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Sponsor

Novartis Pharmaceuticals

Generic Drug Name

Dabrafenib (DRB436), LTT462, trametinib (TMT212), TNO155, LXH254, spartalizumab (PDR001), tislelizumab (VDT482)
Trial Indication(s)

Advanced or metastatic BRAF V600 colorectal cancer

Protocol Number
CADPTO01C12101

Protocol Title
A Phase |b, multicenter, open-label dose escalation and expansion platform study of select drug combinations in adult

patients with advanced or metastatic BRAF V600 colorectal cancer

Clinical Trial Phase
Phase 1

Phase of Drug Development

Phase 1 (LTT462, TNO115 and LXH254), phase 3 (spartalizumab) and phase 4 (dabrafenib, trametinib and tislelizumab)
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Study Start/End Dates

Study Start Date: July 22, 2020 (Actual)

Primary Completion Date: September 25, 2024 (Actual)
Study Completion Date: September 25, 2024 (Actual)

Reason for Termination (If applicable)

Novartis decided to halt recruitment of subjects to the CADPT01C12101 trial as of 13-Apr-2023 for business reasons. As a
result:

e All study arms in the dose escalation portion of the trial did not enroll any new subjects as of 13-Apr-2023

e The study did not progress into the expansion phase

e Subjects who were on treatment or in screening were treated as per approved protocol

Novartis’ decision to halt recruitment was not based on any safety concerns for any of the combinations in the explored
indication. At the time of the decision on 13-Apr-2023, there had been 122 subjects enrolled in the dose escalation part of
the study across 7 treatment arms, and treatment was ongoing in 24 subjects. Those subjects on treatment, in screening
or consented, were treated as per approved protocol.

Study Design/Methodology

This was a Phase Ib, multi-center, open-label study with multiple study treatment arms. The study design consisted of a
dose escalation part and could be followed by a dose expansion part for any combination study treatment arm.

Investigational drugs were considered either “backbone” or “partner”. The combination of a backbone (dabrafenib + LTT462)
and a partner (trametinib, LXH254, TNO155, spartalizumab or tislelizumab) constituted a triplet combination study treatment
arm. The study initially enrolled subjects into the dabrafenib + LTT462 backbone arm to establish a safe dose to begin triplet
combinations.
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The combination of dabrafenib + trametinib served as the second backbone to which TNO155 was added as the partner,
forming a triplet combination study treatment arm. Since dabrafenib + trametinib is an approved combination with
established dose and safety profiles, the triplet combination dabrafenib + trametinib + TNO155 immediately entered dose
escalation.

Multiple combination study treatment arms were to be enrolled in parallel during dose escalation:
— Backbone Arm 1: Dabrafenib + LTT462

— Triplet Arm 1: Dabrafenib + LTT462 in combination with trametinib

— Triplet Arm 2: Dabrafenib + LTT462 in combination with LXH254

— Triplet Arm 3: Dabrafenib + LTT462 in combination with TNO155

— Triplet Arm 4: Dabrafenib + LTT462 in combination with spartalizumab

— Triplet Arm 5: Dabrafenib + trametinib in combination with TNO155

— Triplet Arm 6: Dabrafenib + LTT462 in combination with tislelizumab

Dose escalation and determination of the maximum tolerated dose/recommended dose (MTD/RD) was guided by a
Bayesian logistic regression model (BLRM) with escalation with overdose control (EWOC) criteria. Dose escalation was
performed in each combination following the completion of the first cycle of study treatment. The RD was not declared for
any of the treatment arms.

Dose expansion would have been initiated only after consideration of all available toxicity information, the assessment of
risk to future subjects from the BLRM, and the available pharmacokinetics (PK), preliminary efficacy, and
pharmacodynamics (PD) data. The study did not progress into the expansion phase due to early termination.
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Centers

18 centers in 10 countries: Germany(3), Belgium(2), Spain(3), Australia(1), Singapore(1), Israel(1), United States(4),
Netherlands(1), Canada(1), United Kingdom(1)

Objectives:

The primary objective of the trial was to characterize the safety and tolerability of each study treatment arm tested and
identify recommended doses (RD) and regimens for future studies.

The secondary objectives were:
e To characterize the PK of each investigational drug within each study treatment arm
e To evaluate preliminary anti-tumor activity of each study treatment arm

e To evaluate PD effect in their respective combinations in tumor

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

For this study, the terms “investigational drug” or “study drug” refer to dabrafenib (DRB436), LTT462, trametinib (TMT212),
LXH254, TNO155, spartalizumab (PDRO001) or tislelizumab (VDT482). “Study treatment” refers to a specific combination
treatment.

Dabrafenib (DRB436) was administered as oral capsules twice daily (BID) on a continuous schedule. Dose levels evaluated
included 75 mg, 100 mg and 150 mg.

LTT462 was administered as oral capsules once daily (QD) continuously, with dose levels ranging from 100 mg to 400 mg.
LXH254 was administered as oral tablets BID continuously at a dose of 200 mg.

TNO155 was administered as oral capsules QD at dose levels of 20 mg and 40 mg. Two dosing regimens were explored:
3 weeks on/1 week off (3w/1w) and 2 weeks on/1 week off (2w/1w).
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Trametinib (TMT212) was administered as oral tablets QD continuously at dose levels of 0.5 mg, 1 mg and 2 mg
Spartalizumab (PDR001) was administered as an intravenous (i.v.) infusion at a dose of 400 mg every 4 weeks (Q4W).

Tislelizumab (VDT482) was administered as an i.v. infusion at a dose of 300 mg Q4W.

The treatment period began on Cycle 1 Day 1. Study treatments were administered in 28-day dosing cycles for the following
arms:

e Backbone Arm 1: Dabrafenib + LTT462

e Triplet Arm 1: Dabrafenib + LTT462 + Trametinib

e Triplet Arm 2: Dabrafenib + LTT462 + LXH254

e Triplet Arm 4: Dabrafenib + LTT462 + Spartalizumab
e Triplet Arm 6: Dabrafenib + LTT462 + Tislelizumab

For Triplet Arm 3 (Dabrafenib + LTT462 + TNO155) and Triplet Arm 5 (Dabrafenib + Trametinib + TNO155), treatment was
administered in either:

e 28-day cycles for the TNO155 dosing schedule of 3 weeks on/1 week off (3w/1w), or
e 21-day cycles for the TNO155 dosing schedule of 2 weeks on/1 week off (2w/1w).

A subject continued study treatment until the subject experienced unacceptable toxicity, disease progression per RECIST
v1.1 and/or study treatment was discontinued at the discretion of the Investigator or the subject.

Statistical Methods

A treatment group was defined by the dose level and regimen. Subjects treated with the same dose level and regimen in
each combination treatment arm were defined as a treatment group and were pooled into a single treatment group.
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The Safety Set (SS) was used for summaries of safety data, except for Dose-Limiting Toxicities (DLTs), for which the Dose
Determining Set (DDS) was used. The SS comprised all participants who received at least one dose of study treatment.
The DDS included all participants who received at least one dose of study treatment in the dose escalation, who met the
minimum exposure criterion, and who had sufficient safety evaluations or experienced a DLT during the first cycle.

Safety summaries included only data from the on-treatment period, except where otherwise specified in the corresponding
summary table.

Summary tables of DLTs with onset during the evaluation period (dose escalation part only) were presented by preferred
term for the DDS in each study treatment.

The Best Overall Response (BOR) was summarized by treatment group for participants treated in each combination
treatment arm of the dose escalation part. The BOR along with the corresponding 90% exact Cl was presented. The Overall
Response Rate (ORR) and Disease Control Rate (DCR) were summarized by group for participants treated in each
combination treatment arm of the dose escalation part, along with the corresponding 90% exact binomial confidence interval
(Cl). The median Duration of Response (DOR) along with 95% CIl was calculated based on the Kaplan-Meier (KM) estimates
for treatments groups with at least 10 responders.

Median Progression Free Survival (PFS) with corresponding 95% CI was calculated based on KM estimates for treatment
groups of 210 participants treated.

The PK parameters for all drugs were calculated using non-compartmental methods.
The secondary biomarker endpoint (DUSP6) included the assessment of the PD effect of the combination treatment arms

in tumor.

Study Population: Key Inclusion/Exclusion Criteria
Key Inclusion Criteria:

Page 6



(') NOVARTIS

Patients must have a site of disease amenable to biopsy, and be a candidate for tumor biopsy according to the treating
institution’s guidelines. Patients must be willing to undergo a new tumor biopsy at baseline and during on study therapy.
Exceptions may be considered after documented discussion with Novartis.

All patients must have a BRAF V600 mutation confirmed by local assessment.

Patients with unresectable advanced/metastatic BRAF V600 cancer of the colon or rectum with measurable disease as
determined by RECIST v1.1

Patients must have documented disease progression following, or are intolerant to, 1 or 2 lines of chemotherapy for
advanced/metastatic disease

Key Exclusion Criteria:

Has a known additional malignancy that is progressing or requires active treatment. Exceptions include basal cell
carcinoma of the skin or squamous cell carcinoma of the skin that has undergone potentially curative therapy, or in-situ
cervical cancer, or other tumors that will not affect life expectancy

Impairment of gastrointestinal function or gastrointestinal disease that may signficantly alter the absorption of study
drugs

History of or current evidence/risk of retinal verin occlusion or serous retinopathy
History of or current interstitial lung disease or non-infectious pneumonitis
Patients with a known history of testing positive for HIV

Clinically significant cardiac disease at screening

Any medical condition that would, in the investigator’s judgment, prevent the patient’s participation in the clinical study
due to safety concerns or compliance with clinical study procedures.
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— Pregnant or lactating women

Participant Flow Table
Backbone Arm 1, Triplet Arm 1 and Triplet Arm 2

DRB436 DRB436 DRB436 DRB436 DRB436
150mg BID 150mgBID 150mgBID 150mgBID 75mg BID
DRB436 DRB436 DRB436 DRB436 DRB436 + LTT462 + LTT462 +LTT462 + LTT462 + LTT462
150mg BID 150mgBID 150mgBID 150mgBID 150mgBID 100mgQD 200mgQD 100mgQD 200mgQD 100mg QD
+ LTT462 + LTT462 + LTT462 + LTT462 + LTT462 + TMT212 + TMT212 + TMT212 + TMT212 + LXH254
100mgQD 200mgQD 250mgQD 300mgQD 400mg QD 1mg QD 1mg QD 2mg QD 2mg QD 200mg BID
Triplet Arm Triplet Arm Triplet Arm Triplet Arm  Triplet Arm
Backbone Backbone Backbone Backbone Backbone 1: 1: 1: 1: 2:
Arm 1: Arm 1: Arm 1: Arm 1: Arm 1: dabrafenib dabrafenib dabrafenib dabrafenib dabrafenib
Arm/Grou dabrafenib dabrafenib dabrafenib dabrafenib dabrafenib 150 mgBID 150mgBID 150 mgBID 150mgBID 75 mgBID
Descri tiop 150 mgBID 150mgBID 150mgBID 150mgBID 150mgBID  +LTT462 + LTT462 + LTT462 + LTT462 + LTT462
n P + LTT462 + LTT462 + LTT462 + LTT462 + LTT462 100mgQD 200mgQD 100mgQD 200mgQD 100 mg QD
100 mg 200 mg 250 mg 300 mg 400 mg + trametinib  + trametinib  + trametinib  + trametinib  + LXH254
QD; 28-day QD; 28-day QD;28-day QD;28-day QD; 28-day 1 mg QD; 1 mg QD; 2 mg QD; 2 mg QD; 200 mg
cycles. cycles. cycles. cycles. cycles. 28-day 28-day 28-day 28-day BID; 28-day
cycles. cycles. cycles. cycles. cycles.
Started 9 11 9 7 2 6 4 4 6 7
Completed 3 10 3 5 0 4 1 0 4 4
Not
Completed 6 1 6 2 2 2 3 4 2 3
Death 4 0 2 0 2 1 3 2 1 1
Lost to 1 1 0 1 0 0 0 1 0 1
Follow-up
NewTher
apy for
Study 0 0 1 0 0 0 0 0 0 0
indication
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Physician

