1.89% 0(0.00% 0(0.00% 0(0.00%) 0(0.00 0(0.00 0(0.00 0¢(0.00
%) %) %) %) ) ) ) %) %) %) %)
Seizure 1(125 1(16.67 0(0.00 1(3.70 2(213 0(0.00% 1(1.85% 1(1.82% 2(4.44%) 0(0.00 0(0.00 0(0.00 0¢(0.00
0%) %) %) %) %) ) ) ) %) %) %) %)
Sensory 0(0.00 0(0.00%) 1(4.35 0(0.00 0(.00 0(.00% 0(0.00% 0(0.00% 0(0.00%) 0(.00 0(0.00 0(.00 0¢(0.00
ganglionitis %) %) %) %) ) ) ) %) %) %) %)
Syncope 0(0.00 0(0.00%) 1(4.35 0(0.00 2(213 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(.00 0(0.00 3(7.32 0¢(0.00
%) %) %) %) ) ) ) %) %) %) %)
Transient 0(0.00 0(0.00%) 0(.00 0(0.00 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(0.00 0(0.00 0(0.00 1(2.56
ischaemic %) %) %) %) ) ) ) %) %) %) %)
attack
Tremor 0(0.00 0(0.00%) 0(.00 0(0.00 0(.00 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(0.00 0(0.00 1(2.44 0¢(0.00
%) %) %) %) ) ) ) %) %) %) %)
Psychiatric
disorders
Completed 0(0.00 0(0.00%) O0(.00 O0(0.00 0(.00 0(.00% 0(0.00% 0(0.00% 0(0.00%) O0(.00 1(6.67 0(0.00 0¢(0.00
suicide %) %) %) %) ) ) ) %) %) %) %)
Confusional 0(0.00 0(0.00%) O0(@.00 2(741 1(1.06 0(0.00% 0(0.00% 0(0.00% 1(2.22%) 0(0.00 0(0.00 3(7.32 0(0.00
state %) %) %) %) ) ) ) %) %) %) %)
Mania 0(0.00 0(0.00%) 0(.00 0(0.00 O0(.00 1(1.89% 0(0.00% 0(0.00% 0(0.00%) 0(0.00 0(0.00 0(0.00 0¢(0.00
%) %) %) %) ) ) ) %) %) %) %)
Mental 0(0.00 0(0.00%) 0(.00 O0(0.00 0(.00 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(0.00 0(0.00 1(2.44 0¢(0.00
disorder %) %) %) %) ) ) ) %) %) %) %)
Mental status 0 (0.00 0(0.00%) 0(0.00 1(3.70 0(0.00 0(0.00% 1(1.85% 0(0.00% 0(0.00%) 0(0.00 1(6.67 0(0.00 1(2.56
changes %) %) %) %) ) ) ) %) %) %) %)
Renal and
urinary
disorders
Acute kidney 0(0.00 0(0.00%) 0(.00 1(3.70 2(213 0(0.00% 1(1.85% 2(3.64% 0(0.00%) 0(0.00 0(0.00 2(4.88 0(0.00
injury %) %) %) %) ) ) ) %) %) %) %)
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Dysuria 0(0.00 0(0.00%) O0(.00 0(0.00 0(0.00 0(0.00% 0(0.00% 0(0.00% 1(2.22%) 0(0.00 0(0.00 0(0.00 0¢(0.00
%) %) %) %) ) ) ) %) %) %) %)
Nephrolithias 0 (0.00 0(0.00%) 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00% 0(0.00% 1(2.22%) 0(0.00 0(0.00 0(0.00 0(0.00
s %) % %) %) ) ) ) %) %) %) %)
Renal 0(0.00 0(0.00%) 0(.00 0(0.00 0(.00 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(0.00 1(6.67 0(0.00 0¢(0.00
disorder %) %) %) %) ) ) ) %) %) %) %)
Renal failure  0(0.00 0(0.00%) 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00% 1(1.82% 0(0.00%) 0(0.00 0(0.00 0(0.00 0¢(0.00
%) % %) %) ) ) ) % %) %K) %)
Respiratory,
thoracic and
mediastinal
disorders
Cough 0(0.00 0(0.00%) O0(.00 0(0.00 0(.00 0(.00% 0(0.00% 1(1.82% 0(0.00%) 0(.00 0(0.00 0(0.00 0¢(0.00
%) %) %) %) ) ) ) %) %) %) %)
Dyspnoea 0(0.00 0(0.00%) 0(.00 0(0.00 2(2.13 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(0.00 0(0.00 0(0.00 0¢(0.00
%) %) %) %) ) ) ) %) %) %) %)
Haemoptysis 0 (0.00 0(0.00%) 0(0.00 0(0.00 1(1.06 0(0.00% 0(0.00% 1(1.82% 0(0.00%) 0(0.00 0(0.00 0(0.00 0(0.00
%) %) %) %) ) ) ) %) %) %) %)
Hypoxia 0(0.00 0(0.00%) O0(.00 O0(0.00 0(.00 0(.00% 0(0.00% 0(0.00% 0(0.00%) 0(.00 O0(0.00 1(2.44 0¢(0.00
%) %) %) %) ) ) ) %) %) %) %)
Obstructive 0(0.00 0(0.00%) O0(@.00 0(000 1(1.06 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(.00 0(0.00 0(.00 0¢(0.00
airways %) %) %) %) ) ) ) %) %) %) %)
disorder
Pleural 0(0.00 0(0.00%) O0(.00 0(0.00 0(.00 1(1.89% 0(0.00% 1(1.82% 1(2.22%) 0(0.00 0(0.00 0(0.00 1(2.56
effusion %) %) %) %) ) ) ) %) %) %) %)
Pneumonia 0(0.00 0(0.00%) 0(.00 O0(0.00 0(.00 0(0.00% 0(0.00% 0(0.00% 1(2.22%) 0(0.00 1(6.67 0(0.00 0(0.00
aspiration %) %) %) %) ) ) ) %) %) %) %)
Pneumothora 0 (0.00 0(0.00%) 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00% 1(1.82% 0(0.00%) 0(0.00 1(6.67 0(0.00 0(0.00
X %) %) %) %) ) ) ) %) %) %) %)
Pulmonary 0(0.00 0(0.00%) O0(@.00 1(3.70 2(213 0(0.00% 0(0.00% 3(545% 1(2.22%) 0(.00 1(6.67 2(4.88 0(0.00
embolism %) %) %) %) ) ) ) %) %) %) %)
Respiratory 0(0.00 0(0.00%) O0(.00 O0(0.00 0(.00 0(.00% 0(0.00% 1(1.82% 0(0.00%) 0(.00 0(0.00 0(0.00 0¢(0.00
failure %) %) %) %) ) ) ) %) %) %) %)
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Upper airway 1(12.5 0(0.00%) 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(0.00 0(0.00 0(0.00 0(0.00
obstruction 0%) %) %) %) ) ) ) %) %) %) %)
Skin and
subcutaneous
tissue
disorders
Actinic 0(0.00 0(0.00%) 0(.00 0(.00 O0(.00 1(1.89% 0(0.00% 0(0.00% 1(2.22%) 0(0.00 0(0.00 0(0.00 0¢(0.00
keratosis %) %) %) %) ) ) ) %) %) %) %)
Granulomato 0(0.00 0(0.00%) 1(4.35 0(0.00 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(0.00 0(.00 0(0.00 0¢(0.00
us dermatitis %) %) %) %) ) ) ) %) %) %) %)
Hyperhidrosi 0 (0.00 0(0.00%) 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00% 1(1.82% 0(0.00%) 1(6.67 0(0.00 0(0.00 1(2.56
S %) %) %) %) ) ) ) %) %) %) %)
Night sweats 0 (0.00 0(0.00%) 0(0.00 0(0.00 0(0.00 0(0.00% 1(1.85% 0(0.00% 0(0.00%) 1(6.67 0(0.00 1(2.44 0(0.00
%) %) %) %) ) ) ) %) %) %) %)
Rash 0(0.00 0(0.00%) 0(0.00 0(.00 1(1.06 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(0.00 0(0.00 0(0.00 1(2.56
%) %) %) %) ) ) ) %) %) %) %)
Rash 0(0.00 0(0.00%) 0(0.00 0(.00 0(0.00 0(0.00% 1(1.85% 0(0.00% 1(2.22%) 0(0.00 0(0.00 0(0.00 0(0.00
generalised %) %) %) %) ) ) ) %) %) %) %)
Rash 0(0.00 0(0.00%) 1(4.35 0(0.00 0(.00 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(0.00 0(0.00 0(0.00 0¢(0.00
maculo- %) %) %) %) ) ) ) %) %) %) %)
papular
Vascular
disorders
Deep vein 0(0.00 0(0.00%) 0(0.00 0(.00 0(.00 0(0.00% 0(0.00% 0(0.00% 1(2.22%) 0(0.00 0(0.00 0(0.00 0¢(0.00
thrombosis %) %) %) %) ) ) ) %) %) %) %)
Hypotension  0(0.00 0(0.00%) 1435 3(11.1 7(7.45 0(0.00% 0(0.00% 1(1.82% 0(0.00%) 1(6.67 0(0.00 2(4.88 3(7.69
%) %) 1%) %) ) ) ) %) %) %) %)
Orthostatic 0(0.00 0(0.00%) 0(0.00 0(.00 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(0.00 0(0.00 0(0.00 1(2.56
hypotension %) %) %) %) ) ) ) %) %) %) %)
Vena cava 0(0.00 0(0.00%) 0(.00 0(.00 1(1.06 0(0.00% 0(0.00% 0(0.00% 0(0.00%) 0(0.00 0(0.00 0(0.00 0¢(0.00
thrombosis %) %) %) %) ) ) ) %) %) %) %)
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Other Adverse Events by System Organ Class

Time Frame

Adverse Events and Serious Adverse Events were collected for the maximum actual duration of treatment exposure
and follow up for a participant per the protocol for approximately 90 months.

Source Vocabulary for Table Default

MedDRA (21.0)

Assessment Type for Table Default

Systematic Assessment

Frequent Event Reporting Threshold 5%
Part D:
Dabraf  Part D:
Part C Part C enib Dabraf
Part A: Part B: PartB: PartB: (random (random Part C (DAB) enib Part D:
Dabraf Dabraf Dabraf Dabraf ized): ized): (crossov. 75mg 150mg PartD: Dabraf
enib Part B: enib enib enib Part C Dabrafe  Dabrafe er): to DAB to DAB Dabraf enib
75mg Dabrafen 150mg 150 mg 150 (random nib 150 nib 150 Dabrafen 75mg 150mg enib 75 150
+ ib 75 mg + + mg + ized): mg + mg + ib 150 + + mg + mg +
Trame + Trameti Trameti Trame Dabrafe Trameti Trameti mg + Trameti Trameti Trameti Trame
tinib 2 Trametin nib 1 nib 1.5 tinib2 nib 150 nib 1 nib 2 Trametin nib 2 nib 2 nib 2 tinib 2
mg ib 1 mg mg mg mg mg mg mg ib 2mg mg mg mg mg
N=8 N=6 N=23 N=27 N=94 N=53 N=54 N=55 N=45 N=15 N=15 N=41 N=39
Partici Melanom Melano Melano Melano Participa Participa Participa Participan Particip Particip  Particip  Partici
pants a BRAF- ma ma ma nts nts nts ts who ants ants ants pants
receive positive BRAF- BRAF- BRAF- received received received received receive  receive receive receive
da participan positive positive  positiv  dabrafen dabrafen dabrafen dabrafeni d d d d
single ts who particip  particip e ib 150 ib 150 ib 150 b 150 mg dabrefin dabrefin dabrefin  dabrefi
dose of did not ants ants particip mg mg mg capsules ib 75 ib 150 ib 75 nib 150
dabraf receive who did  who did ants gelatin gelatin gelatin BID alone mg mg mg mg
enib 75 prior not not who capsules capsules capsules in the HPMC HPMC HPMC  HPMC
Arm/Group mg treatment receive  receive receive BID. BIDand BIDand Randomi capsule capsule capsule capsul
Description gelatin with prior prior d prior trametini  trametini zed s BID. s BID. s BID es BID
capsul BRAF treatme treatme treatm b1 mg b2 mg Phase These These and and
es with  inhibitors nt with nt with ent tablets tablets were particip  particip trametin  trameti
repeat  received BRAF BRAF with QD. QD. given the ants, ants, ib2 mg nib 2
dose dabrafeni inhibitor inhibitor BRAF opportunit after after tablets mg
trameti b 75 mg s and s inhibito y to complet complet QD. tablets
nib gelatin particip  receive rsand receive ion of ion of QD.
(Day capsules ants d particip combinati serial serial
15). BID and who dabrafe ants on dosing PK PK
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trametinib
1mg
tablets
QD as
continuou
s daily
dosing.
Dose
escalatio
n
decisions
were
made
based on
all
available
pharmac
okinetic
(PK),
safety,
and other
data from
the first 4
evaluable
participan
ts, and
additional
participan
ts were
enrolled
based on
dose-
limiting
toxicities
(DLTs)
occurring
during
the first 3
weeks of
treatment

had
salivary
ductal
cancer
receive
d
dabrafe
nib 150
mg
gelatin
capsule
s BID
and
trametin
ib 1 mg
tablets
QD as
continu
ous
daily
dosing.
Dose
escalati
on
decisio
ns were
made
based
on all
availabl
e PK,
safety,
and
other
data
from
the first
4
evaluab
le
particip
ants
and

nib 150
mg
gelatin
capsule
s BID
and
trametin
ib1.5
mg
tablets
QD as
continu
ous
daily
dosing.
Dose
escalati
on
decisio
ns were
made
based
on all
availabl
e PK,
safety,
and
other
data
from
the first
4
evaluab
le
particip
ants,
and
addition
al
particip
ants
were
enrolled

who
had
colorec
tal
cancer
and
BRAFi
naive
melano
ma
receive
d
dabraf
enib
150
mg
gelatin
capsul
es BID
and
trameti
nib 2
mg
tablets
QD as
continu
ous
daily
dosing.
Dose
escalat
ion did
not
procee
d
beyond
these
doses
of
dabraf
enib
and

of
dabrafeni
b 150 mg
gelatin
capsules
BID and
trametinib
2mg
tablets
QD upon
disease
progressi
on with
approval
of the
GlaxoSmi
thKline
(GSK)
Medical
Monitor.

collectio
nin the
first
treatme
nt
period,
were
allowed
to
continu
e with
dabrafe
nib 75
mg BID
and
trametin
ib 2 mg
tablets
QD as
combin
ation
dosing
starting
on Day
29.

collectio
nin the
first
treatme
nt
period,
were
allowed
to
continu
e with
dabrafe
nib 150
mg BID
and
trametin
ib 2 mg
tablets
QD as
combin
ation
dosing
starting
on Day
29.
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addition based trameti
al on nib.
particip DLTs
ants occurrin
were g during
enrolled  the first
based 3
on weeks
DLTs of
occurrin  treatme
g during nt.
the first
3
weeks
of
treatme
nt.
Tg:ﬁlci ants 8(100. 6(100.00 23(100 27 (100 91(96. 53(100. 53(98.1 55(100. 44(97.78 15(100 15(100 41 (100 37 (94.
foecte% 00%) %) .00%) .00%) 81%) 00%) 5%) 00%) %) .00%) .00%) .00%) 87%)
Blood and
lymphatic
system
disorders
Anaemia 1(12.5 1(16.67 4173 3(111 21(22. 3(5.66% 10(185 12(21.8 9(20.00 0(0.00 6(40.0 8(19.5 8(205
0%) %) 9%) 1%) 34%) ) 2%) 2%) %) %) 0%) 1%) 1%)
. 1(12.5 o 5217 3(11.1 8851 2@B77% 2(3.70% 2 (3.64% o 0(0.00 0(0.00 1244 1(2.56
Leukopenia 0%) 0 (0.00%) 4%) 1%) %) ) ) ) 3 (6.67%) %) %) %) %)
Lymph 1(12.5 o 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00% 0(0.00% o 0(0.00 0(0.00 0(0.00 0¢(0.00
node pain  0%) °(0:00%) ") %) %) ) ) ) 0(0.00%) = o) %) %) %)
Lymphade 1(125 1(16.67 0(0.00 O0(0.00 0(0.00 1(1.89% 1(1.85% 1(1.82% o 0 (0.00 1(6.67 0(0.00 0(0.00
0 (0.00%)
nopathy 0%) %) %) %) %) ) ) ) e %) %) %) %)
Lymphope 0 (0.00 o 1435 0(0.00 3(319 1(1.89% 1(1.85% 3(5.45% o 0(0.00 0(.00 2(4.88 1(2.56
nia %) 0 (0.00%) %) %) %) ) ) ) 0 (0.00%) %) %) %) %)
Neutropeni 0 (0.00 o 3(13.0 6(222 11(11. 1(1.89% 8(14.81 4(7.27% o 1(6.67 2(13.3 3(7.32 4(10.2
a o)  0(0:00%) "4 2%)  70%) ) %) ) 2(444%) o 3%) %) 6%)
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Thrombocy 0(0.00 1(16.67 0(0.00 3(11.1 10(10. 0(0.00% 2(3.70% 3(5.45% 1(2.22%) 0(0.00 0(.00 0(0.00 0(0.00
topenia %) %) %) 1%) 64%) ) ) ) earn %) %) %) %)
Cardiac
disorders
Intracardia 0 (0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00% 0 (0.00% 0(.00 1(6.67 0(0.00 0¢(0.00
¢ mass %)  0(0:00%) o %) %) ) ) ) 0(0.00%) = oy %) %) %)
o 0(0.00 1(16.67 1435 0(0.00 0(.00 3(566% 3(5.56% 1(1.82% o 0(0.00 0(.00 3(7.32 1(2.56
Palpitations %) %) %) %) %) ) ) ) 2 (4.44%) %) %) %) %)
Tachycardi 1(12.5 1(16.67 1435 2(741 7(745 0(0.00% 1(1.85% 3(5.45% 0 (0.00%) 0(0.00 0(.00 2(488 1(2.56
a 0%) %) %) %) %) ) ) ) R %) %) %) %)
Congenital,
familial and
genetic
disorders
Dermoid 0(0.00 1(16.67 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00% 0 (0.00% 0 (0.00%) 0(0.00 0(0.00 0(0.00 0(0.00
cyst %) %) %) %) %) ) ) ) e %) %) %) %)
Ear and
labyrinth
disorders
Ear 0(0.00 0(0.00 0(.00 1(1.06 0(0.00% 1(1.85% 3(5.45% 0(0.00 0(.00 0(.00 0¢(0.00
congeston %)  0(0:00%) "o %) %) ) ) ) 0(0.00%) = oy %) %) %)
. 0(0.00 1(16.67 0(0.00 1(3.70 2(213 0(0.00% 0(0.00% 1(1.82% o 0(0.00 0(.00 0(.00 0¢(0.00
Ear pain %) %) %) %) %) ) ) ) 0 (0.00%) %) %) %) %)
_— 0 (0.00 o 2(870 0(0.00 1(1.06 0(0.00% 2(3.70% 0 (0.00% o 0(0.00 0(.00 2(4.88 1(2.56
Tinnitus %) 0 (0.00%) %) %) %) ) ) ) 0 (0.00%) %) %) %) %)
. 0(0.00 o 1435 0(0.00 2(213 0(0.00% 1(1.85% 0 (0.00% o 0(0.00 0(.00 2(4.88 2(5.13
Vertigo %) 0 (0.00%) %) %) %) ) ) ) 0 (0.00%) %) %) %) %)
Endocrine
disorders
Hypothyroi 1 (12.5 1435 0(0.00 4(4.26 0(0.00% 0(0.00% 1(1.82% 0(0.00 0(.00 1(244 0(0.00
dism 0%) 0(0:00%) "o %) %) ) ) ) 0(0.00%) = oy %) %) %)
Eye
disorders
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_ 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% O0(0.00% O (0.00% 1667 0(0.00 0(0.00 0(0.00
Asthenopia (%) 0 (0.00%) (%) (%) (%) ( o ( o ( 0% 0/(0.00%) (%) (%) (%) (%)
cratorion ! (()1/3).5 0 (0.00%) ° (02.)00 0 gz.)oo 0 (02.)00 0 (0.)00% 0 (0.)00% 0 (0.)00% 00.00%) © (02.)00 0 (02.)00 0 (02.)00 0 (02.)00
Chorioretin 0 (0.00 0(000 2(741 0(000 0(0.00% 0(0.00% 0 (0.00% 0(0.00 0(0.00 0(0.00 0(0.00
opatny gy 0©00%) CGR0 2GS OG0 OO DO DOME o000 OGP OGN PGP 00)
o 1(125 0(0.00 0(0.00 1(1.06 0(0.00% 0(0.00% 1(1.82% 0(0.00 1(667 2(488 1(2.56
Diplopia é%) 0 (0.00%) (%) (%) (%) ( | ( | ( | 1(2.22%) (%) (%) (%) (%)
Dy oy 0(02.)00 0 (0.00%) 0(02.)00 0(02.)00 4(02.)26 2(3.)77% 4(7.)41% 3(5.)45% 2 (4.44%) 0(02.)00 2 éjyf)'s 2(02.)88 2(02.)13
Eye 0 0 0
e 0 (02')00 0 0.00%) °© (02')00 0 (02.)00 0 (02')00 0 (o.)oo % 11 .)85 % 0 (o.)oo 5 0000%) (02.)67 0 (02.)00 0 (02')00 0 (oz.)oo
ge
. 1(125 . 1(435 0(000 1(1.06 0(0.00% 2(370% 2 (3.64% . 1(667 0(0.00 1(244 1(256
Eye pain 0%) 0 (0.00%) %) %) %) ) ) ) 1(2.22%) %) %) %) %)
E . 00 137 . 00% 1 (1.859 00° 1(6.67 . . .
e 00 )oo 00o0% O0© )oo (02)0 00 )oo 0(0 )00/0 ( )85/0 O(O)OOA) 0 (0.00%) (02)6 0(0 )oo 00 )oo 0(02)00
0, 0, 0,
}}feratopath 1 /f).s 0 (0.00%) ° (02.)00 0 (02.)00 0 (02.)00 0 (o.)oo % 0 (o.)oo % 0 (0.)00 5 0000%) (02.)67 0 (02.)00 0 (02.)00 0 (0(/1.)00
Lacrimation 1 (12.5 0(0.00 0(0.00 0(0.00 0(0.00% O0(0.00% O (0.00% 0(0.00 0(0.00 0(0.00 0(0.00
decreased é%) 0(0.00%) (%) (%) (%) ( ) ( ) ( ) 0(0.00%) (%) (%) (%) (%)
Ocular
i © (02')00 0 0.00%) 2 (02.)70 0 (02.)00 0 (02.)00 0 (o.)oo% 2 (3.)70% 1 (1.)82% L @22 O (02.)00 1 (02.)67 1 (02.)44 1 (02.)56
a
Photophobi 0 (0.00 0(0.00 1(370 1(1.06 0(0.00% 1(1.85% 1 (1.82% 1667 0(000 0(000 1(2.56
protophobt 050 0 0.00%) % o 0 0po% 18S% 182% 0 0.00%) T %) % )
0(0.00 1435 0(000 1(1.06 0(0.00% 2(3.70% 1 (1.82% 0(0.00 1(667 0(0.00 0(0.00
Photopsia %) 0 (0.00%) %) %) %) ) ) ) 2 (4.44%) %) %) %) %)
Retinal
0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% O0(0.00% 0 /(0.00% 1(6.67 0(0.00 0(0.00 0(0.00
detachmen  °'¢)0 0 0.00%) ° ) o o | | | 00o0%) " o o o
Vision 1(125 2(3333 3(130 2(741 5(532 5(9.43% 10(185 5 (9.09% L. 3(200 4(266 6(146 5(128
4 (8.89%)
blurred 0%) %) 4%) %) %) ) 2%) ) B89%) " o) 7%) 3%)  2%)
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Visual
: 0(0.00 .. 0(000 0(0.00 1(1.06 0(0.00% 1(1.85% 0 (0.00% .. 1(667 0(0.00 0(0.00 0(0.00
acuty oy 0000%) °4) o g | | | 00o0%) o o o
Visual 0(0.00 . 1(435 1(370 5(532 0(0.00% 0(0.00% 1(1.82% L. 0(0.00 0(0.00 1(244 0(0.00
impairment %) 0 (0:00%) ") %) %) ) ) ) 1(2.22%) o %) %) %)
Xg{:é’#;en 0(000 00y ©00 0(000 1(106 1(1.89% 1(1.85% 0(0.00% (o0 1(667 0(000 0(000 1(256
¢ %) s %) %) %) ) ) ) S %) %) %) %)
Vitreous 0 (0.00 0(0.00 1(370 1(1.06 2(3.77% 5(9.26% 0 (0.00% 3(200 0(000 0(0.00 2(513
floaters %)  0(0:00%) o %) %) ) ) ) 3(6.67%) " gop) %) %) %)
Gastrointesti
nal
disorders
Abdominal  0(0.00 1(1667 2(870 0(0.00 2(213 1(189% 2(370% 2(384% o 0000 0(000 1(244 1(256
discomfort %) %) %) %) %) ) ) ) 00%) "oy %) %) %)
Abdominal 0 (0.00 0(0.00 1(370 4(426 1(1.89% 3(5.56% 3 (5.45% 20133 1(667 1(244 1(2.56
distension %)  0(0:00%) "o %) %) ) ) ) 2(4.44%) "3, %) %) %)
Abdominal  1(125 23333 4(173 1(370 15(15. 6(1132 11(203 12(218 4o 5(333 5(333 10(24. 1(256
pain 0%) %) 9%) %) 96%) %) 7%) 2%) 89%) 39, 3%)  39%) %)
Abdominal 0 (0.00 0(0.00 3(11.1 7(745 4(7.55% 4(7.41% 10 (18.1 1(6.67 0(0.00 1(244 1(2.56
painupper %)  °0(0:00%) o) 1%) %) ) ) gy  1(2:22%) g %) %) %)
Anal 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% O0(0.00% 0 /(0.00% 0(0.00 1(667 1(244 0(0.00
fissure %)  0(0:00%) "o %) %) ) ) ) 0(0.00%) o) %) %) %)
Aphthous 0 (0.00 .. 0(000 1(370 0(0.00 0(0.00% 0(0.00% O (0.00% . 0(0.00 1(667 0(0.00 1(256
ulcer %)  0(0:00%) "o %) %) ) ) ) 0(0.00%) = o) %) %) %)
i 1(125 .. 0(000 0(000 0(0.00 0(0.00% 0(0.00% O /(0.00% .. 0(0.00 0(0.00 0(0.00 0(0.00
Cheilitis Sou> 0©0o%) 0 o o | | | 00.00%) ° o o o
Constipatio 1(125 1(16.67 9(391 6(222 26(27. 6(1132 15(27.7 15(72 7(1556 1(6.67 6(40.0 11(26. 7(17.9
n 0%) %) 3%) 2%)  66%) %) 8%) 7%) %) %) 0%)  83%)  5%)
Dental 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% O0(0.00% 0 (0.00% 0(0.00 1(667 0(0.00 0(0.00
caries %)  0(0:00%) "o %) %) ) ) ) 0(0.00%) = oy %) %) %)
Diarhoea 375 2(3333  9(39.1 8(296 32(34. 15(283 18(333 27(490 10(2222 5(333 6(400 18(43. 12(30.
0%) %) 3%) 3%)  04%)  0%) 3%) 9%) %) 3%) 0%)  90%)  77%)
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Diverticulu 1 (12,5 .. 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00% O /(0.00% .. 0(000 0(0.00 1(244 0(0.00
D AR o o | | | 0(0.00%) 0 o o o
0(0.00 . 0(0.00 2(741 9(957 3(566% 8(1481 7(1273 6(1333 0(0.00 2(133 6(146 4(102
Drymouth =5 \™  0(0.00%) = o) %) %) ) %) %) %) %) 3%)  3%)  6%)
_ 0(000 1(1667 2(870 4(148 5(532 3(5.66% 7(12.96 7(12.73 1(6.67 0(0.00 6(146 1(2.56
Dyspepsia = o/ %) %) 1%) %) ) %) o)  2(444%) o %) 3%) %)
0(0.00 L. 0(0.00 2(741 4(426 3(566% 0(0.00% 1(1.82% L. 1(667 1(667 1(244 3(7.69
Flatulence %) 0 (0.00%) %) %) %) ) ) ) 1(2.22%) %) %) %) %)
y 0(0.00 . 2(870 0(000 0(0.00 0(0.00% O0(0.00% 2 (3.64% L. 0(000 0(0.00 1(244 0(0.00
Gastritis o 0(.00%) 20 o o | | | 0(0.00%) ° o o o
Gastrooeso
phageal  1(125 1435 1(3.70 6(6.38 1(1.89% 4 (7.41% 4 (7.27% 1667 0(0.00 0(0.00 4(10.2
reflux 0%) 0(0:00%) "o %) %) ) ) ) 0(0.00%) o) %) %) 6%)
disease
Haematoch 0 (0.00 . 1(435 0(000 3(319 0(0.00% 0(0.00% O /(0.00% . 1(667 1(667 2(488 1(256
Hae o 000w 14 o o | | | 00.00%) O o o o
Haemortho 1 (12.5 1435 1370 1(1.06 2(3.77% 0(0.00% 2 (3.64% 0(0.00 0(000 1(244 1(2.56
ids 0%) 0(000%) o %) %) ) ) ) 1(2.22%) ") %) %) %)
Intestinal 0 (0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00% O /(0.00% 0(0.00 1(667 0(0.00 0(0.00
obstrucion %) 0 (0:00%) "o %) %) ) ) ) 0(0.00%) = oy %) %) %)
Large
mostne 0000 g (qogs) 0000 0(000 0(000 0(000% 0(000% O0(O0% oy OO0 1(EST 0000 0(0.00
perforation 0) 0) %) %) ) ) ) %) %) %) %)
Mesenteric
oo 0000 §oops 000 0(000 000 0(000% 0(O0% O0(.00% g on 1(667 0000 0000 0(000
thrombosis 0) o) 0) %) ) ) ) %) %) %) %)
Mouth 0(0.00 . 0(0.00 0(000 2(213 0(0.00% 1(1.85% 1 (1.82% . 1(667 0(0.00 0(000 2(513
ulceration o)  0(0:00%) "o %) %) ) ) ) 0(0.00%) " o) %) %) %)
Nousen 400 2(33.33  11(47. 12(44. 49(52. 11(207 30(555 26(47.2 11(2444 5(33.3 10(66. 26(63. 21 (53.
0%) %) 83%)  44%)  13%)  5%) 6%) 7%) %) 3%)  67%)  41%)  85%)
Oral
0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00% O (0.00% 1(667 0(0.00 0(0.00 0(0.00
o %) P00 ey ey ) ) ) ) PO eyt Ty W)
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. 1(12.5 o 0(0.00 1(3.70 3(3.19 0(0.00% 0(0.00% 0 (0.00% o 0(0.00 0(.00 0(.00 1(2.56
Oral pain 0%) 0 (0.00%) %) %) %) ) ) ) 0 (0.00%) %) %) %) %)