Decisi 0 1 0 0 0 0 0
ecision
Subject 0 0 0 1 1 1 1
Decision
Triplet Arm 3, Triplet Arm 4, Triplet Arm 5, Triplet Arm 6, and All Participants in the study
DRB4 DRB4 DRB4 DRB4 DRB4
36 36 36 36 36 DRB4 DRB4 DRB4 DRB4 DRB4
150m 150m 150m 150m 150m 36 36 36 36 36
g BID g BID g BID g BID g BID 150m 150m 150m 150m 150m DRB43 DRB43 DRB43
+ + + + + gBID gBID gBID gBID gBID 6 6 6
LTT46 LTT46 LTT46 LTT46 LTT46 + + + + + 100mg 150mg 150mg
2 2 2 2 2 DRB436 TMT2 TMT2 TMT2 TMT2 TMT2 BID + BID + BID +
100m 200m 100m 100m 200m 150mg 12 12 12 12 12 LTT46 LTT46 LTT46
gQD gQD gQD gQD gQ@D BID + 0.5mg 1mg 1mg 1mg 2mg 2 2 2
+ + + + + LTT462 QD+ QD + QD + QD + QD+ 100mg 100mg 200mg
TNO1 TNO1 TNO1 TNO1 TNO1 100mg TNO1 TNO1 TNO1 TNO1 TNO1 QD + QD + QD +
55 55 55 55 55 QD + 55 55 55 55 55 VDT48 VDT48 VDT48
20mg 20mg 40mg 40mg 40mg PDR001 20mg 20mg 20mg 40mg 20mg 2 2 2
QD QD QD QD QD 400mg QD QD QD QD QD 300mg 300mg 300mg
3w/iw  3w/iw  3w/iw  2w/1iw  2w/1w Q4w 3w/iw  3w/iw  2w/iw  2w/1w  2w/1w Q4w Q4w Q4w Total
Triplet  Triplet Triplet  Triplet  Triplet . Triplet  Triplet  Triplet  Triplet  Triplet Triplet Triplet Triplet
Arm3: Am3: Arm3: Arm3: Arm3: Triplet Arm5: Arm5:. Amb5: Arm5: Armb5: A:lrﬁ 2. A:"g Z. A:"g Z.
dabraf dabraf dabraf dabraf dabraf Arm4:  dabraf dabraf dabraf dabraf dabraf dabrafé dabrafé dabrafé
enib enib enib enib enib d.abrafen enib enib enib enib enib nib 100 nib 150 nib 150
150 150 150 150 150 ib 150 150 150 150 150 150 1gBID mgBID mgBID
BID
mg mg mg mg mg mg+ mg mg mg mg mg + + +
Arm/Gro BID+ BID+ BID+ BID+ BID+ BD+ BID+ BID+ BID+ BID+* 1746 LTT46 LTT46
up LTT46 LTT46 LTT46 LTT46 LTT46 LTT462 trameti trameti trameti trameti trameti 2100 2100 2200 All
i 2100 2200 2100 2100 2200 100mg nib05 nib1 nib 1 nib 1 nib 2 particip
Descripti mgQD mgQD mgQD
on mg mg mg mg mg QD + mg mg mg mg mg A . . ants
Qb+ QD+ QD+ QD+ QD+ spartaiz QD+ QD+ QD+ QD+ QD+ igelpy tislelizu tislelizu
TNO1 TNOt1 TNO1 TNO1 TNO1  umab  TNO1 TNO1 TNO1 TNO1 TNO1 =/ 2 = " r
5520 5520 5540 5540 5540 400mg 5520 5520 5520 5540 5520 g300mg 300mg 300 mg
mg mg mg mg mg Q4w; mg mg mg mg mg QAW QAW: QAW:
3w/iw - 3w/iw - 3w/iw  2w/1w  2w/1w cycles. 3w/iw - 3w/iw - 2w/1iw  2w/1lw  2w/1w cycles cycles cycles
; 28- ; 28- ; 28- ; 21- 0 21- ; 28- ; 28- :21- :21- 1 21- ’ ' '
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day day day day day day day day day day
cycles. cycles. cycles. cycles. cycles. cycles. cycles. cycles. cycles. cycles.

Started 4 4 4 4 4 5 3 6 4 4 4 2 5 4 122
gg"‘p'et 4 3 3 3 2 1 1 2 2 2 3 0 2 1 63
Not

Complet 0 1 1 1 2 4 2 4 2 2 1 2 3 3 59
ed

Death 0 1 1 0 2 4 1 2 2 1 0 1 2 3 36
Lost to

Follow- 0 0 0 1 0 0 1 1 0 0 0 0 0 0 8
up

NewTh

erapy

for 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1
Study

indicati

on

Physici

an 0 0 0 0 0 0 0 0 0 1 1 0 1 0 6
Decisio

n

Subject

Decisio 0 0 0 0 0 0 0 1 0 0 0 1 0 0 8

n

Page 10



(') NOVARTIS

Baseline Characteristics

Backbone Arm 1, Triplet Arm 1 and Triplet Arm 2

DRB436 DRB436 DRB436 DRB436 DRB436
DRB436 DRB436 DRB436 DRB436 DRB436 150mg BID 150mgBID 150mgBID 150mgBID 75mg BID
150mg BID 150mgBID 150mgBID 150mgBID 150mg BID  + LTT462 + LTT462 + LTT462 + LTT462 + LTT462
+ LTT462 + LTT462 + LTT462 + LTT462 + LTT462 100mgQD 200mgQD 100mgQD 200mgQD 100mg QD
100mgQD 200mgQD 250mgQD 300mgQD 400mgQD +TMT212 + TMT212 + TMT212 + TMT212 + LXH254
1mg QD 1mg QD 2mg QD 2mg QD 200mg BID
Triplet Arm Triplet Arm Triplet Arm Triplet Arm Triplet Arm
Backbone Backbone Backbone Backbone Backbone 1: 1: 1: 1: 2:
Arm 1: Arm 1: Arm 1: Arm 1: Arm 1: dabrafenib ~ dabrafenib  dabrafenib  dabrafenib  dabrafenib
Arm/Group dabrafenib ~ dabrafenib  dabrafenib  dabrafenib  dabrafenib 150 mgBID 150mgBID 150mgBID 150 mgBID 75 mgBID
Descriptio 150 mgBID 150mgBID 150mgBID 150mgBID 150 mgBID  +LTT462 + LTT462 + LTT462 + LTT462 + LTT462
n + LTT462 + LTT462 + LTT462 + LTT462 + LTT462 100mgQD 200mgQD 100mgQD 200mgQD 100 mg QD
100 mg 200 mg 250 mg 300 mg 400 mg + trametinib  + trametinib  + trametinib  + trametinib  + LXH254
QD; 28-day QD;28-day QD;28-day QD;28-day QD;28-day 1 mgQD; 1 mg QD; 2 mg QD; 2 mg QD; 200 mg
cycles. cycles. cycles. cycles. cycles. 28-day 28-day 28-day 28-day BID; 28-day
cycles. cycles. cycles. cycles. cycles.
Number of
Participant
s [units: 9 11 9 7 2 6 4 4 6 7
participant
s]
Age Continuous
(units: years)
Analysis Population Type: Participants
Mean + Standard Deviation
57.2+7.89 62.4+1540 64.6+8.34 54.9+12.10 65.0+1.41 48.0£¢8.99 55.5+13.92  60.5+5.45 46.3+9.00 55.6+15.40

Age, Customized
(units: participants)
Analysis Population Type: Participants
Count of Participants (Not Applicable)
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18- <65 6 5 3 5 1 6 3 3 6 4
years
65-<85 3 5 6 2 1 0 1 1 0 3
years
>=85 0 1 0 0 0 0 0 0 0 0
years

Sex: Female, Male
(units: participants)
Analysis Population Type: Participants
Count of Participants (Not Applicable)
Female 5 6 2 5 0 3 1 0 3 2

Male 4 5 7 2 2 3 3 4 3 5

Race/Ethnicity, Customized

(units: participants)

Analysis Population Type: Participants
Count of Participants (Not Applicable)

Asian 1 1 0 0 0 1 0 0 0 1
White 8 9 9 6 2 5 4 4 6 6
Missing 0 1 0 1 0 0 0 0 0 0

Triplet Arm 3, Triplet Arm 4, Triplet Arm 5, Triplet Arm 6, and All Participants in the study

DRB4 DRB4 DRB4 DRB4 DRB4 pRB4 DRB43 DRB43 DRB43
DRB4 DRB4 36 DRB4 DRB4 s s 56 A RE . ; £
36 36  150m 36 36  DRB436
150m 150mg 150mg 150mg 150m 100mg 150mg 150mg

150mg 150mg g BID 150mg 150mg 150mg g BID BID + BID + BID + g BID BID + BID + BID +
+ +

BID+ BID+ + BID+ BID+ BID +
LTT46 LTT46 LTT46 LTT46 LTT46 LTT462 TMT2 12-“’1';2; Tznﬂnzg z'\ﬂnzg TMT2 LTZ“ LT?G LT?G
2 2 2 2 2 100mg Total

100mg 200mg 100m 100mg 200mg QD+ 12 Qb+ QD+ QD+ 42 100mg 100mg 200mg

05mg TNO1 TNO1 TNO1 2mg QD+ QD+ QD+

%?0: %?0: 9 QD $ND0+1 $ND0+1 '1%5;‘;1 QD+ 55 55 55 QD+ VDT48 VDT48 VDT48
55 55  TNO1 55 55 Q4w  TNO1  20mg  20mg  40mg  TNO1 2 2 2

20 20 55 40 40 55 QD QD QD 55 300mg 300mg 300mg
mg mg mg mg 20mg 3w/lw 2wiiw  2w/lw  20mg QAW  Q4W Q4w

40mg
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QD QD QD QD QD QD QD
3w/iw  3w/iw  3w/iw  2w/1iw  2w/1w 3w/1w 2w/1w
Triplet Tnplet_ Triplet
Triplet  Triplet Arm 3: Triplet  Triplet ﬁgg,—:f' Triplet  Triplet  Triplet Arm &:
Arm 3:  Arm 3: dab.raf Arm 3:  Arm 3: Triplet enib Arm5: Arm5: Arm5: dab.raf Trlplet_ Trlplet. Trlplet.
d enib ) enib Arm6: Arm6: Arm6:
abraf  dabraf 150 dabraf  dabraf Arm 4: 150 dabraf  dabraf dabraf 150 dabraf  dabraf  dabraf
enib enib mg enib enib dabrafen mg enib enib enib mg enib enib enib
180 180 gpl, 10 180 b0 BDv 150 150 150 GEL ygong 150mg 150mg
A BD+ BID+ 514 pp+ BD+ + mb  BID+ BID+ BID+ tamet BID+ BD+ BD+
rm/Gr 2100 . . . inib2 LTT46 LTT46 LTT46
LTT46 LTT46 LTT46 LTT46  LTT462 0.5 trameti trameti trameti -
oup mg ) . . mg 2100 2100 2200 particip
. 2100 2 200 2100 2200 100 mg mg nib 1 nib 1 nib 1
Descrip QD + QD+ mgQD mgQD mgQD ants
. mgQD mgQD mg QD mg QD QD + QD+ mgQD mgQD mgQD
tion TNO1 . TNO1 + + +
* - 55 40 * *  spartaliz - TNO1 * * * 5520 tislelizu tislelizu tislelizu
TNO1 TNO1 m TNO1 TNO1 umab 5520 TNO1 TNO1 TNO1 m mab mab mab
5520 5520 9 5540 5540 400mg mg 5520 5520 5540 9
QD ; QD 300mg 300mg 300 mg
mg QD mgQD 3wAiw M9 QD mgQD Q4W; QD mgQD mgQD mgQD owiw QAW Q4W: Q4W:
3w/tw;  3w/1w; - og- 2w/iw;  2w/1w; 28-day 3w/iw - 3w/iw;  2w/iw;  2w/1w; 1. 28-da’ 28-da‘ 28-da‘
28-day 28-day 21-day 21-day cycles.  ;28- 28-day 21-day 21-day y Y y
day day cycles. cycles. cycles.
cycles. cycles. cycles. cycles. day cycles. cycles. cycles.
cycles cycles
cycles
Number
of
Particip
ants 4 4 4 4 4 5 3 6 4 4 4 2 5 4 122
[units:
particip
ants]
Age Continuous
(units: years)
Analysis Population Type: Participants
Mean + Standard Deviation
56.8#1 59.0#1 70.0+ 52.5+#1 53.3t1 63.0+84 73.3+ 58.3+1 60.3xt1 57.8t1 63.5+ 41.0+4. 60.4+5. 58.5+1 58.3+1
0.63 2.99 6.22 2.97 3.60 3 0.58 3.88 1.09 1.32 8.81 24 81 6.98 1.9