. 1(12.5 o 1435 0(0.00 1(1.06 2(3.77% 1(1.85% 0 (0.00% o 0(0.00 0(0.00 1(244 0(0.00
Retching 0%) 0 (0.00%) %) %) %) ) ) ) 0 (0.00%) %) %) %) %)
Small
; . 0(0.00 o 0(0.00 0(0.00 1(1.06 0(0.00% 0(0.00% 0(0.00% o 0(0.00 1(6.67 0(0.00 0(0.00
?tt’gtsrt:;:tailon %) 0 (0.00%) %) %) %) ) ) ) 0 (0.00%) %) %) %) %)

" 1(12.5 0(0.00 1(3.70 1(1.06 0(0.00% 2(3.70% 2(3.64% 0(0.00 0(00 2(488 2(5.13
Stomatitis 0%) 0 (0.00%) %) %) %) ) ) ) 1(2.22%) %) %) %) %)
Tongue 0 (0.00 0(0.00 0(0.00 1(1.06 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(.00 0(.00 2(5.13
ulceration %) ~ 0(000%) o) %) %) ) ) ) 0(0.00%) o) %) %) %)

0 (0.00 o 1(435 0(0.00 0(.00 0(0.00% 0(0.00% 1(1.82% o 0(0.00 0(.00 1(244 2(5.13
Toothache %) 0 (0.00%) %) %) %) ) ) ) 1(2.22%) %) %) %) %)
Vomitin 4(50.0 2(3333 6(26.0 12(44. 39(41. 8(15.09 23(425 26(47.2 13(2889 3(20.0 8(53.3 20(48. 21 (53.
9 0%) %) 9%) 44%) 49%) %) 9%) 7%) %) 0%) 3%) 78%) 85%)
General
disorders
and
administrati
on site
conditions

. 0(0.00 o 8(347 3(111 12(12. 3(5.66% 2(3.70% 6(10.91 o 1(6.67 0(0.00 6(146 3(7.69
Asthenia %) 0 (0.00%) 8%) 1%) 77%) ) ) %) 1(2.22%) %) %) 3%) %)
Axillary 1(12.5 0(0.00 1(3.70 1(1.06 4(7.55% 2(3.70% 1(1.82% 0(0.00 0(0.00 0(0.00 0¢(0.00
pain 0%) 0 (0.00%) %) %) %) ) ) ) 0 (0.00%) %) %) %) %)
Chest 1(12.5 3(13.0 1(370 1(1.06 0(0.00% 0(0.00% 1(1.82% 0(0.00 0(.00 1(244 2(5.13
discomfort ~ 0%) 0 (000%) 40 %) %) ) ) ) 0(0.00%) o) %) %) %)
Chills 3(37.5 3(50.00 9(39.1 11(40. 38(40. 8(15.09 24 (444 29(52.7 6(13.33 2(13.3 5(33.3 15(36. 13(33.

0%) %) 3%) 74%) 43%) %) 4%) 3%) %) 3%) 3%) 59%) 33%)

Face 0 (0.00 oy 0(0.00 0(0.00 1(1.06 0(0.00% 0(0.00% 0 (0.00% oy 0(0.00 0(0.00 1(244 3(7.69
oedema o)  0(0:00%) "o %) %) ) ) ) 1(222%) o %) %) %)

Fatique 5(62.5 4 (66.67 13(56. 12(44. 50(53. 22(415 35(64.8 32(581 12(26.67 7(46.6 4(266 29(70. 16 (41.

9 0%) %) 52%) 44%) 19%) 1%) 1%) 8%) %) 7%) 7%) 73%) 03%)
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Gait 0(0.00 o« 1(435 0(000 3(319 0(0.00% 2(3.70% 2 (3.64% L. 0(0.00 1(667 2(488 1(256
distubance %)  0(0:00%) o %) %) ) ) ) 0(0.00%) = o) %) %) %)
influenza  0(0.00 o oo 3(130 2(741 3(319 4(755% 12(222 6(1081 5(1111 2(133 3200 3(732 6(153
like ilness %) 00%) " 4oy %) %) ) 2%) %) %) 3%) 0%) %) 8%)

. 0(0.00 0(000 2(741 7(745 0(0.00% 2(3.70% 1 (1.82% 0(0.00 0(0.00 2(4.88 1(256
Malaise oy 0000%) °G o o | | | 00.00%) ° ) o 0 o

0(0.00 .. 0(000 0(000 0(0.00 0(0.00% 0(0.00% O /(0.00% . 1(667 0(0.00 0(0.00 0(0.00
Mass oy 0(000%) °0 o ) | | | 0(0o0%) o o o
Mucosal
iomantio 0000 1(1867 1(435 4(148 2(213 0(0.00% 3(556% 2(384% ooy, 0000 0(000 1(244 1(256
n %) %) %) 1%) %) ) ) ) %) %) %) %)

0(0.00 . 1(435 2(741 1(1.06 1(1.89% 1(1.85% 0 (0.00% .. 0(0.00 0(0.00 2(488 0(0.00
Nodule oy 0(000%) o g | | | 00.00%) ° ) o ) o
Non-

. 0(0.00 o« 0(000 2(741 3(319 2(3.77% 2(370% 3 (5.45% .. 0(0.00 1(667 0(0.00 2(513
cardiac ' %) 0 (0.00%) %) %) %) ) ) ) 1(2.22%) %) %) %) %)
chest pain
Oedema  1(125 oo 6(260 5(185 18(19. 9(1698 13(240 14(254 7(1556 3(200 2(133 10(24. 11(28.
peripheral  0%) 00%) " gy 2%)  15%) %) 7%) 5%) %) 0%) 3%)  39%)  21%)
Bain 2250 2(3333  4(173 4(148 8@51 4(755% (1111 4(21% (oo 2(133 0000 3(732 3(7.69

0%) %) 9%) 1%) %) ) %) ) : 3%) %) %) %)
Peripheral 0 (0.00 1435 1(370 4(426 1(1.89% 4(7.41% 3 (545% 1667 2(133 1(244 1(2.56
swelling %)  0(0:00%) o %) %) ) ) ) 1(222%) o, 39%) %) %)
orexia 3(37.5 4(6667 10(43. 13(48. 58(61. 13(245 39(72.2 37(672 12(26.67 7(466 7(466 19(46. 19 (48.
y 0%) %) 48%)  15%)  70%)  3%) 2%) 7%) %) 7%) %) 34%)  T2%)

. 0(0.00 . 1(435 1(370 1(1.06 0(0.00% 0(0.00% O (0.00% . 1(667 1(667 1(244 0(0.00
Swelling %) 0 (0.00%) %) %) %) ) ) ) 0 (0.00%) %) %) %) %)
Systemic
inflammato o o o
o 0(0.00 000y 0000 0(0.00 0(0.00 0(0.00% 0(0.00% 0(000% oo ©Q000 1(667 0(0.00 0(0.00

%) ' %) %) %) ) ) ) ' %) %) %) %)
response
syndrome
Tendernes 0 (0.00 0(0.00 0(0.00 2(213 0(0.00% 2(3.70% 0 (0.00% 0(0.00 1(667 0(0.00 0(0.00
s %) 0 (000%) T %) %) ) ) y o 0000%) Ty %) %) %)
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. 0 (0.00 e 2(870 2(741 1(1.06 2(3.77% 3(5.56% 2 (3.64% o 0(0.00 1(6.67 1(244 0(0.00

Xerosis %) 0 (0.00%) %) %) %) ) ) ) 1(2.22%) %) %) %) %)

Immune

system

disorders

g‘;’;ti;a“ 0(0.00 009 ©00 0(000 0(000 0(0.00% 1(1.85% 0(0.00% (o 0000 1(667 1(244 1(256

Hlorey %) PR ey %) ) ) ) MR ey % W)

%’;‘;‘;‘29 0(0.00 ooy 0000 0(0.00 4(426 0(0.00% 1(185% 0(0.00% (0ggy 0000 0(0.00 0(000 2(513

syndrome %) s %) %) %) ) ) ) S %) %) %) %)

Seasonal  0(0.00 2(870 0(0.00 1(1.06 0(0.00% 1(1.85% 1 (1.82% 0(0.00 0(0.00 0(0.00 2(5.13

allergy %)  0000%) " %) %) ) ) y o 0(000%) Ty, %) %) %)

Infections

and

infestations

Anorectal 0 (0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00% 0 (0.00% 0(0.00 1(6.67 0(0.00 0(0.00

infection o)  0(0:00%) "o %) %) ) ) ) 0(0.00%) = o) %) %) %)

Bronchitis 0(02.)00 1(3%?).67 0(0(/1.)00 1(02.)70 4(02.)26 1(1.)89% 1(1.)85% 2(3.)64% 0 (0.00%) 0(02.)00 0(02.)00 1(02.)44 1(02.)56

Candida 0 (0.00 0(0.00 1(3.70 1(1.06 1(1.89% 0(0.00% 2 (3.64% 0(0.00 0(0.00 0(0.00 2513

infection %)  0(0:00%) o %) %) ) ) ) 2(444%) " gy %) %) %)

Collulits 1 él/f)'s 0 (0.00%) 1(02.)35 2(02.)41 0(02.)00 0(0.)00% 0(0.)00% 4(7.)27% 1 (2.22%) 1(02.)67 0(02.)00 1(02.)44 1(02.)56

iCS:onjunctivit 0(02.)00 0 (0.00%) 0(0(/1.)00 0(02.)00 0(02.)00 0(0.)00% 0(0.)00% 1(1.)82% 2 (4.44%) 1(02.)67 0(02.)00 1(02.)44 0(02.)00

Cystitis 0(02.)00 0 (0.00%) 0(0(/1.)00 0(02.)00 3(02.)19 0(0.)00% 1(1.)85% 0(0.)00% 0.(0.00%) 1(02.)67 0(02.)00 0(02.)00 1(02.)56
[ 0, 0,

ilizfierction 0(02.)00 0 (0.00%) 1(02.)35 1(02.)70 3(02.)19 0(0.)00/0 1(1.)85A; 3(5.)45/0 1 (2.22%) 1(02.)67 0(02.)00 0(02.)00 0(02.)00

Eye 0(0.00 1(1667 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00% 0(0.00% ooy 0000 1(667 0(0.00 0(000

infection %) %) %) %) %) ) ) ) : %) %) %) %)
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Folliculitis 0 (02)00 0 (0.00%) 1 (02)35 2 (02)41 3 (02.)19 1 (1.)89% 3 (5.)56% 4 (7.)27% 3 (6.67%) 1 (02.)67 0 (02)00 4 (02.)76 1 (02.)56
;ijggt?(l)n 0 (02)00 0 (0.00%) 352%2::).0 0 (0(/1)00 0 (02)00 1 (1.)89% 0 (0.)00% 0 (0.)00% 0 (0.00%) 0 (02.)00 0 (02)00 0 (02)00 0 g(/?).)OO
;ijggt?(l)r?kin 0 (02)00 0 (0.00%) 1 (02.)35 1 ((}:/?))70 1 (0}0)06 0 (O.)OO% 1 (1.)85% 2 (3.)64% 0 (0.00%) 1 (0(/?).)67 0 (02)00 0 (02)00 0 g(/?).)OO
Eist?sst/ri?zlnte 0 (02)00 0 (0.00%) 1 (:/1.)35 1 (0'2)70 0 (02)00 0 (O.)OO% 3 (5.)56% 2 (3.)64% 0 (0.00%) 0 (02.)00 0 (02)00 0 (02)00 0 (o(/i.)OO
St:gti:r;ss 0 (02)00 0 (0.00%) 0 (02)00 0 (02)00 0 (02)00 0 (O.)OO% 0 (0.)00% 0 (0.)00% 0 (0.00%) 1 (02.)67 0 (02)00 0 (02)00 0 (o(/i.)OO
IZ—|OeSrfeers 0 (02)00 0 (0.00%) 0 (02)00 0 (02)00 0 (02)00 0 (O.)OO% 0 (O.)OO% 101 .)82% 0 (0.00%) 0 (02.)00 0 (02)00 0 (02)00 2 (02.)13
Hordeolum 0 (02)00 0 (0.00%) 0 (02)00 0 (02)00 0 (02)00 2 (3.)77% 0 (O.)OO% 0 (O.)OO% 1(2.22%) 0 (02.)00 1 (02)67 1 (02)44 0 (02.)00
Lni:’:cted 161/3)5 0 (0.00%) 0 (02’)00 0 (o(/i)OO 0 (02)00 0 (O.)OO% 0 (0.)00% 0 (0.)00% 0 (0.00%) 0 (02.)00 0 (02)00 0 (02)00 0 (0(/1.)00
Influenza 0 (02)00 0 (0.00%) Si;l/f:).o 31(2/:).1 0 (02)00 0 (O.)OO% 3 (5.)56% 2 (3.)64% 0 (0.00%) 0 (02.)00 0 (02)00 1 (02)44 1 (02.)56
hﬁiﬂiﬁd 0 (02)00 0 (0.00%) 1 (04/1)35 1 (02)70 0 (02)00 0 (0.)00% 1 (1.)85% 2 (3.)64% 0 (0.00%) 1 (02.)67 0 (02)00 2 (02)88 1 (02.)56
Lowgr

[f:Crilratory 0 (02)00 0 (0.00%) 0 (02)00 1 (02)70 0 (02)00 1(1 .)89% 0 (O.)OO% 101 .)82% 1(2.22%) 0 (02.)00 0 (02)00 0 (02)00 2 (02.)13
infection

Mastitis 1(()1/3).5 0 (0.00%) 0 (02)00 0 (02)00 0 (02)00 0 (O.)OO% 0 (O.)OO% 0 (O.)OO% 0 (0.00%) 0 (02.)00 0 (02)00 0 (02)00 0 (02.)00
Il:lé’aizzphary 0 (02)00 0 (0.00%) 2 (02.)70 1 ((}:/?))70 4 (02)26 0 (O.)OO% 3 (5.)56% 5 (9.)09% 0 (0.00%) 1 (0(/?).)67 3(()%/(())).0 5(()1/3).2 0 g(/?).)OO
c?;r?:jidiasis 0 (02)00 0 (0.00%) 0 (02)00 1 (02)70 1 ((;))06 0 (O.)OO% 1 (1.)85% 2 (3.)64% 0 (0.00%) 0 (02.)00 0 (02)00 5(51/3)2 0 (02')00
ho;:)es 0 (02)00 0 (0.00%) 0 (02)00 1 (0'2)70 2 (oi.)13 2 (3.)77% 1 (1.)85% 0 (0.)00% 0 (0.00%) 0 (02.)00 1 (02)67 2 (:/1)88 0 (o(/i.)OO
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_0(0.00 o\ 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00% 1(1.82% oy 0(0.00 2(133 1(244 1(2.56
Paronychia %) 0 (0.00%) %) %) %) ) ) ) 1(2.22%) %) 3%) %) %)
Periorbital 0 (0.00 o, 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00% 1(1.82% o\ 0(0.00 1(6.67 0(0.00 0(0.00
infection %) 0(0:00%) T %) %) ) ) ) 0000%) T %) %) %)

. 0(0.00 1(16.67 0(0.00 1(3.70 1(1.06 0(0.00% 0 (0.00% 0 (0.00% 0(0.00 1(6.67 0(0.00 0(0.00
Pharyngitis %) %) %) %) %) ) ) ) 0 (0.00%) %) %) %) %)

. 1(125 2(870 0(0.00 1(1.08 0(0.00% 1(1.85% 0 (0.00% 0(0.00 0(0.00 1(2.44 1(2.56
Pneumonia 0%) 0 (0.00%) %) %) %) ) ) ) 2 (4.44%) %) %) %) %)
Rash 1(125 1435 0(0.00 1(1.06 0(0.00% 0(0.00% 2 (3.64% 0(0.00 1(6.67 1(2.44 1(2.56
pustular o%) 0(000%) Ty %) %) ) ) y o 0(000%) Ty, %) %) %)

- 1(12.5 o 0(0.00 0(0.00 2(213 0(0.00% 0(0.00% 0 (0.00% o\ 0(0.00 0(0.00 0(0.00 1(256
Rhinitis 0%y 0(000%) G %) %) ) ) ) 0(0.00%) ') %) %) %)

. 1(12.5 o« 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00% 0 (0.00% o\ 0(0.00 0(0.00 0(0.00 0(0.00
Sepsis 0%) 0 (0.00%) %) %) %) ) ) ) 0 (0.00%) %) %) %) %)

_— 0 (0.00 2(8.70 5(185 7(7.45 0(0.00% 2(3.70% 4 (7.27% 0(0.00 0(0.00 3(7.32 6(15.3
Sinusitis %) 0 (0.00%) %) 2%) %) ) ) ) 1(2.22%) %) %) %) 8%)
Skin 0 (0.00 0(0.00 0(0.00 0(0.00 2(3.77% 0(0.00% 0 (0.00% 0(0.00 1(6.67 2(4.88 0(0.00
infection %)  0(0:00%) "o %) %) ) ) ) 12.22%) " o %) %) %)
fézf’hy'oc" 2(250 ooy ©0(000 0(000 1(106 0(0.00% 0(0.00% 1(1.82% (oge 0000 1(667 0(0.00 0(000
foction 0% 0 % %) %) ) ) ) | % %) %) %)

. _0(0.00 0(0.00 1(3.70 1(1.06 1(1.89% 1(1.85% 1 (1.82% 1(6.67 1(667 1(244 1(2.56
Tinea pedis %) 0 (0.00%) %) %) %) ) ) ) 0 (0.00%) %) %) %) %)
Upper
respiratory  0(0.00 o000, 2870 1(370 10(10. 5(943% 10(185 5(909% 5(11.11  2(133 3(200 4(976 6(153
tract %) . %) %) 64%) ) 2%) ) %) 3%) 0%) %) 8%)
infection
tﬂ;igtary 10125 o000y 517 4(148 18(19. 3(566% 3(556% 8(1455 6(1333 2(133 2(133  5(122 10(25.
o 0%) . 4%) 1%) 15%) ) ) %) %) 3%) 3%) 0%)  64%)
Wound
infection 1(125 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00% 0 (0.00% 0(0.00 0(0.00 0(0.00 0(0.00
staphyloco ~ 0%) 0 (0:00%) o/ %) %) ) ) ) 0(0.00%) = oy %) %) %)
ccal
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Injury,

poisoning

and

procedural

complication

s
Arthropod 0(0.00 o 1(435 0(.00 1(1.06 1(1.89% 1(1.85% 2(3.64% o 0(0.00 1(6.67 1(2.44 0(0.00
bite %) ~ 0000%) g %) %) ) ) y - 0(000%) Ty, %) %) %)

. 0(0.00 1(16.67 1(435 0(0.00 1(1.06 0(0.00% 3(5.56% 3 (5.45% oy 0(0.00 1(6.67 0(0.00 5(12.8
Contusion %) %) %) %) %) ) ) ) 1(2.22%) %) %) %) 2%)

0(0.00 o 1(4.35 0(.00 1(1.06 0(0.00% 4(7.41% 0 (0.00% o 3(200 0(0.00 3(7.32 3(7.69
Fall %) 0 (0.00%) %) %) %) ) ) ) 0 (0.00%) 0%) %) %) %)
Infusion

0(0.00 0(0.00 0(.00 O0(0.00 0(0.00% 0(0.00% 0 (0.00% 1(6.67 0(0.00 0(0.00 0¢(0.00
related. %)  0000%) o) % %) ) ) ) 0000%) g %) % %)

. 0(0.00 o 0(0.00 0(.00 2(2.13 0(0.00% 0(0.00% 1(1.82% o 0(0.00 0(.00 0(.00 2(513
Laceration %) 0 (0.00%) %) %) %) ) ) ) 0 (0.00%) %) %) %) %)
Ligament 0(0.00 o 0(0.00 0(0.00 0(.00 0(0.00% 0(0.00% 4 (7.27% o 0(0.00 0(0.00 0(0.00 0(0.00
sprain %)  0000%) g %) %) ) ) y o 0(000%) Ty, %) %) %)

N 0 (0.00 oy 0(0.00 0(0.00 1(1.06 1(1.89% 1(1.85% 1 (1.82% oy 0(0.00 1(6.67 0(0.00 0(0.00
Limb injury %) 0 (0.00%) %) %) %) ) ) ) 1(2.22%) %) %) %) %)
Procedural 0 (0.00 o 0(0.00 0(.00 2(2.13 1(1.89% 0(0.00% 1(1.82% o 1(6.67 0(.00 2(4.88 2(5.13
pain %) 0 (0.00%) %) %) %) ) ) ) 2 (4.44%) %) %) %) %)
Spinal

. 0(0.00 0(0.00 0(.00 0(0.00 0(0.00% 0(0.00% 0 (0.00% 0(0.00 0(.00 0(.00 2(513
ﬁofrrr;;‘):zﬁfglo %) 0 (0.00%) %) %) %) ) ) ) 0 (0.00%) %) %) %) %)
1(12.5 o 2(870 0(.00 1(1.06 0(0.00% 0(0.00% 0 (0.00% o 0(0.00 0(0.00 2(4.88 0(0.00
Sunburn 0%) 0 (0.00%) %) %) %) ) ) ) 0 (0.00%) %) %) %) %)
Tooth 0(0.00 1(16.67 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00% 0 (0.00% 0 (0.00%) 0(0.00 0(0.00 0(0.00 0(0.00
fracture %) %) %) %) %) ) ) ) e %) %) %) %)
Wound
0 (0.00 oy 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00% 0 (0.00% o 1(6.67 0(0.00 0(0.00 0(0.00
g:emorrha %) 0 (0.00%) %) %) %) ) ) ) 0 (0.00%) %) %) %) %)
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Wrist 0 (0.00 o\ 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00% 1(1.82% o\ 1(667 0(0.00 0(0.00 1(256
fracture %) 0000%) g %) %) ) ) ) 0000%) Ty %) %) %)
Investigation
S
Alanine
aminotrans 0 (0.00 i 2(870 3(111 T7(745 1(1.89% 11(20.3 6 (10.91 o 1(667 3(2.0 8(195 5(12.8
ferase o)  0(0:00%) o 1%) %) ) 7%) o)  2(444%) o 0%) 1%)  2%)
increased
Aspartate
aminotrans  0(0.00 1(1667 2(870 4(148 12(12. 1(1.89% 10(185 10(181 4 ocre 0(000 3(200 6(146 6(153
ferase %) %) %) 1%)  77%) ) 2%) 8%) ol %) 0%) 3%) 8%)
increased
Blood
alkaline 0 (0.00 oy 1435 2(741 14(14. 2(3.77% 11(20.3 7 (12.73 o 0(0.00 5(333 5(122 4(10.2
phosphatas %) 0 (0-00%) o) %) 89%) ) 7%) o)  2(444%) o 3%) 0%)  6%)
e increased
Blood
CLeOaSﬂ”heokin 0(0.00 00y ©00 0(000 0(000 0(0.00% 0(0.00% 0(0.00% 4 poynp 0(000 0(000 3(7.32 1(256
b %) %) %) %) ) ) ) 22%) gy %) %) %)
increased
Blood
- 0 (0.00 s 0(0.00 2(741 5(532 2377% 4(741% 1(1.82% . 1(667 0(0.00 4(9.76 5(128
ﬁ:‘gg;nslgg y)  0(0.00%) %) %) ) ) ) 1222%) g %) %) 2%)
Bloodiron 0 (0.00 o\ 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00% 0 (0.00% o\ 0(0.00 1(667 0(0.00 0(0.00
decreased %)  0(0:00%) "o %) %) ) ) ) 0(0.00%) o) %) %) %)
Blood
magnesium ! (()1/2.5 00.00%) © (0(/).00 0 (09.00 2(213 0(0.00% 1(1.85% 1(182% 00 0(000 0(0.00 0(0.00 1(256
decreased o) o) 0) %) ) ) ) %) %) %) %)
Blood
. 1(12.5 o« 0(0.00 0(0.00 1(1.06 0(0.00% 0(0.00% 1(1.82% o« 0(0.00 0(0.00 0(0.00 0(0.00
32?22:;?1 0%) 0 (0.00%) %) %) %) ) ) ) 0 (0.00%) %) %) %) %)
Blood
0 (0.00 o 0(0.00 0(0.00 1(1.06 1(1.89% 0(0.00% 0 (0.00% o 1(667 0(0.00 0(0.00 0(0.00
pressure %) 0 (0.00%) %) %) %) ) ) ) 0 (0.00%) %) %) %) %)
increased
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Blood
testosteron 0 (0.00 o 2(870 0(0.00 0(0.00 0(0.00% 1(1.85% 1(1.82% o« 0(0.00 0(0.00 0(0.00 0(0.00
o by 0(0.00%) Ly %) %) ) ) ) 0(0.00%) ) %) %) %)
decreased
Blood
thyroid
yroid | 0 (0.00 o 0(0.00 1(370 1(1.06 0(0.00% 0(0.00% 0 (0.00% o« 0(0.00 1(667 0(0.00 0(0.00
Egr:;:(l):::;ng by 0(0.00%) oy %) %) ) ) ) 0(0.00%) ') %) %) %)
increased
Carbon
arb 0 (0.00 o« 0(0.00 0(0.00 0(0.00 0(0.00% 3(556% 0 (0.00% o« 0(0.00 0(0.00 0(0.00 0(0.00
s]lg;(el(;zed %) 0 (0.00%) %) %) %) ) ) ) 0 (0.00%) %) %) %) %)
Efc‘;lt:)on” 0(000 (oo 1435 1(370 6(638 0(0.00% 1(185% 5(9.09% 4 oo, 0(0.00 1(667 2(488 0(000
decreased %) s %) %) %) ) ) ) e %) %) %) %)
Gamma-
glutamyltra  0(0.00 o o0 3(130  3(114 12(12. 1(1.89% 11(203 6(1091 6(1333  0(000 3(200 6(146 6(153
nsferase %) e 4%) 1%) 77%) ) 7%) %) %) %) 0%) 3%) 8%)
increased
Liver
function 0 (0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00% 0 (0.00% 0(0.00 1(6.67 0(0.00 0(0.00
test %)  0(0:00%) "o %) %) ) ) ) 0(0.00%) = oy %) %) %)
abnormal
Lymphocyt
Al 10125 (009 1(435 0(000 2(213 1(189% 5(926% 2(364% 4 5900, 0(000 0(000 2(488 2(513
decreased 0%) %) %) %) ) ) ) %) %) %) %)
Mean cell 0 o o o
: (0.00 o 0000 ©0(0:00 0(0.00 0(0.00 0(0.00% 0(0.00% 0(0.00% (oo 0(0.00 1(667 0(0.00 0(0.00
foommseq %) OO ey ey ) ) ) ) PO ey W)
Neutrophil o h00  1(1667 0(0.00 2(741 0(0.00 1(1.89% 3(556% 1 (1.829 1(667 0(0.00 2(48 2(5.13
coant (. (16. (0. . (0. (189% 3(5.56% 1(182% ()00, (667 (. . (5.
Gomoased W) %) % %) %) ) ) ) % %) %) %)
Platelet
0 (0.00 oy 0(0.00 1(370 1(1.06 0(0.00% 1(1.85% 1(1.82% . 1(667 0(0.00 3(7.32 3(7.69
gzgp;ased by 0(0.00%) ° %) %) ) ) ) 0(0.00%) ) %) %) %)
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Protein
prote 1125 o 0o 000 0(000 0(000 0(0.00% 0(0.00% 0(0.00% g oo 0(000 0(0.00 0(0.00 0(0.00
0%) %) %) %) ) ) ) %) %) %) %)