Age, Customized
(units: participants)

Page 13



(') NOVARTIS

Analysis Population Type: Participants
Count of Participants (Not Applicable)

18-<
65 3 3 1 4 3 3 0 3 3 3 2 2 3 2 77
years

65 - <
85 1 1 3 0 1 2 3 3 1 1 2 0 2 2 44
years

>=85
years

0 0 0 0 0 0 0 0 0 0 0 0 0 0 1

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

Femal
e

Male 3 2 2 1 2 3 1 4 3 3 3 1 0 0 66

1 2 2 3 2 2 2 2 1 1 1 1 5 4 56

Race/Ethnicity, Customized

(units: participants)

Analysis Population Type: Participants
Count of Participants (Not Applicable)

Asian 1 0 0 0 0 1 0 0 0 0 0 0 0 0 6
White 3 4 4 4 4 4 3 5 4 4 4 2 5 4 113
g’"SSi” 0 0 0 0 0 0 0 1 0 0 0 0 0 0 3

Primary Outcome Result(s)
Number of participants with AEs and SAEs during the on-treatment period

Description Number of participants with AEs (any adverse events regardless of seriousness) and serious adverse events (SAEs), including changes from
baseline in vital signs, electrocardiograms and laboratory results qualifying and reported as AEs. AE grades to characterize the severity of
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the AEs were based on the Common Terminology Criteria for Adverse Events (CTCAE) version 5.0. For CTCAE v5.0, Grade 1 = mild; Grade
2 = moderate; Grade 3 = severe; Grade 4 = life-threatening; Grade 5 = death. The on-treatment period is defined from the day of first
administration of any study treatment up to 30 days after the date of the last actual administration of any study drug.

Time Frame Up to approximately 76 weeks

Analysis All participants who received at least one dose of study treatment.
Population

Description

Backbone Arm 1, Triplet Arm 1 and Triplet Arm 2

DRB436 DRB436 DRB436 DRB436 DRB436
DRB436 DRB436 DRB436 DRB436 DRB436 150mg BID 150mgBID 150mgBID 150mgBID 75mg BID
150mg BID 150mgBID 150mgBID 150mgBID 150mgBID  + LTT462 + LTT462 + LTT462 + LTT462 + LTT462
+ LTT462 + LTT462 + LTT462 + LTT462 + LTT462 100mgQD 200mgQD 100mgQD 200mgQD 100mg QD
100mgQD 200mgQD 250mgQD 300mgQD 400mgQD + TMT212 + TMT212 + TMT212 + TMT212 + LXH254
1mg QD 1mg QD 2mg QD 2mg QD 200mg BID
Triplet Arm Triplet Arm Triplet Arm Triplet Arm Triplet Arm
Backbone Backbone Backbone Backbone Backbone 1: 1: 1: 1: 2:
Arm 1: Arm 1: Arm 1: Arm 1: Arm 1: dabrafenib dabrafenib dabrafenib dabrafenib dabrafenib
Arm/Group dabrafenib dabrafenib dabrafenib dabrafenib dabrafenib 150 mgBID 150mgBID 150mgBID 150 mgBID 75 mgBID
Descriptio 150 mgBID 150 mgBID 150mgBID 150mgBID 150mgBID  +LTT462 + LTT462 + LTT462 + LTT462 + LTT462
n + LTT462 + LTT462 + LTT462 + LTT462 + LTT462 100mgQD 200mgQD 100mgQD 200mgQD 100 mg QD
100 mg 200 mg 250 mg 300 mg 400 mg + trametinib  + trametinib  + trametinib  + trametinib  + LXH254
QD; 28-day QD; 28-day QD; 28-day QD;28-day QD; 28-day 1 mg QD; 1 mg QD; 2 mg QD; 2 mg QD; 200 mg
cycles. cycles. cycles. cycles. cycles. 28-day 28-day 28-day 28-day BID; 28-day
cycles. cycles. cycles. cycles. cycles.
Number of
Participant
s Analyzed 9 11 9 7 2 6 4 4 6 7
[units:
participant
s]
g:rl:i‘ck:’i(:)ra?\ft Cm_m_t of Coyr!t of Cqut of Cqut of Coyr]t of Cqut of Cqut of COt_Jr!t of Coyr!t of COl.,II’!t of
s with AEs Participant Participant Participant Participant Participant Participant Participant Participant Participant Participant
and SAEs s s s s s s s s s s
during the
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on- (Percentag (Percentag (Percentag (Percentag (Percentag (Percentag (Percentag (Percentag (Percentag (Percentag
treatment e) e) e) e) e) e) e) e) e) e)
period
(units:
participants
)
AEs 9 11 9 7 2 6 4 4 6 7
(100%) (100%) (100%) (100%) (100%) (100%) (100%) (100%) (100%) (100%)
Treatment- 9 11 9 7 2 6 4 4 6 7
related AEs (100%) (100%) (100%) (100%) (100%) (100%) (100%) (100%) (100%) (100%)
AEs with 5 3 6 3 2 3 3 3 3 4
grade>=3 (55.56%) (27.27%) (66.67%) (42.86%) (100%) (50%) (75%) (75%) (50%) (57.14%)
Treatment-
related AEs 1 1 2 2 2 1 1 2 2 2
with (11.11%) (9.09%) (22.22%) (28.57%) (100%) (16.67%) (25%) (50%) (33.33%) (28.57%)
grade>=3
SAEs 4 3 6 3 2 2 2 2 3 3
(44.44%) (27.27%) (66.67%) (42.86%) (100%) (33.33%) (50%) (50%) (50%) (42.86%)
Ig;f;rge”t' 0 1 2 0 2 0 0 1 2 1
(%) (9.09%) (22.22%) (%) (100%) (%) (%) (25%) (33.33%) (14.29%)
SAEs
1 0 0 0 0 0 1 1 0 0
Fatal SAEs (11.11%) (%) (%) (%) (%) (%) (25%) (25%) (%) (%)
romed el 0 0 0 0 0 0 0 0 0 0
SAEs (%) (%) (%) (%) (%) (%) (%) (%) (%) (%)
Triplet Arm 3, Triplet Arm 4, Triplet Arm 5 and Triplet Arm 6
DRB43 DRB43 DRB43 DRB43 DRB43 DRB43 DRB43 DRB43 DRB43 DRB43 DRB43 DRB43 DRB43 DRB43
6 6 6 6 6 6 6 6 6 6 6 6 6 6
150mg 150mg 150mg 150mg 150mg 150mg 150mg 150mg 150mg 150mg 150mg 100mg 150mg 150mg
BID + BID + BID + BID + BID + BID + BID + BID + BID + BID + BID + BID + BID + BID +
LTT462 LTT462 LTT462 LTT462 LTT462 LTT462 TMT21 TMT21 TMT21 TMT21 TMT21 LTT462 LTT462 LTT462
100mg 200mg 100mg 100mg 200mg 100mg 2 2 1mg 21mg 21mg 22mg 100mg 100mg 200mg
QD + QD + QD + QD + QD + QD + 0.5mg QD + QD + QD + QD + QD + QD + QD +
TNO15 TNO15 TNO15 TNO15 TNO15 PDRO00 QD + TNO15 TNO15 TNO15 TNO15 VDT48 VDT48 VDT438
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520mg 520mg 540mg 540mg 540mg 1 TNO15 520mg 520mg 540mg 520mg 2 2 2
Qb Qb QD QD QD 400mg 520mg QD QD QD QD 300mg 300mg 300mg
3wiiw  3w/iw  3w/iw  2w/1iw  2w/1w Q4w QD 3wiiw  2w/iw  2w/iw  2w/1w Q4w Q4w Q4w
3w/1w
Triplet Triplet Triplet Triplet Triplet Triplet Tnplet_ Tnplet_ Trlplet. Tnplet_ Tr|pIet_ Triplet Triplet Triplet
. . . ) . . Amb5  Amb5:  Amb5:  Amb5:  Amb&: . ) )
Arm 3: Arm 3: Arm 3: Arm 3: Arm 3: Arm 4: Arm 6: Arm 6: Arm 6:
dabrafe dabrafe dabrafe dabrafe dabrafe
dabrafe dabrafe dabrafe dabrafe dabrafe dabrafe nib 150  nib 150  nib 150  nib 150  nib 150 dabrafe dabrafe dabrafe
nib 150 nib150 nib 150 nib 150 nib 150 nib 150 maBID maBID maBID maBID maBID nib 100 nib 150 nib 150
mgBID mgBID mgBID mgBID mgBID mgBID 9 9, 9, 9, 9, mgBID mgBID mgBID
Arm/G * * * * * * trameti  trameti  trameti  trameti trameti * * *
MMIBE | TT462 LTT462 LTT462 LTT462 LTT462 LTT4e2 amel lrameltrameli —framel — fameli ) rr462  1TT462 LTT462
oup 100 200 100 100 200 100 nib 0.5 nib 1 nib 1 nib 1 nib2 400 100 200
Descri mg mg mg m9 mg mg mgQD mgQD mgQD mgQD mgQD mg mg mg
ption QD + QD + QD + QD + QD + QD + . . + + + QD + QD + QD +
TNO15 TNO15 TNO15 TNO15 TNO15  spartali TNO15 TNO15 TNO15 TNO15 TNO15 tislelizu  tislelizu tislelizu
520 520 540 540 540 zumab mab mab mab
520 520 520 540 520
mgQD mgQD mgQD mgQD mgQD 400mg mgQD mgQD mgQD mgQD mg QD 300mg 300mg 300 mg
3wiw;  3wiw;  3wAw;  2w/Aw;  2w/lw;  Q4AW; AL DL B AL DR B o LV A VANV VAV Y
28-day 28-day 28-day 21-day 21-day 28-day oN/1Wi Swiwi o 2wiwi o 2witwi o 2WlW o og ot og.day  28-day
28-day  28-day 21-day 21-day 21-day
cycles. cycles. cycles. cycles. cycles. cycles. cycles. cycles. cycles.
cycles.  cycles. cycles. cycles. cycles.
Numbe
r of
Partici
pants
Analyz 4 4 4 4 4 5 3 6 4 4 4 2 5 4
ed
[units:
partici
pants]
Numbe
r of
partici Count Count Count Count Count Count Count Count Count Count Count Count Count Count
pants of of of of of of of of of of of of of of
with Partici Partici Partici Partici Partici Particip  Partici Partici Partici Partici Partici Partici Partici Partici
AEs pants pants pants pants pants ants pants pants pants pants pants pants pants pants
and
SAEs (Perce  (Perce (Perce (Perce (Perce (Percen (Perce (Perce (Perce (Perce (Perce (Perce (Perce (Perce
during ntage) ntage) ntage) ntage) ntage) tage) ntage) ntage) ntage) ntage) ntage) ntage) ntage) ntage)
the on-
treatm
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ent

period

(units:

particip

ants)