present
Thyroxine 4 9.00 1(435 0(0.00 2(213 0(0.00% 0(0.00% 0 (0.00% 0(000 1(667 0(0.00 0(0.00
free 000 0o0%) ¢ ©. (2. (0.00% 0(0.00% 0(0.00% g qgo9) OO (®. ©. ©.
d %) %) %) %) ) ) ) %) %) %) %)
ecreased
Transamin
Tran 0(0.00 ((1ogs 0000 0(000 2(213 0(000% 4(741% 0(000% ooy 0000 2(133 1(244 1(256
; %) %) %) %) ) ) ) %) 3%) %) %)
increased
Weight 0(0.00 3(130 0(0.00 5(532 4(7.55% 8(1481 6(10.91 1667 2(133 4(976 3 (7.69
decreased %)  0(0:00%) " o %) %) ) %) %)  S(667%) o) 3%) %) %)
Weight 0(.00 1(1667 5@217 2(741 3319 0(0.00% 1(185% 4(21% 5440 0000 0(000 1(244 1(256
increased %) %) 4%) %) %) ) ) ) A4%) 7 oy %) %) %)
White
blood cell 0 (0.00 0(0.00 0(0.00 0(0.00 0(0.00% 2(3.70% 2 (3.64% 1667 1(667 5(122 3(7.69
count %)  0(0:00%) "o %) %) ) ) ) 0(0.00%) o) %) 0%) %)
decreased

Metabolism

and nutrition

disorders
Decreased 4 (50.0 3(50.00 2(870 7(259 23(24. 11(207 18(33.3 16(290 7(1556 2(13.3 3(20.0 12(29. 14 (35.
appetite 0%) %) %) 3%)  47T%)  5%) 3%) 9%) %) 3%) 0%)  27%)  90%)
Dehydratio 0 (0.00 L. 3(130 2(741 12(12. 1(189% 4(7.41% 5(9.09% . 1(667 1(667 5(122 6(153
n o)  0(0:00%) "4 %) T7%) ) ) ) 2(4.44%) o %) 0%)  8%)
Diabetes 0 (0.00 0(000 0(0.00 0(0.00 0(0.00% 0(0.00% 0 (0.00% 1(667 0(000 0(0.00 1(2.56
mellitus %)  0(0:00%) o %) %) ) ) ) 0(0.00%) " oy %) %) %)
Hypercalea 0(0.00 1(1667 0(0.00 0(000 2(213 1(1.89% 1(1.85% 0(0.00% ooy 0(0.00 0(000 1(244 0(0.00
emia %) %) %) %) %) ) ) ) 00%) "oy %) %) %)
Hyperglyca 0 (0.00 .. 3(130 0(000 8(851 3(566% 6(11.11 5(9.09% . 0(0.00 1(667 4(9.76 3(7.69
emia %)  0(0:00%) "4 %) %) ) %) ) 0(0.00%) o) %) %) %)
Hyperkalae 0 (0.00 L. 2(870 1(370 4(426 4(7.55% 0(0.00% 2 (3.64% . 0(0.00 2(133 0(0.00 1(2.56
T oy 0000%) 20 o s | | | 00.00%) °) S0 o o
Hypermagn 0 (0.00 .. 0(000 0(000 1(1.06 0(0.00% 0(0.00% O /(0.00% . 0(0.00 1(667 1(244 0(0.00
esaemia %)  0(0:00%) "o %) %) ) ) ) 0(0.00%) = g %) %) %)
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Hyperurica 0 (0.00 0(0.00 0(0.00 0(0.00 0(0.00% 2(3.70% 2 (3.64% 1(6.67 0(0.00 0(0.00 0(0.00
Hyperun (%) 0 (0.00%) (%) (%) (%) ( o ( o ( P 1 222%) (%) (%) (%) (%)
Hypoalbum 0 (0.00 0(000 0(0.00 6(638 1(1.89% 4(7.41% 3 (5.45% 0(0.00 2(133 5(122 2(5.13
inaemia %) 0000%) "o %) %) ) ) y o T@22%) 0 TenT V3% o%) %)
Hypokalae 0 (09.)00 00.00%) © (09.)00 2 ((;.)41 1301 ? 3 (5.)66% 1 (1.)85% 5 (9.)09% t @22 | (0(/3.)67 3 ég/o).o 5 (()1/2).2 3 (0;.)69
mia (] (] (] (o] (] (] (] (]
Hypomagn 1 (12,5 0(0.00 0(0.00 7(7.45 1(1.89% 1(1.85% 3 (5.45% 0(0.00 1(667 2(4.88 0(0.00
; 0 (0.00%) 1(2.22%)
esaemia 0%) %) %) %) ) ) ) %) %) %) %)
Hyponatrae 0 (02.)00 0 0.00%) 2 (02.)70 2 (02.)41 1 710(01) ; B (1.)89% 5 (9.)26% 7 (jyf).n e (02.)00 2 éjyf)'s 5 él/f)'z 4 éj%?).z
) 0, 0,
Hypophosp 0 (02.)00 00.00%) 2 (02.)70 1 (02.)70 8 (;).)51 4 (7.)55/0 5 (9.)26A; 2 (3.)64/0 L @22 O (02.)00 0 (02.)00 6 3(,121).6 2 (02.)13
Impaired
: 0(0.00 .. 0(000 0(0.00 0(0.00 0(0.00% 0(0.00% 1(1.82% . 1(667 0(0.00 0(0.00 0(0.00
galj’ggge %) 0 (0.00%) %) %) %) ) ) ) 0 (0.00%) %) %) %) %)
Increased 0 (0.00 0(0.00 0(0.00 0(0.00 0(0.00% 1(1.85% 0 (0.00% 0(0.00 0(0.00 1(244 2(5.13
appetite %)  0(0:00%) "o %) %) ) ) ) 0(0.00%) = oy %) %) %)
Lactic 0(0.00 .. 0(000 0(000 0(0.00 0(0.00% 0(0.00% O /(0.00% . 0(0.00 1(667 0(0.00 0(0.00
acidosis %) 0(000%) g %) %) ) ) ) 0000%) T %) %) %)
Vitamin D 1(12.5 . 1(435 1(370 1(1.06 0(0.00% 1(1.85% 0 (0.00% . 1(667 0(0.00 0(0.00 0(0.00
deficiency ~ 0%) 0(0:00%) "o %) %) ) ) ) 0(0.00%) o %) %) %)
Musculoskel
etal and
connective
tissue
disorders
 2(250 2(3333 6(260 6(222 18(19. 18(33.9 28(51.8 19(345 12(2667 9(60.0 8(53.3 17(41. 17 (43.
Arthralgia
0%) %) 9%) 2%)  15%)  6%) 5%) 5%) %) 0%) 3%)  46%)  59%)
Arthritis 0 (02')00 0 (0.00%) ° (02')00 0 (02‘)00 0 (02.)00 0 (o.)oo% 2 (3.)70% 101 .)82% 00.00%) © (02.)00 0 (02')00 0 (02.)00 2 (02.)13
 0(0.00 1435 6(222 13(13. 6(11.32 7(1296 12(218 8(17.78 1(6.67 4(266 4(9.76 4(10.2
Back pain %)  0(0:00%) "o 2%)  83%) %) %) 2%) %) %) 7%) %) 6%)
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0(000 1(1667 0(0.00 1(370 3(3.19 0(0.00% 0(0.00% 3 (5.45% L. 0(0.00 0(0.00 0(0.00 1256
Bone pain %) %) %) %) %) ) ) ) 0(0.00%) %) %) %) %)
Costochon 1 (12,5 .. 0(000 0(0.00 0(0.00 0(0.00% 0(0.00% O /(0.00% L. 0(0.00 0(0.00 0(0.00 0(0.00
dritis 0%) 0(0:00%) "o %) %) ) ) ) 0(0.00%) = o) %) %) %)
0(0.00 2870 0(0.00 7(745 2(3.77% 0(0.00% 3 (5.45% 0(0.00 3(200 0(0.00 1(2.56
Flank pain %) 0 (0.00%) %) %) %) ) ) ) 0 (0.00%) %) 0%) %) %)
g;tgi'g’:”ebr 0(000 1(1667 0(000 1(370 0(0.00 0(0.00% 0(0.00% 1(1.82% 00 ©0(000 0(0.00 0(0.00 0(0.00
eon B W% % %)) ) ) ' wWoow %) %)
Joint 0(0.00 1435 0(000 5(532 1(1.89% 1(1.85% 3 (5.45% 1(667 0(0.00 0(0.00 1(2.56
swelling %)  0(0:00%) o %) %) ) ) ) 0(0.00%) o %) %) %)
Limb 1(12.5 .. 0(000 0(000 2(213 1(1.89% 0(0.00% O (0.00% .. 0(0.00 0(0.00 0(0.00 0(0.00
discomfort ~ 0%)  0(0:00%) "o/ %) %) ) ) ) 0(0.00%) o) %) %) %)

. 1(125 .. 0(000 0(000 0(0.00 0(0.00% 0(0.00% O /(0.00% . 0(0.00 0(0.00 1(244 0(0.00
Limb mass 0%) 0 (0.00%) %) %) %) ) ) ) 0 (0.00%) %) %) %) %)
Muscle 1125 1(1667 5@17 2(741 13(13. 2(377% 3(656% 11200 L0 1667 00000 7(170 5(128
spasms 0%) %) 4%) %) 83%) ) ) 0%) e %) %) 7%) 2%)
Muscle 0(0.00 .. 0(000 0(000 0(0.00 0(0.00% 0(0.00% O /(0.00% . 1(667 0(0.00 0(0.00 0(0.00
tightness %)  0(0:00%) "o %) %) ) ) ) 0(0.00%) o %) %) %)
Muscular  1(125 2870 3(11.1 6(638 0(0.00% 7(12.96 7(12.73 1(667 2(133 2(488 3(7.69
weakness ~ 0%) 0(0:00%) o 1%) %) ) %) %)  4(B89%) 39%) %) %)
Musculosk 4 1(16.6 870 1(370 3(319 1(1.89% 3(556% 2 (3.649 0(0.00 0(0.00 8 4(102
Musculosk  1(125  1(1667 2(8.7 (370 3(3.19 1(1.89% 3(656% 2(B64% 54 400 00 (0.00 2(4.88 4 (10.