AEs 4 4 4 4 4 5 3 6 4 4 4 2 5 4
(100%)  (100%)  (100%)  (100%)  (100%)  (100%)  (100%)  (100%)  (100%)  (100%)  (100%)  (100%)  (100%)  (100%)

Treatm

ent- 4 4 4 3 4 5 3 6 4 4 4 2 4 4

related (100%)  (100%)  (100%) (75%) (100%)  (100%)  (100%)  (100%)  (100%)  (100%)  (100%)  (100%) (80%) (100%)

AEs

AEs

with 2 3 2 3 2 2 0 6 2 3 3 2 3 3

grade> (50%) (75%) (50%) (75%) (50%) (40%) (%) (100%) (50%) (75%) (75%) (100%) (60%) (75%)

=3

Treatm

ent-

féasted 0 2 2 2 0 0 0 33?330/ 1 2 3 2 2 3

with (%) (50%) (50%) (50%) (%) (%) (%) ( ') 0 (25%) (50%) (75%) (100%) (40%) (75%)

grade>

=3

SAEs 1 2 1 1 3 3 0 66‘6137"/ 1 3 2 1 3 2
(25%) (50%) (25%) (25%) (75%) (60%) (%) ( ') ° (25%) (75%) (50%) (50%) (60%) (50%)

Treatm 1

ent- 0 2 1 0 2 1 0 16.67% 0 0 0 1 2 0

related (%) (50%) (25%) (%) (50%) (20%) (%) (16.67% (%) (%) (%) (50%) (40%) (%)

SAEs )

Fatal 0 0 0 0 0 0 0 0 0 0 0 0 0 0

SAEs (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%)

Treatm

ent-

related 0 0 0 0 0 0 0 0 0 0 0 0 0 0

fatal (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%)

SAEs
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Number of participants with Dose-Limiting Toxicities (DLTs) in the first cycle

Description

Time Frame

Analysis
Population
Description

A dose-limiting toxicity (DLT) is defined as an adverse event or abnormal laboratory value of Common Terminology Criteria for Adverse
Events (CTCAE) grade = 3 assessed as unrelated to disease, disease progression, inter-current illness, or concomitant medications that
occurs within the first cycle of study treatment. Other clinically significant toxicities may be considered to be DLTs, even if not CTCAE grade 3

or higher.

First cycle of treatment (28 days or 21 days, depending on the study treatment)

Dose-Determining Set (DDS) including all participants in the dose escalation who met the minimum exposure criterion defined in the protocol

and had sufficient safety evaluations or had experienced a DLT during the first cycle.

Backbone Arm 1, Triplet Arm 1 and Triplet Arm 2

DRB436 DRB436 DRB436 DRB436 DRB436
DRB436 DRB436 DRB436 DRB436 DRB436 150mg BID 150mg BID 150mgBID 150mg BID 75mg BID
150mg BID 150mgBID 150mgBID 150mgBID 150mgBID  + LTT462 + LTT462 + LTT462 + LTT462 + LTT462
+ LTT462 + LTT462 + LTT462 + LTT462 + LTT462 100mgQD 200mgQD 100mgQD 200mgQD 100mg QD
100mgQD 200mgQD 250mgQD 300mgQD 400mgQD +TMT212 + TMT212 + TMT212 + TMT212 + LXH254
1mg QD 1mg QD 2mg QD 2mg QD 200mg BID
Triplet Arm  Triplet Arm  Triplet Arm  Triplet Arm Triplet Arm
Backbone Backbone Backbone Backbone Backbone 1: 1: 1: 1: 2.
Arm 1: Arm 1: Arm 1: Arm 1: Arm 1: dabrafenib  dabrafenib  dabrafenib  dabrafenib dabrai‘enib
dabrafenib  dabrafenib  dabrafenib  dabrafenib  dabrafenib 150 mg 150 mg 150 mg 150 mg 75 mg BID
Arm/Group 150 mg 150 mg 150 mg 150 mg 150 mg BID + BID + BID + BID + + LTT462
Description BID + BID + BID + BID + BID + LTT462 LTT462 LTT462 LTT462 100 mg QD
LTT462 LTT462 LTT462 LTT462 LTT462 100mgQD 200mgQD 100mgQD 200mgQD LXH254
100 mg 200 mg 250 mg 300 mg 400 mg + trametinib  + trametinib  + trametinib  + trametinib 200 m
QD; 28-day QD; 28-day QD;28-day QD;28-day QD; 28-day 1 mg QD; 1 mg QD; 2 mg QD; 2 mg QD; BID- 23—
cycles. cycles. cycles. cycles. cycles. 28-day 28-day 28-day 28-day d ’
ay cycles.
cycles. cycles. cycles. cycles.
Number of
Participants
Analyzed 8 7 5 5 2 5 4 4 6 5
[units:
participants]
Number of Count of Count of Count of Count of Count of Count of Count of Count of Count of Count of
participants  Participant Participant Participant Participant Participant Participant Participant Participant Participant Participant
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with Dose- s s s s s s s s s s
Limiting
Toxicities (Percentag (Percentag (Percentag (Percentag (Percentag (Percentag (Percentag (Percentag (Percentag (Percentag
(DLTSs) in e) e) e) e) e) e) e) e) e) e)
the first
cycle
(units:
participants)
At least one 1 0 1 0 2 0 0 1 1 0
DLT (12.5%) (%) (20%) (%) (100%) (%) (%) (25%) (16.67%) (%)
. 0 0 0 0 1 0 0 0 0 0
Asthenia (%) (%) (%) (%) (50%) (%) (%) (%) (%) (%)
Gait 0 0 0 0 1 0 0 0 0 0
disturbance (%) (%) (%) (%) (50%) (%) (%) (%) (%) (%)
Pain 1 0 0 0 0 0 0 0 0 0
(12.5%) (%) (%) (%) (%) (%) (%) (%) (%) (%)
" 0 0 0 0 1 0 0 0 0 0
Pancreatitis (%) (%) (%) (%) (50%) (%) (%) (%) (%) (%)
. 0 0 1 0 0 0 0 0 1 0
Pyrexia (%) (%) (20%) (%) (%) (%) (%) (%) (16.67%) (%)
Left
. 0 0 0 0 0 0 0 1 0 0
ventricular o o o o o o o o o o
dysfunction (%) (%) (%) (%) (%) (%) (%) (25%) (%) (%)
Ejection
fraction o o o o o o o o o o
decreased
" 0 0 0 0 0 0 0 0 0 0
Rash pruritic (%) (%) (%) (%) (%) (%) (%) (%) (%) (%)
Hypersensitiv 0 0 0 0 0 0 0 0 0 0
ity (%) (%) (%) (%) (%) (%) (%) (%) (%) (%)
Hyponatraem 0 0 0 0 0 0 0 0 0 0
ia (%) (%) (%) (%) (%) (%) (%) (%) (%) (%)

Triplet Arm 3, Triplet Arm 4, Triplet Arm 5 and Triplet Arm 6
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DRB43 DRB43 DRB43 DRB43 DRB43 DRB43 DRE 43 DRB43 DRB43 DRB43 DRB43 DRB43 DRB43 DRB43
6 6 6 6 6 6 150m 6 6 6 6 6 6 6
150mg 150mg 150mg 150mg 150mg 150mg BID +g 150mg 150mg 150mg 150mg 100mg 150mg 150mg
BID + BID + BID + BID + BID + BID + T™MT21 BID + BID + BID + BID + BID + BID + BID +
LTT462 LTT462 LTT462 LTT462 LTT462 LTT462 2 TMT21 TMT21 TMT21 TMT21 LTT462 LTT462 LTT462
100mg 200mg 100mg 100mg 200mg 100mg 0.5m 21mg 21mg 21mg 22mg 100mg 100mg 200mg
QD + QD + QD + QD + QD + QD + QD-? QD + QD + QD + QD + QD + QD + QD +
TNO15 TNO15 TNO15 TNO15 TNO15 PDRO0O TNO15 TNO15 TNO15 TNO15 TNO15 VDT48 VDT48 VDT438
520mg 520mg 540mg 540mg 540mg 1 5 20m 520mg 520mg 540mg 520mg 2 2 2
QD QD QD QD QD 400mg QD 9 QD QD QD QD 300mg 300mg 300mg
3w/iw  3w/iw  3w/iw  2w/1iw  2w/1w Q4w 3wi1w 3wiw  2w/iw  2w/1iw  2w/1w Q4w Q4w Q4w
Triplet Triplet Triplet Triplet Triplet Triplet Z:‘rﬁlest Z:Irglzt Z:‘rﬁlest Z:Irﬁlest Z:‘rﬁlest Triplet Triplet Triplet
Arm 3: Arm 3: Arm 3: Arm 3: Arm 3: Arm 4: ) ) ) ) ) Arm 6: Arm 6: Arm 6:
dabrafe dabrafe dabrafe dabrafe dabrafe
dabrafe dabrafe dabrafe dabrafe dabrafe dabrafe nib 150  nib 150 nib 150  nib 150  nib 150 dabrafe dabrafe dabrafe
nib 150 nib 150 nib 150 nib 150 nib 150 nib 150 maBID maBID maBID maBID maBID nib 100 nib 150 nib 150
mgBID mgBID mgBID mgBID mgBID mgBD M9 9, 9, 9, 9, mgBID mgBID mgBID
Arm/G * * * * * * trameti  trameti trameti trameti trameti * * *
GO0 LTT462 LTT462 LTT462 LTT462 LTT462 LTT4e2  S7e0 TSl Wamel Hamel  HECh - 1146 LTT462  LTT462
p 100mg 200mg 100mg 100mg 200mg 100 mg ' 100mg 100mg 200 mg
Descript QD + QD + QD + QD + QD + QD + mgQD mgQD mgQD mgQD mgQD QD + QD + QD +
ion . + + + + + . . . . . .
TNO15 TNO15 TNO15 TNO15 TNO15 spartali TNO15 TNO15 TNO15 TNO15 TNO15 tislelizu  tislelizu tislelizu
520 520 540 540 540 zumab mab mab mab
520 520 520 540 520
mgQD mgQD mgQD mgQD mgQD 400mg maQD maQD mgQD mgQD mg QD 300mg 300mg 300 mg
3wiw;  3w/w;  3w/w;  2w/lw;  2w/w;  Q4AW; gL Mg MgMu Mg MU Mg MY aaw; Qaw; Q4w
28-day 28-day 28-day 21-day 21-day 28-day oW/W dwllwi 2wlw, o 2wllw, o 2WlTW, - og 4oy og ey 28-day
28-day 28-day 21-day 21-day 21-day
cycles. cycles. cycles. cycles. cycles. cycles. cycles. cycles. cycles.
cycles. cycles. cycles. cycles. cycles.
Number
of
Particip
ants 4 3 4 3 3 3 3 5 3 3 4 0 5 4
Analyze
d [units:
particip
ants]
Number Count Count Count Count Count Count Count Count Count Count Count Count Count Count
of of of of of of of of of of of of of of of
particip Partici  Partici  Partici  Partici  Partici Partici Partici  Partici Partici Partici Partici Partici Partici  Partici
ants pants pants pants pants pants pants pants pants pants pants pants pants pants pants
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with
Dose- (Perce (Perce (Perce (Perce (Perce (Perce (Perce (Perce (Perce (Perce (Perce (Perce (Perce (Perce
Limiting ntage) ntage) ntage) ntage) ntage) ntage) ntage) ntage) ntage) ntage) ntage) ntage) ntage) ntage)
Toxicitie
s (DLTs)
in the
first
cycle
(units:
participa
nts)
At least 0 ! 1 0 2 0 0 2 0 0 1 0 0
one DLT (%) ') ° (25%) (%) ') ° (%) (%) (40%) (%) (%) (25%) (NaN%) (%) (%)
. 0 0 0 0 0 0 0 0 0 0 0 0 0
Asthenia (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (NaN%) (%) (%)
g;:t't ban O 0 0 0 0 0 0 0 0 0 0 0 0
ce (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (NaN%) (%) (%)
Pain 0 0 0 0 0 0 0 0 0 0 0 0 0
(%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (NaN%) (%) (%)
Pancreat 0 0 0 0 0 0 0 0 0 0 0 0 0
itis (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (NaN%) (%) (%)
1 2
. 0 o 0 0 o 0 0 0 0 0 0 0 0
reda ) @33 o) OO (%) (%) (%) (%) ) (NaN%) (%) (%)
Left
‘;‘f”t”cu' 0 0 0 0 0 0 0 0 0 0 0 0 0
dysfuncti (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (NaN%) (%) (%)
on
Ejection
fraction 0 0 1 0 0 0 0 0 0 0 1 0 0
decrease (%) (%) (25%) (%) (%) (%) (%) (%) (%) (%) (25%) (NaN%) (%) (%)
d
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Rash 0 - 1330/ 0 0 0 0 0 0 0 0 0 0 0
pruritic (%) ') ° (%) (%) (%) (%) (%) (%) (%) (%) (%) (NaN%) (%) (%)
Hyperse 0 0 0 0 0 0 0 1 0 0 0 0 0
nsitivity (%) (%) (%) (%) (%) (%) (%) (20%) (%) (%) (%) (NaN%) (%) (%)
Hyponatr 0 0 0 0 0 0 0 1 0 0 0 0 0
aemia (%) (%) (%) (%) (%) (%) (%) (20%) (%) (%) (%) (NaN%) (%) (%)