. 0%) %) %) %) %) ) ) ) %) %) %) 6%)
pain
Musculosk 1 (12.5 L. 2(870 2(741 8(851 6(1132 4(7.41% 6(10.91 . 1(667 1(667 4(9.76 2(5.13
cletalpain ~ 0%)  0(0:00%) "o/ %) %) %) ) o)  0(0:00%) o %) %) %)
Museulosk 9000 000 (@35 20741 1(106 2(377% 0(000% 1(182% o0 1(667 0000 1244 2(513
dss % °C wWoow %) ) ) | wWoow %) %)
Mvaldia 2250 1(1667 2(870 6(222 17(18. 12226 16(296 12218 54440 1(667 3(200 12(29. 8(205
yalg 0%) %) %) 2%)  09%)  4%) 3%) 2%) A44%) -y 0%)  27%)  1%)
 1(125 0(0.00 2(741 5(532 5(9.43% 4 (7.41% 7 (12.73 2(133 0(0.00 2(48 2(5.13
Neckpain ' §2° 0 (0.00%) © {1 o ) ; ; o 2waaa%) 205 o ) o
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Osteoarthri 0 (0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00% O (0.00% 0(0.00 1(667 0(0.00 0(0.00
Osteoarthr (%) 0 (0.00%) (%) (%) (%) ( o ( o ( 0% 0/(0.00%) (%) (%) (%) (%)
Pain in 0(0.00 1(1667 4(173 5(185 16(17. 11(207 11(203 13(236 5(11.11 4(266 2(133 5(122 4(10.2
extremity %) %) 9%) 2%)  02%)  5%) 7%) 4%) %) 7%) 3%) 0%)  6%)
o 0(0.00 0(0.00 0(0.00 3(319 1(1.89% 0(0.00% 0 (0.00% 0(0.00 1(667 0(0.00 2(5.13
Pain in jaw %) 0 (0.00%) %) %) %) ) ) ) 0 (0.00%) %) %) %) %)
Plantar 0 (02.)00 0 0.00%) 2 (02.)70 0 (02.)00 0 (02.)00 0 (0.)00% 1 (1.)85% 0 (0.)00% 00.00%) ° (02.)00 0 (02.)00 1 (02.)44 0 (0(/1.)00
0, 0, 0,
(F:S:it;domy 0 (02.)00 00.00%) © (02.)00 0 (02.)00 0 (02.)00 0 (o.)oo % 0 (0.)00 % 1(1 .)82 % 0000%) ° (02.)00 1 (02.)67 0 (02.)00 1 (02.)56
Rheumatoi 0 (0.00 .. 0(000 0(000 1(1.06 0(0.00% 0(0.00% O /(0.00% . 0(0.00 1(667 0(0.00 1(256
darhitis %) ©(C00%) g %) %) ) ) )y 00:00%) Ty %) %) %)
Neoplasms
benign,
malignant
and
unspecified
(incl cysts
and polyps)
Acrochordo 1 (12.5 1435 0(000 3(319 5(943% 3(556% 5 (9.09% 3(200 3(20.0 1(244 4(10.2
A c(>%) 0(0.00%) (%) (%) (%) ( ) ( Yo ( ) 0(0.00%) c(>%) é%) (%) e(s%)
Basalcell 0 (0.00 L. 3(130 1(370 3(3.19 0(0.00% 3(5.56% 7 (12.73 .. 2(133 0(0.00 0(0.00 2(513
carcinoma %)  0(0:00%) "4 %) %) ) ) %)  0(0:00%)  “a) %) %) %)
C 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% O(0.00% O (0.00% 1(667 0(0.00 0(0.00 0(0.00
p:ir;]cer (%) 0 (0.00%) (%) (%) (%) ( " ( o ( 0% 0/(0.00%) (%) (%) (%) (%)
Fibrous
. 0(0.00 0(0.00 0(0.00 1(1.06 0(0.00% 0(0.00% 3 (5.45% 0(0.00 0(0.00 1(244 0(0.00
histiocytom (%) 0 (0.00%) (%) (%) (%) ( | ( | ( ; 0 (0.00%) (%) (%) (%) (%)
a
Haemangio 0 (0.00 0(0.00 1(370 2(213 0(0.00% 3(556% 1 (1.82% 0(0.00 0(0.00 0(0.00 0(0.00
ma of akin (%) 0(0.00%) (%) (%) (%) ( ) ( Y ( ) 0(0.00%) (%) (%) (%) (%)
Juvenile
0(0.00 .. 0(000 0(0.00 0(0.00 0(0.00% 0(0.00% O /(0.00% . 1(667 0(0.00 0(0.00 0(0.00
Lneer:iagnnoma %) 0 (0.00%) %) %) %) ) ) ) 0 (0.00%) %) %) %) %)
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Keratoacan 0 (0.00 . 0(0.00 0(000 1(1.06 3(566% 0(0.00% 1(1.82% .. 0(000 0(.00 0(0.00 0(0.00
thoma o)  0(0:00%) "o %) %) ) ) ) 0(0.00%) = o) %) %) %)

. 0(0.00 . 0(0.00 0(000 0(0.00 0(0.00% 0(0.00% O/(0.00% L. 0(000 0(.00 0(000 2(513
Lipoma %) 0 (0.00%) %) %) %) ) ) ) 0 (0.00%) %) %) %) %)
Melanocyti 1 (12.5 1435 0(0.00 1(1.06 3(5.66% 4(7.41% 5(9.09% 1667 1(667 0(0.00 0(0.00
¢ naevus 0%)  0(0:00%) "o %) %) ) ) ) 0(0.00%) " oy %) %) %)
Seborrhoei 0 (0.00 2(870 2(741 4(426 5(943% 7(12.96 6(10.91 4(266 1(667 4(9.76 6(153
ckeratosis %)  0(0:00%) o %) %) ) %) %)  0(0:00%) "7 %) %) 8%)
Skin 3375 1(1667 1435 2(741 2(213 8(1500 4(741% 2(384% oo 1667 0(000 1(244 0(0.00
papilloma  0%) %) %) %) %) %) ) ) 00%) " o) %) %) %)
Tumour 0 (0.00 . 1(435 1(370 0(0.00 1(1.89% 1(1.85% 0 (0.00% .. 0(000 1(667 0(000 1(256
pain %)  0000%) g %) %) ) ) y o 0(000%) Ty, %) %) %)

Nervous
system
disorders
. 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 1(1.85% 3 (5.45% 1(667 0(0.00 0(0.00 0(0.00
Amnesia %) 0 (0.00%) %) %) %) ) ) ) 1(2.22%) %) %) %) %)
. 0(0.00 . 0(0.00 0(000 0(.00 0(0.00% 1(1.85% 0 /(0.00% L. 1(667 0(0.00 1(244 1(256
Aphasia %) 0 (0.00%) %) %) %) ) ) ) 2 (4.44%) %) %) %) %)

. 0(0.00 . 0(0.00 0(000 0(.00 0(0.00% 1(1.85% 1 (1.82% .. 0(000 1(667 0(000 1(256
Ataxia o 0(.00%) 0 o o | | | 0(0.00%) ° o o o
Balance 0 (0.00 . 1435 1(370 2(213 1(1.89% 0(0.00% 1 (1.82% .. 1(667 0(0.00 0(0.00 0(0.00
disorder %)  0(0:00%) o %) %) ) ) ) 0(0.00%) o) %) %) %)
Burning 1(125 .. 0(0.00 0(000 0(0.00 1(1.89% 0(0.00% 1(1.82% .. 1(667 0(0.00 0(0.00 0(0.00
sensation  0%) 0(0:00%) "o %) %) ) ) ) 0(0.00%) o %) %) %)
Disturbanc 4 (125 ©000% O0©00 1(B70 1(106 0(0.00% 2(370% 0(0.00% oo 1667 0000 1(244 0(000
Stonton 0% °C wWow %)) ) ) | wWoow %) %)
Dgness 10125 1(1667 4(173 5(185 24(25. 5(043% 12(222 10(181 7(1556 4(266 1(6.67 14(34. 4 (102

0%) %) 9%)  2%)  53%) ) 2%) 8%) %) 7%) %) 15%)  6%)
0(0.00 . 0(0.00 0(000 1(1.06 0(0.00% 1(1.85% 0 (0.00% .. 0(000 1(667 0(0.00 0(0.00
Dysarthria %) 0 (0.00%) %) %) %) ) ) ) 0 (0.00%) %) %) %) %)
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_0(0.00 .. 0(000 1(370 5(532 0(0.00% 5(9.26% 5 (9.09% . 1(667 1(667 2(488 3(7.69
Dysgeusia %) 0 (0.00%) %) %) %) ) ) ) 1(2.22%) %) %) %) %)
__ 0(0.00 .. 2(870 0(0.00 0(0.00 0(0.00% 0(0.00% O (0.00% .. 0(000 0(0.00 0(0.00 0(0.00
Dyskinesia %) 0 (0.00%) %) %) %) ) ) ) 0 (0.00%) %) %) %) %)
Facial 0(0.00 0(000 0(0.00 0(0.00 0(0.00% 0(0.00% O (0.00% 1(667 1(667 2(4.88 0(0.00
paralysis %)  0(0:00%) o %) %) ) ) ) 0(0.00%) " oy %) %) %)
Headache  0(0.00  3(50.00  12(52. 8(206 32(34. 17(320 25(463 18(327 9(2000 5(333 4(266 13(31. 16 (41,
%) %) 17%)  3%)  04%)  8%) 0%) 3%) %) 3%) 7%)  71%)  03%)
Hemiparesi 0 (0.00 .. 0(0.00 0(0.00 0(0.00 0(0.00% 1(1.85% 1 (1.82% .. 1(667 0(0.00 0(0.00 0(0.00
5 by 0(0.00%) ° O % %) ) | ) 0(000%) ) % % %
Hyperaesth 0 (0.00 L. 0(0.00 0(0.00 3(3.19 0(0.00% 0(0.00% 2 (3.64% .. 1(667 0(0.00 0(0.00 2(513
e by 0(0.00%) ° O % % | | | 0(000%) ) % % o
Hyposesth  1(125 1(1667 1(435 1(370 4(426 1(189% 3(556% 4(7.27% 4 po0p) 2(133 1(667 0(000 0(0.00
esia 0%) %) %) %) %) ) ) ) 22%) 3, %) %) %)
0(0.00 0(000 0(0.00 1(1.06 1(1.89% 1(1.85% 4 (7.27% 2(133 0(0.00 2(4.88 0(0.00
Lethargy %) 0 (0.00%) %) %) %) ) ) ) 1(2.22%) 3%) %) %) %)
Memory  0(0.00 1(1667 0(0.00 0(0.00 5(532 0(0.00% 2(370% 1(182% 4 400, 0000 1(667 2(488 0(0.00
impairment %) %) %) %) %) ) ) ) e %) %) %) %)
Motor 0(0.00 0(000 0(0.00 0(0.00 0(0.00% O0(0.00% 0 (0.00% 1(6.67 0(0.00 0(0.00 0(0.00
dysfunction %)  0(0:00%) "o %) %) ) ) ) 0(0.00%) o) %) %) %)

_ 0(0.00 .. 0(000 0(0.00 0(0.00 0(0.00% 0(0.00% 1(1.82% .. 1667 1(667 0(0.00 1(256
Neuralgia %) 0 (0.00%) %) %) %) ) ) ) 1(2.22%) %) %) %) %)
Neuropathy 0(0.00 1(16.67 3(13.0 1(3.70 6(6.38 4(7.55% 4 (7.41% 4 (7.27% .. 2(133 0(0.00 1(244 0(0.00

1(2.22%)

peripheral %) %) 4%) %) %) ) ) ) e lo 3%) %) %) %)
Noninfectiv
e 0(0.00 0(000 0(0.00 0(0.00 0(0.00% 2(3.70% 0 (0.00% 2(133  0(0.00 0(0.00 0(0.00
encephalii %)  0(0:00%) "o %) %) ) ) ) 0(0.00%) 304y %) %) %)
S

0(0.00 .. 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00% O (0.00% .. 0(000 1(667 0(0.00 0(0.00
Nystagmus %) 0 (0.00%) %) %) %) ) ) ) 0 (0.00%) %) %) %) %)
Paraesthes 0 (0.00 L. 0(0.00 1(370 6(638 6(11.32 0(0.00% 4 (7.27% L. 2(133 1(667 1(244 1(256
) by 0(0.00%) ° O % ) o) | ; 3667%) o 9 o )
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Partial 0(0.00 . 0(0.00 0(000 1(1.06 0(0.00% 0(0.00% O /(0.00% .. 1(667 0(0.00 0(0.00 0(0.00
seizures %)  0000%) g %) %) ) ) y - 0(000%) Ty, %) %) %)
Presyncop 0 (0.00 .. 0(000 0(000 2(213 0(0.00% 1(1.85% 0 (0.00% . 0(0.00 0(0.00 3(7.32 1(256
F oy 0(0.00%) 0 o o | | | 0(0.00%) ° o o o

. 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% O0(0.00% 0 (0.00% 0(0.00 1(667 0(0.00 0(0.00
Sedation oy 0(0.00%) 04 o o | | | 0(0.00%) ° o o o
. 1(12.5 L. 0(000 1(370 1(1.06 0(0.00% 4(7.41% 1(1.82% L. 1(667 0(0.00 1(244 0(0.00
Seizure 0%) 0 (0.00%) %) %) %) ) ) ) 1(2.22%) %) %) %) %)
Sinus 0(0.00 1(1667 0(0.00 0(0.00 1(1.06 1(189% 0(000% 0(000% ooy 0000 0(000 0(000 0(0.00
headache %) %) %) %) %) ) ) ) 00%) " o) %) %) %)
Somnolenc 0 (0.00 . 0(0.00 0(000 2(213 0(0.00% 0(0.00% 3 (5.45% .. 0(000 1(667 1(244 0(0.00
S oy 0000%) °0) o o | | ; 0000%) °) o o o
0(0.00 1(1667 1(435 0(000 3(319 1(1.89% 3(556% 3 (5.45% . 0(0.00 1(667 4(9.76 3(7.69
Syncope %) %) %) % %) ) ) y o 1@222%) Ty %) % %)
0(0.00 1435 0(000 5(532 0(0.00% 1(1.85% 2 (3.64% 0(0.00 0(0.00 0(0.00 0(0.00
Tremor %) 0 (0.00%) %) %) %) ) ) ) 1(2.22%) %) %) %) %)
Psychiatric
disorders
. 0(0.00 1(1667 5(21.7 1(370 10(10. 5(9.43% 5(9.26% 4 (7.27% .. 0(000 2(133 0(000 2(513
Anxiety %) %) 4%) %) 64%) ) ) ) 2(4.44%) " o) 39%) %) %)
Confusiona 1(125 1(16.67 2(870 0(000 5(532 1(1.89% 3(556% 6(1091 )0 0000 1(667 4(976 2(5.13
| state 0%) %) %) %) %) ) ) %) 22%) " gy %) %) %)
0(0.00 . 1(435 4(148 6(638 2(3.77% 5(9.26% 4 (7.27% . 0(0.00 1(667 2(488 3(7.69
Depression %) 0 (0.00%) %) 1%) %) ) ) ) 1(2.22%) %) %) %) %)
Emotional 0 (0.00 0(0.00 0(0.00 0(0.00 0(0.00% O0(0.00% 0 (0.00% 1(6.67 0(0.00 0(0.00 0(0.00
disorder o)  0(0:00%) "o %) %) ) ) ) 0(0.00%) " oy %) %) %)
. 1(12.5 1435 6(222 6(638 4(7.55% 7(12.96 10 (18.1 20133 2(133 3(732 4(10.2
Insomnia 0%) 0 (0.00%) %) 2%) %) ) %) 8%) 0 (0.00%) 3%) 3%) %) 6%)
o 0(0.00 .. 0(000 1(370 0(0.00 0(0.00% 3(556% O (0.00% .. 0(000 0(.00 0(0.00 0(0.00
Irritability o 0(.00%) 0 o o | | | 0000%) °) o o o
Mental
0(0.00 . 0(0.00 2(741 1(1.06 0(0.00% 1(1.85% 1 (1.82% .. 0(000 0(0.00 0(0.00 0(0.00
status o 0©oo%) 0 o o | | | 00.00%) ° o o o
changes
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glll;c;gd 0 (02)00 0 (0.00%) 0 (02)00 0 (02)00 1 (02))06 0 (O.)OO% 0 (0.)00% 0 (0.)00% 0 (0.00%) 1 (02.)67 0 (02)00 0 (02)00 0 (02.)00
;’QLnoljir?%l 0 (02)00 0 (0.00%) 0 (02)00 0 ((}(/1)00 0 (02)00 0 (O.)OO% 0 (0.)00% 0 (0.)00% 0 (0.00%) 1 (0(/?).)67 0 (02)00 0 (02)00 0 g(/?).)OO