Number of participants with dose reductions and dose interruptions of dabrafenib (DRB436)

Number of participants with at least one dose reduction or at least one dose interruption of dabrafenib. Dose adjustments were permitted for
patients who did not tolerate the protocol-specified dosing schedule.

Description

Time Frame

Analysis
Population
Description

Up to approximately 72 weeks

All participants who received at least one dose of dabrafenib

Backbone Arm 1, Triplet Arm 1 and Triplet Arm 2

DRB436 DRB436 DRB436 DRB436 DRB436
DRB436 DRB436 DRB436 DRB436 DRB436 150mgBID 150mgBID 150mgBID 150mg BID  75mg BID
150mg BID 150mgBID 150mg BID 150mgBID 150mg BID  + LTT462 + LTT462 + LTT462 + LTT462 + LTT462
+ LTT462 + LTT462 + LTT462 + LTT462 +LTT462 100mgQD 200mgQD 100mgQD 200mgQD 100mg QD
100mg QD 200mgQD 250mgQD 300mgQD 400mgQD +TMT212 +TMT212 +TMT212 +TMT212  +LXH254
1mg QD 1mg QD 2mg QD 2mgQD  200mg BID
Backbone Backbone Backbone Backbone Backbone  Triplet Arm  Triplet Arm  Triplet Arm  Triplet Arm  Triplet Arm
Arm 1: Arm 1: Arm 1: Arm 1: Arm 1: 1: 1: 1: 1: 2:
Arm/Group dabrafenib  dabrafenib  dabrafenib  dabrafenib  dabrafenib  dabrafenib  dabrafenib  dabrafenib  dabrafenib  dabrafenib
Descriptio 150 mgBID 150 mg BID 150mgBID 150 mgBID 150 mgBID 150 mgBID 150 mgBID 150mgBID 150 mgBID 75 mg BID
n +LTT462 +LTT462 +LTT462 + LTT462 +LTT462 + LTT462 + LTT462 +LTT462 +LTT462 +LTT462
100 mg 200 mg 250 mg 300 mg 400 mg 100mgQD 200mgQD 100mgQD 200mgQD 100 mg QD
QD; 28-day QD; 28-day QD;28-day QD;28-day QD;28-day +trametinib + trametinib + trametinib  + trametinib  + LXH254
cycles. cycles. cycles. cycles. cycles. 1 mg QD; 1 mg QD; 2 mg QD; 2 mg QD; 200 mg
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28-day BID; 28-day
cycles. cycles.

Number of
Participant
s Analyzed
[units:
participant
s]

11

Number of
participant
s with
dose
reductions
and dose
interruptio
ns of
dabrafenib
(DRB436)
(units:
participants

)

Count of
Participant
s

(Percentag
e)

Count of
Participant
s

(Percentag
e)

Count of Count of
Participant Participant

S S

(Percentag (Percentag
e) e)

At least one

dose 9
reduction or (100%)
interruption

11
(100%)

(100%) (100%)

At least one
dose

0,
reduction (11.11%)

(18.18%)

2 0

(33.33%) (%)

At least one
dose
interruption

9
(100%)

Triplet Arm 3, Triplet Arm 4, Triplet Arm 5 and Triplet Arm 6
DRB43 DRB43

6 6

150mg 150mg
BID + BID +

11
(100%)

DRB43
6
150mg
BID +

(100%) (100%)

DRB43 DRB43
6 6
150mg 150mg
BID + BID +
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LTT462 LTT462 LTT462 LTT462 LTT462 LTT462 TMT21 TMT21 TMT21 TMT21 TMT21 LTT462 LTT462 LTT462
100mg 200mg 100mg 100mg 200mg 100mg 2 21mg 21mg 21mg 22mg 100mg 100mg 200mg
QD + QD + QD + QD + QD + QD + 0.5mg QD + QD + QD + QD + Qb + QD + QD +
TNO15 TNO15 TNO15 TNO15 TNO15 PDRO00 QD + TNO15 TNO15 TNO15 TNO15 VDT48 VDT48 VDT48
520mg 520mg 540mg 540mg 540mg 1 TNO15 520mg 520mg 540mg 520mg 2 2 2
QD QD QD QD QD 400mg 520mg QD QD QD QD 300mg 300mg 300mg
3w/iw 3w/iw  3w/iw  2w/iw  2w/1w Q4w QD 3wiw  2w/iw  2w/iw  2w/1w Q4w Q4w Q4w
3w/1w
Triplet Triplet Triplet Triplet Triplet Triplet /I:Irﬁlzt Z:Irﬁlzt X:g? /I:Irﬁlzt Z:Irﬁlzt Triplet Triplet Triplet
Arm 3: Arm 3: Arm 3: Arm 3: Arm 3: Arm 4: d ) ) ) ) ) Arm 6: Arm 6: Arm 6:
abrafe dabrafe dabrafe dabrafe dabrafe
dabrafe dabrafe dabrafe dabrafe dabrafe dabrafe nib 150  nib 150  nib 150  nib 150  nib 150 dabrafe dabrafe dabrafe
nib 150 nib150 nib 150 nib 150 nib 150 nib 150 mgBID mgBID mgBID mgBID mgBID nib 100 nib 150 nib 150
mgBID mgBID mgBID mgBID mgBID mgBID + + + + + mgBID mgBID mgBID
Arm/Gr * * * * * * trameti  trameti  trameti  trameti  trameti * * *
oup LTT462 LTT462 LTT462 LTT462 LTT462 LTT462 nib 0.5 nib 1 nib 1 nib 1 nib 2 LTT462 LTT462 LTT462
Descri 100mg 200mg 100mg 100mg 200mg 100 mg mg Q'D mgQD mgQD mgQD mg QD 100mg 100mg 200 mg
ption QD + QD + QD + QD + QD + QD + + + + + + _QD_+ _QD_+ _QD_+
ng&S ng&S Tlgl(2(1)5 ng&S TEESS spartali TNO15 TNO15 TNO15 TNO15 TNO15 tislelizu  tislelizu tislelizu
zumab - “gon" 530 520 540 520 M@0 mab o mab
mgQD mgQD mgQD mgQD mgQD 400 mg maQD maQD maQD mgQD ma QD 300mg 300mg 300mg
swiw;  3wiw;  3wiw;  2w/Aw;  2wilw;  Q4W; gMu Mg Mg MU Mg MU MY O qaw: Qaw; 4w
28-day 28-day 28-day 21-day 21-day 28-day oW/IW.  Swiwi o 2wilw o 2wltw, o 2wwi o ol o8 day  28-day
28-day 28-day 21-day 21-day 21-day
cycles. cycles. cycles. cycles. cycles. cycles. cycles. cycles. cycles.
cycles. cycles. cycles. cycles. cycles.
Numbe
r of
Partici
pants
Analyz 4 4 4 4 4 5 3 6 4 4 4 2 5 4
ed
[units:
particip
ants]
Numbe Count Count Count Count Count Count Count Count Count Count Count Count Count Count
r of of of of of of of of of of of of of of of
particip  Partici Partici Partici Partici Partici Particip Partici Partici Partici Partici Partici Partici Partici Partici
ants pants pants pants pants pants ants pants pants pants pants pants pants pants pants
with
dose (Perce  (Perce (Perce (Perce (Perce (Percen (Perce (Perce (Perce (Perce (Perce (Perce (Perce (Perce
reducti ntage) ntage) ntage) ntage) ntage) tage) ntage) ntage) ntage) ntage) ntage) ntage) ntage) ntage)
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ons
and
dose
interru
ptions
of
dabrafe
nib
(DRB43
6)
(units:
particip
ants)

At least
one
dose
reductio
nor
interrup
tion

4 4 4 4 4 5 3 6 4 4 4 2 5 4
(100%)  (100%)  (100%)  (100%)  (100%)  (100%)  (100%)  (100%)  (100%)  (100%)  (100%)  (100%)  (100%)  (100%)

At least
one 1
0 0 1 0 1 1 0
dose N N o o o o N (16.67%
reductio (%) (%) (25%) (%) (25%) (20%) (%) )

n

1 0 1 1 2 1
(25%) (%) (25%) (50%) (40%) (25%)

At least
one
dose
interrup
tion

4 4 4 4 4 5 3 6 4 4 4 2 5 4
(100%)  (100%)  (100%)  (100%)  (100%)  (100%)  (100%)  (100%)  (100%)  (100%)  (100%)  (100%)  (100%)  (100%)

Number of participants with dose reductions and dose interruptions of LTT462

Description Number of participants with at least one dose reduction or at least one dose interruption of LTT462. Dose adjustments were permitted for
patients who did not tolerate the protocol-specified dosing schedule.

Time Frame Up to approximately 72 weeks
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Analysis
Population
Description

All participants who received at least one dose of LTT462

Backbone Arm 1, Triplet Arm 1 and Triplet Arm 2

DRB436 DRB436 DRB436 DRB436 DRB436
DRB436 DRB436 DRB436 DRB436 DRB436 150mg BID 150mgBID 150mgBID 150mgBID 75mg BID
150mg BID 150mgBID 150mgBID 150mgBID 150mg BID  + LTT462 + LTT462 + LTT462 + LTT462 + LTT462
+ LTT462 + LTT462 + LTT462 + LTT462 + LTT462 100mgQD 200mgQD 100mgQD 200mgQD 100mg QD
100mgQD 200mgQD 250mgQD 300mgQD 400mgQD +TMT212 + TMT212 + TMT212 + TMT212 + LXH254
1mg QD 1mg QD 2mg QD 2mg QD 200mg BID
Triplet Arm Triplet Arm  Triplet Arm  Triplet Arm  Triplet Arm
Backbone Backbone Backbone Backbone Backbone 1: 1: 1: 1: 2:
Arm 1: Arm 1: Arm 1: Arm 1: Arm 1: dabrafenib dabrafenib  dabrafenib dabrafenib dabrafenib
Arm/Group dabrafenib  dabrafenib  dabrafenib  dabrafenib  dabrafenib 150 mgBID 150mgBID 150 mgBID 150 mgBID 75 mg BID
Descriptio 150 mgBID 150 mgBID 150mgBID 150 mgBID 150 mgBID  +LTT462 + LTT462 + LTT462 + LTT462 + LTT462
n + LTT462 + LTT462 + LTT462 + LTT462 + LTT462 100mgQD 200mgQD 100mgQD 200mgQD 100 mg QD
100 mg 200 mg 250 mg 300 mg 400 mg + trametinib  + trametinib  + trametinib  + trametinib  + LXH254
QD; 28-day QD;28-day QD;28-day QD;28-day QD;28-day 1 mgQD; 1 mg QD; 2 mg QD; 2 mg QD; 200 mg
cycles. cycles. cycles. cycles. cycles. 28-day 28-day 28-day 28-day BID; 28-day
cycles. cycles. cycles. cycles. cycles.
Number of
Participant
s Analyzed 9 11 9 7 2 6 4 4 6 7
[units:
participant
s]
Number of
participant
s with Count of Count of Count of Count of Count of Count of Count of Count of Count of Count of
dose Participant Participant Participant Participant Participant Participant Participant Participant Participant Participant
reductions S S S S S S S S S S
and dose
interruptio  (Percentag (Percentag (Percentag (Percentag (Percentag (Percentag (Percentag (Percentag (Percentag (Percentag
ns of e) e) e) e) e) e) e) e) e) e)
LTT462
(units:
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participants
)
At least one
dose 3 7 3 5 3 3 2 2 3
reduction or  (33.33%) (63.64%) (33.33%) (71.43%) (50%) (50%) (75%) (50%) (33.33%) (42.86%)
interruption
i, leastone 0 2 2 1 0 1 0 1 0
reduction (%) (18.18%) (22.22%) (14.29%) (50%) (%) (25%) (%) (16.67%) (%)
ﬁ;éZaSt one 3 7 3 5 3 3 2 2 3
interruption (33.33%) (63.64%) (33.33%) (71.43%) (50%) (50%) (75%) (50%) (33.33%) (42.86%)
Triplet Arm 3, Triplet Arm 4 and Triplet Arm 6
DRB436 DRB436 DRB436 DRB436 DRB436 DRB436 DRB436 DRB436 DRB436
150mg BID 150mg BID 150mg BID 150mg BID 150mg BID
150mg BID + 100mg BID 150mg BID 150mg BID
+ LTT462 + LTT462 + LTT462 + LTT462 + LTT462
LTT462 + LTT462 + LTT462 + LTT462
100mg QD+ 200mgQD+ 100mgQD+ 100mgQD+ 200mg QD +
100mgQD+ 100mgQD+ 100mgQD+ 200mgQD +
TNO155 TNO155 TNO155 TNO155 TNO155
20mgQD  20mgQD  40mgQD  40mgQD  40mgQD  EPREE. DR RTERR L ome QAW
3wiw 3wilw 3wiw 2wilw 2wiw 9 9 9 9
. . . . . . . Triplet Arm Triplet Arm Triplet Arm
Trlplet Arm Trlplet Arm Trlplet Arm Trlplet Arm Trlplet Arm Triplet Arm 4: 6: dabrafenib  6: dabrafenib 6 dabrafenib
3: dabrafenib  3: dabrafenib  3: dabrafenib  3: dabrafenib  3: dabrafenib dabrafenib 100 ma BID 150 ma BID 150 ma BID
150 mgBID  150mgBID 150 mgBID  150mgBID  150mgBID  150mgBID . LTT9462 2 LTT9462 2 LTT9462
Arm/Grou + LTT462 + LTT462 + LTT462 + LTT462 + LTT462 + LTT462 100 mg QD 100 mg QD 200 ma QD
Docrt tioﬁ'\ 100mgQD 200mgQD 100mgQD 100mgQD  200mgQD 100 mg QD + 1o " 1o
P + TNO155 + TNO155 + TNO155 + TNO155 + TNO155 spartalizuma tislelizumab tislelizumab tislelizumab
20 mg QD 20 mg QD 40 mg QD 40 mg QD 40 mg QD b 400 mg
. . : . ) . 300 mg 300 mg 300 mg
3w/1w; 28- 3w/1w; 28- 3w/1w; 28- 2w/1w; 21- 2w/1w; 21- Q4W; 28-day . . .
Q4W; 28-day Q4W; 28-day Q4W; 28-day
day cycles. day cycles. day cycles. day cycles. day cycles. cycles.
cycles. cycles. cycles.
Number of
Participants
Analyzed 4 4 4 4 4 5 2 5 4
[units:

participants]
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Number of

participants

with dose Count of Count of Count of Count of Count of Count of Count of Count of Count of
reductions Participants Participants Participants Participants Participants Participants Participants Participants Participants
and dose

interruption (Percentage (Percentage (Percentage (Percentage (Percentage (Percentage) (Percentage (Percentage (Percentage
s of LTT462 ) ) ) ) ) 9 ) ) )
(units:

participants)

At least one

dose 1 0 4 3 3 5 2 4 3
reduction or (25%) (%) (100%) (75%) (75%) (100%) (100%) (80%) (75%)
interruption

AL least one 1 0 1 0 1 1 2 1 1
reduction (25%) (%) (25%) (%) (25%) (20%) (100%) (20%) (25%)
dAééZaSt one 1 0 4 3 3 5 2 4 3
interruption (25%) (%) (100%) (75%) (75%) (100%) (100%) (80%) (75%)

Number of participants with dose reductions and dose interruptions of trametinib (TMT212)

Description

patients who did not tolerate the protocol-specified dosing schedule.
Time Frame Up to approximately 48 weeks
Analysis All participants who received at least one dose of trametinib
Population
Description

Triplet Arm 3 and Triplet Arm 5

DRB436 DRB436 DRB436 DRB436 DRB436
150mg BID 150mg BID 150mg BID 150mg BID 150mg BID

+ LTT462 + LTT462 + LTT462 + LTT462 + TMT212
100mg QD+ 200mgQD+ 100mgQD+ 200mgQD+ 0.5mgQD +

Number of participants with at least one dose reduction or at least one dose interruption of trametinib. Dose adjustments were permitted for

DRB436 DRB436 DRB436 DRB436
150mg BID 150mg BID 150mg BID 150mg BID
+ TMT212 + TMT212 + TMT212 + TMT212
1mg QD + 1mg QD + 1mg QD + 2mg QD +
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TMT212 TMT212 TMT212 TMT212 TNO155 TNO155 TNO155 TNO155 TNO155
1mg QD 1mg QD 2mg QD 2mg QD 20mg QD 20mg QD 20mg QD 40mg QD 20mg QD
3w/1w 3w/iw 2w/1w 2w/1w 2w/1w
. . . . Triplet Arm Triplet Arm Triplet Arm Triplet Arm Triplet Arm
'_I'nplet Ar”? '_I'nplet A”‘? '_I'rnplet Arm Truplet Arm 5: dabrafenib  5: dabrafenib  5: dabrafenib  5: dabrafenib  5: dabrafenib
1: dabrafenib  1: dabrafenib  1: dabrafenib  1: dabrafenib
150 mg BID 150 mg BID 150 mg BID 150 mg BID 150 mg BID
150 mg BID 150 mg BID 150 mg BID 150 mg BID - - - . .
+ trametinib + trametinib + trametinib + trametinib + trametinib
Arm/Group + LTT462 + LTT462 + LTT462 + LTT462
e 0.5mg QD + 1mg QD + 1mg QD + 1mg QD + 2mg QD +
Description  100mg QD+ 200mg QD + 100 mg QD+ 200mg QD+ ‘tNoi5520  TNO15520  TNO15520  TNO15540  TNO155 20
trametinib 1 trametinib 1 trametinib 2 trametinib 2 mg QD mg QD mg QD mg QD mg QD
'c‘;g %Délig' Z‘g Qch;:éS_ rgg %Délig' Z‘g %Délgg' 3wiw; 28-  3w/w; 28-  2w/w; 21-  2w/w; 21-  2w/lw; 21-
y cycles. y cycles. yey ' yey ' day cycles. day cycles. day cycles. day cycles. day cycles.
Number of
Participants
Analyzed 6 4 4 6 3 6 4 4 4
[units:
participants]
Number of
participants
with dose
reductions Count of Count of Count of Count of Count of Count of Count of Count of Count of
and dose Participants Participants Participants Participants Participants Participants Participants Participants Participants
interruption
s of (Percentage (Percentage (Percentage (Percentage (Percentage (Percentage (Percentage (Percentage (Percentage
trametinib ) )
(TMT212)
(units:
participants)
At least one
dose 3 3 2 3 3 3 3 3 2
reduction or (50%) (75%) (50%) (50%) (100%) (50%) (75%) (75%) (50%)
interruption
L least one 1 1 0 2 0 0 2 0 1
reduction (16.67%) (25%) (%) (33.33%) (%) (%) (50%) (%) (25%)
?(t):;aast one 3 3 2 2 3 3 3 3 2
(50%) (75%) (50%) (33.33%) (100%) (50%) (75%) (75%) (50%)

interruption
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Number of participants with dose reductions and dose interruptions of LXH254

Description Number of participants with at least one dose reduction or at least one dose interruption of LXH254. Dose adjustments were permitted for

patients who did not tolerate the protocol-specified dosing schedule.
Time Frame Up to approximately 31 weeks
Analysis Up to approximately 31 weeks
Population
Description
Triplet Arm 2

DRB436 75mg BID + LTT462 100mg QD + LXH254
200mg BID

Arm/Group Description

Triplet Arm 2: dabrafenib 75 mg BID + LTT462 100 mg
QD + LXH254 200 mg BID; 28-day cycles.

Number of Participants Analyzed [units: participants]

7

Number of participants with dose reductions and dose interruptions of LXH254

Count of Participants

(units: participants) (Percentage)
. . . 7

At least one dose reduction or interruption (100%)
At least one dose reduction ((2))

. . 7
At least one dose interruption (100%)

Number of participants with dose reductions and dose interruptions of TNO155

Description Number of participants with at least one dose reduction or at least one dose interruption of TNO155. Dose adjustments were permitted for

patients who did not tolerate the protocol-specified dosing schedule.

Time Frame Up to approximately 70 weeks
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Analysis All participants who received at least one dose of TNO155
Population
Description

Triplet Arm 3 and Triplet Arm 5

DRB436 DRB436 DRB436 DRB436 DRB436 DRB436 DRB436 DRB436 DRB436 DRB436
150mg BID 150mgBID 150mgBID 150mgBID 150mgBID 150mgBID 150mgBID 150mgBID 150mgBID 150mg BID
+ LTT462 + LTT462 + LTT462 + LTT462 + LTT462 + TMT212 + TMT212 + TMT212 + TMT212 + TMT212
100mgQD 200mgQD 100mgQD 100mgQD 200mgQD 0.5mg QD 1mg QD + imgQD+ 1mgQD+ 2mgQD+
+ TNO155 + TNO155 + TNO155  + TNO155 + TNO155  + TNO155 TNO155 TNO155 TNO155 TNO155
20mg QD 20mg QD 40mg QD 40mg QD 40mg QD 20mg QD 20mg QD 20mg QD 40mg QD 20mg QD
3w/iw 3w/lw 3w/iw 2wiiw 2w/1w 3w/lw 3w/lw 2w/iw 2w/iw 2wiiw

Triplet Arm  Triplet Arm Triplet Arm Triplet Arm  Triplet Arm Triplet Arm Triplet Arm Triplet Arm Triplet Arm  Triplet Arm
3: 3: 3: 3: 3: 5: 5: 5: 5: 5:
dabrafenib dabrafenib dabrafenib dabrafenib dabrafenib dabrafenib dabrafenib dabrafenib dabrafenib dabrafenib
150 mgBID 150 mgBID 150mgBID 150 mgBID 150mgBID 150mgBID 150mgBID 150mgBID 150 mgBID 150 mg BID

3::";":;:)" +LTT462  +LTT462  +LTT462  +LTT462  +LTT462  +trametinib + trametinib +trametinib + trametinib  + trametinib

n P 100mgQD 200mgQD 100mgQD 100mgQD 200mgQD 05mgQD 1mgQD+ 1mgQD+ 1mgQD+ 2mgQD+
+ TNO155 + TNO155 + TNO155 + TNO155 + TNO155 +TNO155 TNO15520 TNO15520 TNO15540 TNO155 20
20 mg QD 20 mg QD 40 mg QD 40 mg QD 40 mg QD 20 mg QD mg QD mg QD mg QD mg QD
3w/1w; 28- 3w/1w; 28- 3w/1w; 28- 2w/lw; 21-  2w/1w; 21- 3w/1w; 28- 3w/1w; 28- 2w/1w; 21- 2w/1w; 21- 2w/1w; 21-
day cycles. daycycles. daycycles. daycycles. daycycles. daycycles. daycycles. daycycles. daycycles. day cycles.