Renal and

disorders
Dysuria 161/3)5 0 (0.00%) 1 (02.)35 1 (0'2)70 4 (02)26 0 (O.)OO% 1 (1.)85% 4 (7.)27% 0 (0.00%) 0 (02.)00 1 (02)67 2 (02)88 2 (02.)13
Haematuria 0 (02)00 0 (0.00%) 1 (:/1.)35 0 (02)00 0 (02)00 1 (1.)89% 1 (1.)85% 2 (3.)64% 0 (0.00%) 1 (02.)67 2§jy(()3).3 1 (02)44 46(;2/5)).2
Ll\j/II'ig;t;:]r(i:t;lon 0 (02)00 0 (0.00%) 0 (02)00 0 (02)00 1 (02))06 0 (O.)OO% 0 (0.)00% 0 (0.)00% 0 (0.00%) 2:;1%:)%).3 0 (02)00 1 (02)44 1 (02.)56
l;lseighrolithi 0 (02)00 0 (0.00%) 2 (02.)70 0 (02)00 1 (0}0)06 0 (O.)OO% 0 (O.)OO% 0 (O.)OO% 1(2.22%) 0 (02.)00 1 (02)67 0 (o(/i)OO 0 (02.)00
Pollakiuria 0 (02)00 0 (0.00%) 1 (02.)35 0 ((}(/1)00 2 (02.)13 4 (7.)55% 1 (1.)85% 1 (1.)82% 0 (0.00%) 1 (0(/?).)67 0 (02)00 3 (02.)32 2 (02.)13
Polyuria 0 (02)00 0 (0.00%) 0 (02)00 0 (02)00 0 (02)00 0 (O.)OO% 0 (0.)00% 3 (5.)45% 0 (0.00%) 0 (02.)00 0 (02)00 0 (02)00 0 (02.)00
ﬁfur;?ll 0 (02)00 0 (0.00%) 0 (02)00 0 (02)00 0 (02)00 0 (O.)OO% 0 (0.)00% 0 (0.)00% 0 (0.00%) 1 (02.)67 0 (02)00 0 (02)00 0 (02.)00

Reproductiv

2nd breast

disorders
Breast pain  ° (02.)00 0(0.00%) (02.)35 0 (02')00 0 (02.)00 0 (o.)oo% 1 (1.)85% 1 (1.)82% 1220%) © (02.)00 0 (02.)00 1 (02.)44 2 (02.)13
g/lenorrhagi 0 (02)00 0 (0.00%) 2 (02-)70 0 (02)00 0 (o(/i)OO 0 (O.)OO% 0 (O.)OO% 101 .)82% 0 (0.00%) 0 (02.)00 0 (02)00 0 (o(/i)OO 1 (oi.)56
(I;/Ineir:fégjgr 0 (02)00 0 (0.00%) 0 (02’)00 1 (0'2)70 0 (02’)00 1 (1.)89% 1 (1.)85% 0 (0.)00% 0 (0.00%) 1 (02.)67 0 (02)00 0 (02’)00 0 (02.)00
gvszirian 0 (02)00 0 (0.00%) 0 (02’)00 1 (0'2)70 1 (‘;0)06 0 (O.)OO% 3 (5.)56% 0 (0.)00% 0 (0.00%) 0 (02.)00 0 (02)00 0 (02’)00 1 (02.)56
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. 0(0.00 o 1(435 0(0.00 1(1.06 0(0.00% 0(0.00% 1(1.82% o« 0(0.00 1(667 2(4.88 0(0.00
Pelvic pain %) 0 (0.00%) %) %) %) ) ) ) 1(2.22%) %) %) %) %)
Testicular 0 (0.00 o 0(0.00 2(741 0(0.00 0(0.00% 0(0.00% 1(1.82% oy 0(0.00 0(0.00 0(0.00 0(0.00
oo wy  0(000%) G %) %) ) ) ) 0(0.00%) 'y %) %) %)

Respiratory,
thoracic and
mediastinal
disorders
0 (0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00% 1(1.82% 0(0.00 1(6.67 0(0.00 0(0.00
Asthma by 0(0.00%) © oy %) %) ) ) ) 0(0.00%) ) %) %) %)
Coudh 3(37.5 3(5000 5(21.7 9(33.3 22(23. 11(20.7 10(185 19(345 5(11.11 5(333 4(266 14(34. 12(30.
9 0%) %) 4%) 3%)  40%) 5%) 2%) 5%) %) 3%) 7%) 15%)  77%)
. 1(125 oy 0(0.00 1(370 1(1.06 0(0.00% 1(1.85% 3 (5.45% o\ 1(667 1667 3(732 2(5.13
Dysphonia 0%) 0 (0.00%) %) %) %) ) ) ) 1(2.22%) %) %) %) %)
Dveonoea 1 (125 1(1667 5217 3(111 12(12. 4(755% 7(1296 7(1273 5(11.11  1(667 2(183 5(122 6(153
ysp 0%) %) 4%) 1%) 77%) ) %) %) %) %) 3%) 0%) 8%)
Dyspnoea  0(0.00 2(33.33 1(435 0(0.00 5(532 1(1.89% 0(0.00% 1(182% , 440 0(0.00 1(667 2(488 2(513
exertional %) %) %) %) %) ) ) ) e %) %) %) %)
o 1(125 1(1667 1(435 2(741 6(6.38 0(0.00% 2(3.70% 5 (9.09% 1(6.67 1(667 3(7.32 1(2.56
Epistaxis 0%) %) %) %) %) ) ) ) 1(2.22%) %) %) %) %)
Haemoptys 1 (12.5 oy 0(0.00 1(370 0(0.00 0(0.00% 0(0.00% 1(1.82% o\ 0(0.00 0(0.00 0(0.00 1(256
- 0%y 0(000%) "G %) %) ) ) ) 0(0.00%) ) %) %) %)
. 1(125 o« 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00% 1(1.82% o« 0(0.00 0(0.00 0(0.00 0(0.00
Hiccups 0%y 0(000%) G %) %) ) ) ) 0(0.00%) ) %) %) %)

. 0 (0.00 o« 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00% 1(1.82% o« 0(0.00 1(667 0(0.00 0(0.00
Hypoxia %) 0 (0.00%) %) %) %) ) ) ) 0 (0.00%) %) %) %) %)
";Z;ym”gfri'a 0(0.00 009 ©00 0(000 0(000 0(0.00% 0(0.00% 0(0.00% (o0 0(000 1(667 0(0.00 0(0.00
ge %) e %) %) %) ) ) ) R %) %) %) %)
Nasal 10125 1(1667  0(000 3(11.1 7(745 1(189% 6(11.11 6(1091 , 4100, 1(667 1(667 4(976 2(5.13
congestion  0%) %) %) 1%) %) ) %) %) At %) %) %) %)
Nasal 0 (0.00 0(0.00 0(0.00 1(1.08 0(0.00% 0(0.00% 0 (0.00% 0(0.00 1(6.67 1(2.44 0(0.00
dryness o)  0(0:00%) o %) %) ) ) ) 0(0.00%) = oy %) %) %)
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Oropharyn  1(12.5 L. 4(173 1(370 16(17. 0(0.00% 7(12.96 9(16.36 L. 1(667 2(133 3(732 5(128
gealpain  0%) 0 (000%) ey %) 02%) ) %) % 30687%) o) 3%) %) 2%)
Painful 0(0.00 1(1667 0(0.00 0(0.00 0(0.00 0(000% 1(185% 0(0.00% ooy 0000 0(000 0(000 0(0.00
respiration %) %) %) %) %) ) ) ) : %) %) %) %)
Paranasal
sinus 0000 1(1667 0(000 2(741 3(319 0(0.00% 1(185% 0(0.00% oo 0000 0(000 1(244 0(0.00
hypersecre %) %) %) %) %) ) ) ) R %) %) %) %)
tion
Pleuriic 0 (0.00 0(0.00 0(0.00 0(0.00 1(1.89% 0(0.00% O (0.00% 0(0.00 1(667 0(0.00 0(0.00
pain Gy 0000%) G A A S S UL LD %) %%
Productive  0(0.00 o oo 0(0.00 0(0.00 3(319 2(377% O9(1667 3(545% 4 popy) 2(133 1(667 2(488 4(102
cough %) 00%) o) %) %) ) %) ) 22%) g, %) %) 6%)
0, 0, 0,
fé’#?é’&?éﬁ 0(02.)00 0 (0.00%) 0(02.)00 0(02.)00 0(02.)00 0(0.)004, 0(0.)004, 1(1.)82/0 0 (0.00%) 0(02.)00 1(02.)67 0(02.)00 0(02.)00
Respiratory
Resy 00000 ooy 1@35 1(B70 0000 1(188% 0(000% 3(545% oo 0000 0(000 1(244 0(0.00
congestion %) %) %) %) ) ) ) %) %) %) %)
Rhiniti 0(0.00 1435 0(0.00 2(213 4(7.55% 4(7.41% 1 (1.82% 0(0.00 0(0.00 1(244 1(256
allorgic (%) 0(0.00%) (%) (%) (%) ( ) ( ) ( ) 1(2.22%) (%) (%) (%) (%)
H 0, 0, 0,
Rhinortos 0 (02.)00 0 0.00%) (02.)35 0 (02.)00 4 (02.)26 0 (0.)00/0 1 (1.)85/0 1 (1.)82A) L @22%) 2 3(1/?).3 0 (02.)00 1 (02.)44 2 (02.)13
Sg:]lase o 0(02.)00 0 (0.00%) 1(02.)35 2(02.)41 2(02.)13 1(1.)89% 3(5.)56% 4(7.)27% 2 (4.44%) 1(02.)67 0(02.)00 0(02.)00 1(02.)56
Sleep
0(0.00 .. 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00% O(0.00% .. 0(000 1(667 0(0.00 0(0.00

252;%&:% %) 0 (0.00%) %) %) %) ) ) ) 0 (0.00%) %) %) %) %)
Throat 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00% O (0.00% 1667 0(0.00 1(244 0(0.00
imitation (%) 0(0.00%) (%) (%) (%) ( ) ( ) ( ) 0(0.00%) (%) (%) (%) (%)
Upper-
airway 0(0.00 L. 0(0.00 1(370 0(0.00 1(1.89% 3(5.56% 2 (3.64% .. 0(000 1(667 1(244 0(0.00
Cou oy 0(0.00%) 0 o o | ; | 24a4%) ° ) o o o
syndrome

. 1(125 L. 0(000 1(370 2(213 1(1.89% 0(0.00% 1 (1.82% .. 0(000 0(0.00 0(0.00 0(0.00
Wheezing 0%) 0 (0.00%) %) %) %) ) ) ) 0 (0.00%) %) %) %) %)
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Skin and
subcutaneo
us tissue
disorders
0(0.00 2870 0(0.00 4(426 0(0.00% 3(556% 2 (3.64% 2(133 1(667 0(0.00 0(0.00
Acne oy 0000%) 20 o s | ; | 1@22%) 250 o o o
Actinic 0(00 1(1667 4(173 3(111 11(11. 6(1132 6(1111 12218 4 po00 0000 2(133 4(976 7(179
keratosis %) %) 9%) 1%) 70%) %) %) 2%) ) %) 3%) %) 5%)
. 0(0.00 0(0.00 2(741 8(851 19(358 8(14.81 3(545% 5(11.11 4(266 4(266 5(122 2(5.13
Alopecia %) 0(0:00%) g, %) %) 5%) %) ) %) %) 1% 0%) %)
. 1(125 0(0.00 1(370 0(0.00 0(0.00% 0(0.00% 0 (0.00% 0(0.00 0(0.00 1(244 0(0.00
Blister é%) 0 (0.00%) (%) (%) (%) ( | ( | ( | 0 (0.00%) (%) (%) (%) (%)
Dermal 0(0.00 0(0.00 1(370 1(1.06 0(0.00% 2(3.70% 1 (1.82% 1(667 0(0.00 1(244 0(0.00
ot oy 0(000%) °4) o g | ) | 0000%) o o o
o 0(0.00 0(0.00 2(741 0(0.00 0(0.00% 2(3.70% 1 (1.82% 0(0.00 2(133 1(244 0(0.00
Dermatitis (%) 0 (0.00%) (%) (%) (%) ( o ( 7o ( P 1 @22) (%) é%) (%) (%)
Dermatitis 2 (25.0 3(130 5(185 12(12. 2(3.77% 6(11.11 10 (18.1 3(200 4(266 6(146 6(15.3
acneiform  0%) 0 (0:00%) " 4oy 2%)  77%) ) %) gy)  0(0.00%) gy 7%) 3%)  8%)
Dermatitis 0 (0.00 2870 1(370 2(213 0(0.00% 0(0.00% 1(1.82% 0(0.00 0(0.00 1(244 0(0.00
contact %)  0(0:00%) "o %) %) ) ) ) 0(0.00%) = oy %) %) %)
. 1(125 1(1667 3(130 2741 5(532 2(3.77% 6(11.11 11(20.0 .. 3(200 1(667 6(146 6(15.3