Number of

Participant

s Analyzed 4 4 4 4 4 3 6 4 4 4

[units:

participant

s]

Number of

participant  coynt of Count of Count of Count of Count of Count of Count of Count of Count of Count of

s with Participant Participant Participant Participant Participant Participant Participant Participant Participant Participant

dose s s s s s s s s s s

reductions

?"d dosg (Percentag (Percentag (Percentag (Percentag (Percentag (Percentag (Percentag (Percentag (Percentag (Percentag

interruptio o) ) e) ) o) o) e) e) e) )

ns of

TNO155
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(units:

participants

)

At least one

dose 2 0 3 2 3 2 4 2 2 2
reduction or (50%) (%) (75%) (50%) (75%) (66.67%) (66.67%) (50%) (50%) (50%)
interruption

dA;LZaSt one 1 0 1 0 1 0 1 0 0 1
reduction (25%) (%) (25%) (%) (25%) (%) (16.67%) (%) (%) (25%)
Q;;Zas‘t one 2 0 3 2 3 2 4 2 2 2
interruption (50%) (%) (75%) (50%) (75%) (66.67%) (66.67%) (50%) (50%) (50%)

Number of participants with dose reductions and dose interruptions of spartalizumab (PDR001)

Description Number of participants with at least one dose reduction or at least one dose interruption of spartalizumab. Dose adjustments were permitted
for patients who did not tolerate the protocol-specified dosing schedule. No dose reductions were allowed for spartalizumab.

Time Frame Up to approximately 68 weeks
Analysis All participants who received at least one dose of spartalizumab
Population
Description
Triplet Arm 4
DRB436 150mg BID + LTT462 100mg QD + PDR001
400mg Q4W
Arm/Group Description Triplet Arm 4: dabrafenib 150 mg BID + LTT462 100 mg
P P QD + spartalizumab 400 mg Q4W; 28-day cycles.
Number of Participants Analyzed [units: participants] 5
:\lPané%%q;)f participants with dose reductions and dose interruptions of spartalizumab Count of Participants
(units: participants) (Percentage)
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At least one dose reduction or interruption (0(/1)
At least one dose reduction ((2))
0

At least one dose interruption

Number of participants with dose reductions and dose interruptions of tislelizumab (VDT482)

Description

Number of participants with at least one dose reduction or at least one dose interruption of tislelizumab. Dose adjustments were permitted for

patients who did not tolerate the protocol-specified dosing schedule. No dose reductions were allowed for tislelizumab.

Time Frame Up to approximately 68 weeks

Analysis
Population
Description

Triplet Arm 6

All participants who received at least one dose of tislelizumab

DRB436 100mg BID + LTT462
100mg QD + VDT482 300mg
Q4w

DRB436 150mg BID + LTT462
100mg QD + VDT482 300mg
Q4w

DRB436 150mg BID + LTT462
200mg QD + VDT482 300mg
Q4w

Arm/Group Description

Triplet Arm 6: dabrafenib 100
mg BID + LTT462 100 mg QD
+ tislelizumab 300 mg Q4W;
28-day cycles.

Triplet Arm 6: dabrafenib 150
mg BID + LTT462 100 mg QD
+ tislelizumab 300 mg Q4W;
28-day cycles.

Triplet Arm 6: dabrafenib 150
mg BID + LTT462 200 mg QD
+ tislelizumab 300 mg Q4W;
28-day cycles.

Number of Participants Analyzed [units:
participants]

2

5

4

Number of participants with dose reductions and
dose interruptions of tislelizumab (VDT482)

Count of Participants

Count of Participants

Count of Participants

(units: participants) (Percentage) (Percentage) (Percentage)
. . . 0 1 2
At least one dose reduction or interruption (%) (20%) (50%)
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. 0 0 0
At least one dose reduction (%) (%) (%)
At least one dose interruption 0 1 2
(%) (20%) (50%)
Dose intensity of dabrafenib (DRB436)
Description Dose intensity of dabrafenib was calculated as cumulative actual dose in milligrams divided by duration of exposure in days.
Time Frame Up to approximately 72 weeks
Analysis All participants who received at least one dose of dabrafenib
Population
Description
Backbone Arm 1, Triplet Arm 1 and Triplet Arm 2
DRB436 DRB436 DRB436 DRB436 DRB436
DRB436 DRB436 DRB436 DRB436 DRB436 150mg BID 150mg BID 150mg BID 150mg BID  75mg BID
150mg BID 150mg BID 150mg BID 150mg BID 150mg BID  + LTT462 + LTT462 + LTT462 + LTT462 + LTT462
+ LTT462 + LTT462 + LTT462 + LTT462 + LTT462 100mgQD 200mgQD 100mgQD 200mgQD 100mg QD
100mgQD 200mgQD 250mgQD 300mgQD 400mgQD +TMT212 +TMT212 + TMT212 +TMT212 + LXH254
1mg QD 1mg QD 2mg QD 2mg QD 200mg BID
Triplet Arm  Triplet Arm  Triplet Arm  Triplet Arm  Triplet Arm
Backbone Backbone Backbone Backbone Backbone 1: 1: 1: 1: 2:
Arm 1: Arm 1: Arm 1: Arm 1: Arm 1: dabrafenib dabrafenib dabrafenib dabrafenib dabrafenib
Arm/Grou dabrafenib  dabrafenib  dabrafenib  dabrafenib  dabrafenib 150 mgBID 150mgBID 150mgBID 150mgBID 75 mg BID
Descri tiop 150 mgBID 150 mgBID 150mgBID 150mgBID 150mgBID  +LTT462 + LTT462 + LTT462 + LTT462 + LTT462
n P + LTT462 + LTT462 + LTT462 + LTT462 + LTT462 100mgQD 200mgQD 100mgQD 200mgQD 100 mgQD
100 mg 200 mg 250 mg 300 mg 400 mg + trametinib  + trametinib  + trametinib  + trametinib  + LXH254
QD; 28-day QD;28-day QD;28-day QD;28-day QD;28-day 1 mgQD; 1 mg QD; 2 mg QD; 2 mg QD; 200 mg
cycles. cycles. cycles. cycles. cycles. 28-day 28-day 28-day 28-day BID; 28-day
cycles. cycles. cycles. cycles. cycles.
Number of
Participant 9 11 9 7 2 6 4 4 6 7
s Analyzed
[units:
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participant
s]
Dose
L,";g?:f';f,izf Median Median Median Median Median Median Median Median Median Median
(DRB436) (Full (Full (Full (Full (Full (Full (Full (Full (Full (Full
(units: Range) Range) Range) Range) Range) Range) Range) Range) Range) Range)
mg/day)
291.43 289.29 285.33 285.48 194.15 287.99 278.89 285.81 284.74 143.18
(225.0 to (107.1 to (141.2to (159.6 to (102.6 to (201.3 to (190.6 to (2179 to (161.8 to (75.0 to
298.6) 298.0) 297.3) 295.2) 285.7) 295.5) 296.9) 297.1) 297.3) 148.6)
Triplet Arm 3, Triplet Arm 4, Triplet Arm 5 and Triplet Arm 6
DRE43 DR(?43 DR(I?43 DR(IiB43 DR§43 DR(?43 DRB43 DRB43 DRB43 DRB43
150mg 150mg 150mg 150mg 150mg DRB436 150mg . ° 6 6 6  DRB43 DRB43  DRB43
150mg 150mg 150mg 150mg 6 6 6
BID + BID + BID + BID + BID + 150mg BID +
LTT46 LTT46 LTT46 LTT46 LTT46 BID+ TMr21 opP* BID+ BID+  BID+  100mg  150mg  150mg
TMT21 TMT21 TMT21 TMT21 BID + BID + BID +
2 2 2 2 2 LTT462 2
21mg 21mg 21mg 22mg LTT462 LTT462 LTT462
100mg 200mg 100mg 100mg 200mg 100mg 0.5mg
QD + QD + QD + QD + 100mg 100mg 200mg
QD + QD + QD + QD + QD + QD + QD +
TNO15 TNO15 TNO15 TNO15 TNO15 PDR001 TNoi5 'NO15 TNO15 TNO15 TNO15 QD+ QD+ QD+
5 5 5 5 VDT482 VDT482 VDT482
5 5 5 5 5 400mg 5 20mg 20mg 40mg 20mg 300mg 300mg  300mg
20mg 20mg 40mg 40mg 40mg Q4w 20mg
QD QD QD QD Q4w Q4w Q4w
Qb QD Qo Qb Qp QD 3w/iw  2w/iw  2w/iw  2w/1w
3wiw  3w/iw  3w/iw  2w/iw  2w/1w 3w/iw
Triplet Triplet Triplet Triplet Triplet Triolet Triplet Triplet Triplet Triplet Triplet Triplet Triplet Triplet
Arm3: Am3: Am3: Am3: Am3: Arrﬁ 4: Arm5: Arm5: Armm5. Arm5: Arm5: Arm 6: Arm 6: Arm 6:
dabrafe dabrafe dabrafe dabrafe dabrafe dabrafe-ni dabrafe dabrafe dabrafe dabrafe dabrafe dabrafe dabrafe dabrafe
nib 150 nib 150 nib 150 nib 150 nib 150 b 150 m nib 150 nib 150 nib 150 nib 150 nib 150 nib 100 nib 150  nib 150
Arm/Gro mgBID mgBID mgBID mgBID mgBID BID + 9 mgBID mgBID mgBID mgBID mgBID mgBID mgBID mgBID
up + + + + + LTT462 + + + + + + + +
Descripti | TT46 LTT46 LTT46 LTT46 LTT46 100 m trameti trameti trameti trameti trameti LTT462 LTT462 LTT462
on 2100 2200 2100 2100 2200 QD +g nib 0.5 nib 1 nib 1 nib 1 nib 2 100mg 100mg 200 mg
mgQD mgQD mgQD mgQD mgQD . mgQD mgQD mgQD mgQD mgQD QD + QD + QD +
+ + + + + spartalizu + + + + + isleli tisleli islli
mab 400 tislelizu islelizu tislelizu
TNO15 TNO15 TNO15 TNO15 TNO15 ma QAW: TNO15 TNO15 TNO15 TNO15 TNO15 mab mab mab
520 520 540 540 540 9 ’ 520 520 520 540 520 300mg 300mg 300 mg
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mgQD mgQD mgQD mgQD mgQD 28-day mgQD mgQD mgQD mgQD mgQD Q4Ww; Q4W; Q4Ww;
3w/tw;  3w/iw;  3w/lw;  2w/1w;  2w/1w; cycles. 3w/iw;  3w/lw;  2w/1w;  2w/1w;  2w/1w; 28-day 28-day 28-day
28-day 28-day 28-day 21-day 21-day 28-day 28-day 21-day 21-day 21-day cycles. cycles. cycles.
cycles. cycles. cycles. cycles. cycles. cycles. cycles. cycles. cycles. cycles.