Dry skin 0%) %) 4%) %) %) ) %) 0%) 3 (6.67%) 0%) %) 3%) 8%)
Ecchymosi 0 (0.00 1435 2(741 0(0.00 0(0.00% 2(370% 2 (3.64% 0(0.00 0(0.00 0(0.00 0(0.00

cocymest 00N 0 .00%) ' o Gy OOP0% 2ET0% 2E84% o 000%) OO ) ) )
1(12.5 3(130 1370 3(3.19 0(0.00% 2 (3.70% 4 (7.27% 20133 1(667 1(244 2(5.13

Eczema é%) 0 (0.00%) 5%) (%) (%) ( o ( 7o ( 2 2 (444) é%) (%) (%) (%)
Eczema  0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% O0(0.00% O /(0.00% 0(0.00 1(667 0(0.00 0(0.00

asteatotic %)  0(0:00%) o %) %) ) ) ) 0(0.00%) = oy %) %) %)
2(250 1(1667 2(870 7(259 5(532 1(1.89% 5(9.26% 10 (18.1 1(6.67 1(667 1244 1(2.56

Erythema = ¢, %) %) 3%) %) ) ) gy 2 4A4%) o) %) %) %)
Erythema 0 (0.00 .. 0(000 0(000 0(0.00 0(0.00% 0(0.00% O /(0.00% .. 0(0.00 0(0.00 0(0.00 0(0.00

muliforme %) 0 (0:00%)  "o) %) %) ) ) ) 3(6.67%) " o %) %) %)
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Erythema 0 (0.00 L. 1435 1(370 3(319 0(0.00% 1(1.85% 3 (5.45% .. 3(200 0(0.00 2488 2(513
nodosum %)  0(0:00%) o %) %) ) ) ) 1(222%) " g %) %) %)
Hair texture 0 (0.00 . 0(0.00 0(000 0(0.00 4(7.55% 1(1.85% 0 (0.00% .. 1(667 1(667 0(000 1(256
abnormal o)  0(0:00%) "o %) %) ) ) ) 3(6.67%) o %) %) %)
Hyperhidro  0(0.00 1(1667 4(17.3 1370 10(10. 1(1.89% 5(926% 6(10.91 5000 2(133 0(000 6(146 4(102
sis %) %) 9%) %) 64%) ) ) %) 22%) "3, %) 3%)  6%)
Hyperkerat 1 (12.5 1435 2(741 4(426 15(283 5(9.26% 9 (16.36 3(200 2(133 4(9.76 1(2.56
osis 0%) 0(0:00%) "o %) %) 0%) ) %)y  1(222%) gy 39%) %) %)
Keratosis  1(12.5 0(0.00 0(0.00 0(0.00 2(377% 0(0.00% 0 (0.00% 2(133 0(0.00 0(0.00 1(2.56
pilaris 0%) 0(0:00%)  “o %) %) ) ) ) 0(0.00%) ™ 30z %) %) %)

0(0.00 . 1(435 0(000 2(213 0(0.00% 2(3.70% 1 (1.82% .. 1(667 0(0.00 0(0.00 0(0.00
Macule o 000%) O o o | ) | 1e22%) Q) o o o
Night 1125 1(1667 4(173 7(259 16(17. 3(566% 11203 15@72 ggare 1(667 3(200 B8(195 9(23.0
sweats 0%) %) 9%) 3%)  02%) ) 7%) 7%) B7%) 0%) 1%)  8%)
Nodular  0(0.00 1(1667 0(0.00 1(370 2(213 0(0.00% 0(000% 1(182% ooy, 0000 0(000 0(000 0(0.00
rash %) %) %) %) %) ) ) ) 00%) ") %) %) %)
Onychocla  0(0.00 1(1667 0(0.00 0(0.00 0(0.00 0(0.00% 0(000% 1(182% ooy, 000 0(000 0(000 0(0.00
sis %) %) %) %) %) ) ) ) SR %) %) %) %)
Palmar-
plantar

0(0.00 1435 1370 3(319 9(1698 4(7.41% 4 (7.27% 0(0.00 2(133 2(488 3(7.69
ervroays 00 oo TEPETET SEE S5 T AT 2eaen PR SHST CWT %
syndrome

1(125 L. 2(870 0(000 5(532 1(1.89% 2(3.70% 2 (3.64% .. 1(667 1(667 0(000 1(256
Papule Sad 00w 20 o o | ) | 00.00%) ' o o o

. 0(0.00 . 1(435 0(000 0(0.00 0(0.00% 1(1.85% 2 (3.64% .. 1(667 0(0.00 0(0.00 0(0.00

Petechiae %) 0 (0.00%) %) %) %) ) ) ) 0 (0.00%) %) %) %) %)
Photoderm 0 (0.00 0(0.00 1(370 2(213 0(0.00% 0(0.00% 3 (5.45% 0(0.00 0(0.00 0(0.00 0(0.00
atosis %)  0(0:00%) "o %) %) ) ) ) 0(0.00%) = oy %) %) %)
Photosensi
by 0000 o) 1435 0000 2(213 3(566% 3(556% 2B64% oy, 0000 0000 20488 2(513
reaction ) %) %) ) ) ) ) %) %) %) %)
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Pigmentati 0 (0.00 . 1(435 0(000 0(0.00 0(0.00% 0(0.00% 1(1.82% .. 1(667 0(0.00 0(0.00 0(0.00
ondisorder %)  0(0:00%) o %) %) ) ) ) 0(0.00%) o %) %) %)

. 2(250 1(1667 3(130 1(370 4(426 8(1509 8(14.81 8 (1455 L. 3(200 2(133 4976 7(17.9
Pruritus 0%) %) 4%) %) %) %) %) %)  3(667%) gy 39%) %) 5%)
Pruritus 0 (0.00 3(13.0 4(148 4(426 7(1321 4(741% 2 (3.64% 2(133 4(266 6(146 4(102
generalised %)  ©0(0:00%) "4y 1%) %) %) ) ) 4(8:89%) " 3gpy 7%) 3%)  6%)

0(0.00 . 1(435 0(000 1(1.06 0(0.00% 0(0.00% O /(0.00% L. 0(000 1(667 1(244 0(0.00
Psoriasis %) 0 (0.00%) %) %) %) ) ) ) 0 (0.00%) %) %) %) %)
~ash 6(750 2(3333 6(26.0 9(333 21(22. 19(358 13(240 18(327 8(17.78 4(266 6(400 14 (34 18 (46.

0%) %) 9%) 3%)  34%)  5%) 7%) 39%) %) 7%) 0%)  15%)  15%)
Rash
0(0.00 1(1667 3(13.0 1(3.70 1(1.06 0(0.00% 5(9.26% 1 (1.82% .. 1(667 1(667 2488 2(5.13
3;ythemato %) %) 4%) %) %) ) ) ) 2 (4.44%) %) %) %) %)
Rash 1125 2(3333  4(173 0000 5(632 3(566% 2(370% 6(1091 4 pop0 1(667 0(000 1(244 4(102
generalised 0%) %) 9%) %) %) ) ) %) een %) %) %) 6%)
Rash 0(0.00 3(130 3(111 2(213 2(3.77% 5(9.26% 2 (3.64% 4(266 0(0.00 3(7.32 3(7.69
macular %)  0(0:00%) 4o 1%) %) ) ) ) 0(0.00%) 704y %) %) %)
Rash
~ 0(0.00 1435 2(741 5(532 3(566% 5(9.26% 4 (7.27% 3(200 1667 5(122 7(17.9
?aapclj; oy 0(0.00%) 0 o o | ; ; 2(4.04%) 50 o A
Rash 0(0.00 L. 0(0.00 0(000 0(.00 2(3.77% 3(556% 0 (0.00% L. 1(667 1(667 2(488 1(256
papular %)  0000%) g %) %) ) ) y o 0(000%) Ty, %) %) %)
Rash 0(0.00 . 2(870 0(000 4(426 0(0.00% 3(5.56% 3 (5.45% .. 0(000 0(.00 0(000 3(7.69
pruritic %)  0(0:00%) o %) %) ) ) ) 0(0.00%) = o) %) %) %)
Skin 0(0.00 .. 0(0.00 0(000 0(0.00 1(1.89% 1(1.85% 2 (3.64% .. 0(000 1(667 0(0.00 0(0.00
exfoliaion %)  0(0:00%) "o %) %) ) ) ) 0(0.00%) = g %) %) %)
Skin
0(0.00 1(1667 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00% 0 (0.00% .. 0(000 0(.00 0(0.00 0(0.00
gzemorrha %) %) %) %) %) ) ) ) 0 (0.00%) %) %) %) %)
Skin
. 0(0.00 1435 0(0.00 1(1.06 2(3.77% 0(0.00% 1 (1.82% 1667 1(667 0(0.00 0(0.00
Zﬁaeﬁrg:?m %) 0 (0.00%) %) %) %) ) ) ) 0 (0.00%) %) %) %) %)
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Skin
0(0.00 .. 0(000 0(0.00 0(0.00 2(3.77% 0(0.00% O (0.00% .. 1(667 0(0.00 0(0.00 0(0.00
I;ypertroph %) 0 (0.00%) %) %) %) ) ) ) 0 (0.00%) %) %) %) %)
 0(0.00 1435 1(370 5(532 1(1.89% 2(3.70% 1 (1.82% 1667 2(133 2(488 4(102
Skin lesion %) 0 (0.00%) %) %) %) ) ) ) 0 (0.00%) %) 3%) %) 6%)
Solar 0(0.00 0(0.00 0(0.00 1(1.06 0(0.00% 3(556% 0 (0.00% 0(0.00 0(0.00 0(0.00 0(0.00
lentigo %)  0(0:00%) o %) %) ) ) ) 0(0.00%) = g5y %) %) %)
Swell 1(12.5 0(0.00 1(370 0(0.00 0(0.00% 1(1.85% 1 (1.82% 1(6.67 1(667 1(244 1(2.56
face by 0@00%) %) AR Y ISCICEUOR % %) %) %)
Transient
1 0, 0, 0,
acantholyi 0 (02.)00 00.00%) °© (02.)00 0 (02.)00 0 (02.)00 1(1 .)89 % 1(1 .)85 % 0 (0.)00 % 0000%) (02.)67 0 (02.)00 1 (02.)44 0 (02.)00
dermatosis
o 0(0.00 1(1667 0(0.00 0(0.00 1(1.06 0(0.00% 0(0.00% 3 (5.45% .. 1(667 0(0.00 0(0.00 0(0.00
Urticaria %) %) %) %) %) ) ) ) 0 (0.00%) %) %) %) %)
N 0(0.00 .. 0(000 0(000 1(1.06 2(3.77% 0(0.00% O (0.00% . 0(0.00 0(0.00 1(244 3(7.69
Vitiligo %) 0 (0.00%) %) %) %) ) ) ) 0 (0.00%) %) %) %) %)
Vascular
disorders
. 1(12.5 1435 0(000 7(745 4(7.55% 6(11.11 1(1.82% 0(0.00 1(667 1(244 4(10.2
Flushing 0%) 0 (0.00%) %) %) %) ) %) ) 1(2.22%) %) %) %) 6%)
1(12.5 L. 2(870 0(000 2(213 1(1.89% 5(9.26% 4 (7.27% L. 2(133 0(0.00 1(244 5(128
Hot flush S0 000%) 204 o o | ; ; 00.00%) 252 o o Son
H 0, 0,
Hypertensi 0 (02.)00 0 0.00%) 2 (02.)70 3 1(2/:).1 6 (02.)38 2 (3.)77/o 4 (7.)41 % 9 (3%6).36 4 8.89%) ° (02.)00 0 (02.)00 L /07).0 7 éz/z).g
Hypotensio 1(12.5 1(16.67 3(13.0 2(741 9(957 0(0.00% 2(3.70% 4 (7.27% . 2(133 0(0.00 3(7.32 5(128
n 0%) %) 4%) %) %) ) ) ) 0(0.00%) 30, %) %) 2%)
Lable 0 (09.)00 s 6).67 0 (09.)00 0 (0(/).)00 0 (09.)00 0 (0.)00% 0 (0.)00% 0 (0.)00% 00.00%) ° (09.)00 0 (09.)00 0 (09.)00 0 (0(/).)00
0 0 0 0 0 0 0 0 0
pressure
Lymphoed 0 (0.00 1435 1(370 1(1.06 0(0.00% 1(1.85% 4 (7.27% 1(667 2(133 2(488 3(7.69
ema %)  0(0:00%) "o %) %) ) ) ) 1(2.22%) ) 3%) %) %)
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ngz?boph 0(0.00 00y ©Q00 0(000 0(000 0(0.00% 0(0.00% 0(0.00% ooy 0000 1(667 1(244 0(0.00
superficial  ®) %) %) %) ) ) ) OBy %) %) %)
vascuis 0 ©00 ooy 0000 0(000 (106 1(1.89% 1(185% 0(0.00% 4 pope O0(000 2(133  1(244 0(0.00

%) %) %) %) ) ) ) %) 3%) %) %)

Other Relevant Findings
None

Conclusion:

Safety

The combination of dabrafenib and trametinib exhibited an acceptable safety profile with toxicities manageable with
appropriate intervention. With the additional follow-up since the previous CSRs, the overall safety profile of the
combination is consistent with the previously reported safety profile.

Efficacy

The combination of dabrafenib and trametinib demonstrated superior efficacy over the dabrafenib monotherapy in
subjects with BRAF V600 mutation-positive unresectable or metastatic melanoma.

Long-term survival is achievable with dabrafenib + trametinib in patients with BRAF V600—mutant metastatic melanoma,
particularly those with favorable baseline factors.

Overall

Dabrafenib at 150 mg twice daily in combination with trametinib 2 mg once daily provided meaningful clinical benefit with a
favorable benefit/risk ratio for subjects with BRAF V600 mutation-positive unresectable or metastatic melanoma.

Date of Clinical Trial Report
17-Oct-2018

Page 184