Number

of

Participa

nts

Analyze 4 4 4 4 4 5 3 6 4 4 4 2 5 4

y

d [units:

participa

nts]

Dose

intensity

gfabrafen Media Media Media Media Media Median Media  Media Media Media Media Median Median Median

ib n n n n n (Full n n n n n (Full (Full (Full

IDRB436 (Full (Full (Full (Full (Full R (Full (Full (Full (Full (Full R R R

; Range) Range) Range) Range) Range) ange) Range) Range) Range) Range) Range) ange) ange) ange)

(units:

mg/day)
290.58 287.09 224.65 276.79 254.29 219.64 285.19 27857 273.88 273.32 286.60 92.05 284.81 251.09
(216.5 (2727 (2039 (256.3 (1813 (190'4 to (283.3 (210.0 (2024 (1719 (2113 (84-1 to (232.9 (214.2

to to to to to 296 5) to to to to to 1 06 0) to to

298.2) 294.6) 292.0) 280.0) 292.2) ' 296.4) 293.0) 290.2) 296.0) 298.6) ’ 297.3) 289.3)

Dose intensity of LTT462

Description
Time Frame

Analysis
Population
Description

Backbone Arm 1, Triplet Arm 1 and Triplet Arm 2

Up to approximately 72 weeks

All participants who received at least one dose of LTT462

Dose intensity of LTT462 was calculated as cumulative actual dose in milligrams divided by duration of exposure in days.
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DRB436 DRB436 DRB436 DRB436 DRB436
DRB436 DRB436 DRB436 DRB436 DRB436 150mg BID 150mg BID 150mg BID 150mg BID  75mg BID
150mg BID 150mg BID 150mg BID 150mg BID 150mg BID  + LTT462 + LTT462 + LTT462 + LTT462 + LTT462
+ LTT462 + LTT462 + LTT462 + LTT462 + LTT462 100mgQD 200mgQD 100mgQD 200mgQD 100mg QD
100mgQD 200mgQD 250mgQD 300mgQD 400mgQD +TMT212 +TMT212 + TMT212 +TMT212 + LXH254
1mg QD 1mg QD 2mg QD 2mg QD 200mg BID
Triplet Arm Triplet Arm Triplet Arm  Triplet Arm  Triplet Arm
Backbone Backbone Backbone Backbone Backbone 1: 1: 1: 1: 2:
Arm 1: Arm 1: Arm 1: Arm 1: Arm 1: dabrafenib dabrafenib dabrafenib dabrafenib dabrafenib
Arm/Group dabrafenib dabrafenib dabrafenib dabrafenib dabrafenib 150 mgBID 150mgBID 150 mgBID 150mgBID 75 mgBID
Descriptio 150 mgBID 150mgBID 150mgBID 150mgBID 150mgBID  +LTT462 + LTT462 + LTT462 + LTT462 + LTT462
n + LTT462 + LTT462 + LTT462 + LTT462 + LTT462 100mgQD 200mgQD 100mgQD 200mgQD 100 mgQD
100 mg 200 mg 250 mg 300 mg 400 mg + trametinib  + trametinib  + trametinib  + trametinib  + LXH254
QD; 28-day QD; 28-day QD;28-day QD;28-day QD; 28-day 1 mg QD; 1 mg QD; 2 mg QD; 2 mg QD; 200 mg
cycles. cycles. cycles. cycles. cycles. 28-day 28-day 28-day 28-day BID; 28-day
cycles. cycles. cycles. cycles. cycles.
Number of
Participant
s Analyzed 9 1 9 7 2 6 4 4 6 7
[units:
participant
s]
Dose
intensity of Median Median Median Median Median Median Median Median Median Median
LTT462 (Full (Full (Full (Full (Full (Full (Full (Full (Full (Full
(units: Range) Range) Range) Range) Range) Range) Range) Range) Range) Range)
mg/day)
100.00 198.28 250.00 270.97 256.03 99.11 187.43 97.50 200.00 100.00
(81.0to (97.8 to (154.9 to (184.6 to (112.1to (75.2to (111.3 to (90.5to (87.1to (77.2to
100.0) 200.0) 250.0) 300.0) 400.0) 100.6) 200.0) 100.0) 200.0) 100.0)
Triplet Arm 3, Triplet Arm 4 and Triplet Arm 6
DRB436 DRB436 DRB436 DRB436 DRB436 DRB436 DRB436 DRB436 DRB436
150mg BID 150mg BID 150mg BID 150mg BID 150mg BID 150ma BID 100ma BID 150ma BID 150ma BID
+LTT462 + LTT462 + LTT462 + LTT462 +LTT462 9 9 g 9
+ LTT462 + LTT462 + LTT462 + LTT462
100mg QD+ 200mgQD+ 100mgQD+ 100mgQD+ 200mg QD + 100mg QD + 100mg QD+ 100mg QD + 200mg QD +
TNO155 TNO155 TNO155 TNO155 TNO155 9 9 9 9
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20mg QD 20mg QD 40mg QD 40mg QD 40mg QD PDRO001 VDT482 VDT482 VDT482
3w/lw 3w/lw 3w/1w 2w/1w 2w/1w 400mg Q4W 300mg Q4W 300mg Q4W 300mg Q4W
Triplet Arm Triplet Arm Triplet Arm Triplet Arm Triplet Arm Triplet Arm Triplet Arm Triplet Arm Triplet Arm
3: dabrafenib ~ 3: dabrafenib  3: dabrafenib  3: dabrafenib  3: dabrafenib  4: dabrafenib  6: dabrafenib  6: dabrafenib  6: dabrafenib
150 mg BID 150 mg BID 150 mg BID 150 mg BID 150 mg BID 150 mg BID 100 mg BID 150 mg BID 150 mg BID
Arm/Group + LTT462 + LTT462 + LTT462 + LTT462 + LTT462 + LTT462 + LTT462 + LTT462 + LTT462
Description 100mgQD+ 200mgQD+ 100mgQD+ 100mgQD+ 200mgQD+ 100mgQD+ 100mgQD+ 100mgQD+ 200mgQD +
TNO155 20 TNO155 20 TNO155 40 TNO155 40 TNO15540  spartalizuma tislelizumab tislelizumab tislelizumab
mg QD mg QD mg QD mg QD mg QD b 400 mg 300 mg 300 mg 300 mg
3w/1w; 28- 3w/1w; 28- 3w/1w; 28- 2w/1w; 21- 2w/1w; 21- Q4W; 28-day Q4W; 28-day Q4W; 28-day Q4W; 28-day
day cycles. day cycles. day cycles. day cycles. day cycles. cycles. cycles. cycles. cycles.
Number of
Participants
Ana_:ly.zed 4 4 4 4 4 5 2 5 4
[units:
participants
]
Dose
intensity of Median Median Median Median Median Median Median Median Median
LTT462 (Full (Full (Full (Full (Full (Full (Full (Full (Full
(units: Range) Range) Range) Range) Range) Range) Range) Range) Range)
mg/day)
100.00 200.00 93.06 180.00 94.94 171.10
78.31 78.57 53.38
(69.6 to (200.0 to (85.7 to (104.7 to (71.9to (125.2 to
100.0) 200.0) (50.8 t0 98.2) 100.0) 200.0) (56.7 t0 99.2)  (50.0 to 56.8) 100.0) 200.0)

Dose intensity of trametinib (TMT212)

Description
Time Frame

Analysis
Population
Description

Dose intensity of trametinib was calculated as cumulative actual dose in milligrams divided by duration of exposure in days.

Up to approximately 48 weeks

All participants who received at least one dose of trametinib

Triplet Arm 1 and Triplet Arm 5
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DRB436 DRB436 DRB436 DRB436 DRB436 DRB436 DRB436 DRB436 DRB436
150mg BID 150mgBID 150mgBID 150mgBID 150mg BID
150mgBID 150mgBID 150mg BID 150mg BID
+ TMT212 + TMT212 + TMT212 + TMT212 + TMT212
+ LTT462 + LTT462 + LTT462 + LTT462
0.5mgQD+ 1mgQD + 1mg QD + 1mg QD + 2mg QD +
100mg QD 200mg QD 100mg QD 200mg QD
TNO155 TNO155 TNO155 TNO155 TNO155
+TMT212 +TMT212 + TMT212 + TMT212
1mg QD 1mg QD 2mg QD 2mg QD 20mg QD 20mg QD 20mg QD 40mg QD 20mg QD
9 9 9 9 3w/ w 3w/ 1w 2wiw 2w/w 2ww
Triplet Arm Triplet Arm Triplet Arm Triplet Arm Triplet Arm Triplet Arm Triplet Arm Triplet Arm Triplet Arm
1: 1: 1: 1: 5: 5: 5: 5: 5:
dabrafenib dabrafenib dabrafenib dabrafenib dabrafenib dabrafenib dabrafenib dabrafenib dabrafenib
150 mgBID 150mgBID 150mgBID 150mgBID 150mgBID 150mgBID 150mgBID 150 mgBID 150 mg BID
Arm/Group +LTT462 + LTT462 +LTT462 +LTT462 + trametinib ~ + trametinib  + trametinib  + trametinib  + trametinib
Description 100mgQD 200mgQD 100mgQD 200mgQD 0.5mgQD 1mg QD + 1mg QD + 1mg QD + 2mg QD +
+ trametinib  + trametinib  + trametinib  + trametinib + TNO155 TNO15520 TNO15520 TNO15540 TNO155 20
1 mg QD; 1 mg QD; 2 mg QD; 2 mg QD; 20 mg QD mg QD mg QD mg QD mg QD
28-day 28-day 28-day 28-day 3w/1w; 28- 3w/1w; 28- 2w/1w; 21- 2w/1w; 21- 2w/1w; 21-
cycles. cycles. cycles. cycles. day cycles. day cycles. day cycles. day cycles. day cycles.
Number of
Participants
Analyzed [units: 6 4 4 6 3 6 4 4 4
participants]
pose Intensity of Median Median Median Median Median Median Median Median Median
(Full (Full (Full (Full (Full (Full (Full (Full (Full
(TMT212) Range) Range) Range) Range) Range) Range) Range) Range) Range)
(units: mg/day)
0.99 0.94 1.95 1.98 0.49 0.98 0.85 0.93 1.99
(0.7 to 1.0) (0.6 t0 1.0) (1.8t02.0) (09t02.0) (0.48t00.5) (0.7t01.0) (0.7 to 1.0) (0.6 t0 1.0) (1.2t0 2.1)
Dose intensity of LXH254
Description Dose intensity of LXH254 was calculated as cumulative actual dose in milligrams divided by duration of exposure in days.
Time Frame Up to approximately 31 weeks
Analysis All participants who received at least one dose of LXH254
Population
Description
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Triplet Arm 2

DRB436 75mg BID + LTT462 100mg QD + LXH254
200mg BID

Triplet Arm 2: dabrafenib 75 mg BID + LTT462 100 mg

Arm/Group Description QD + LXH254 200 mg BID; 28-day cycles.

Number of Participants Analyzed [units: participants] 7

Dose intensity of LXH254 Median

(units: mg/day) (Full Range)
381.82

(200.0 to 396.6)

Dose intensity of TNO155

Description Dose intensity of TNO155 was calculated as cumulative actual dose in milligrams divided by duration of exposure in weeks.
Time Frame Up to approximately 70 weeks

Analysis All participants who received at least one dose of TNO155

Population

Description

Triplet Arm 3 and Triplet Arm 5

DRB436 DRB436 DRB436 DRB436 DRB436 DRB436 DRB436 DRB436 DRB436 DRB436
150mg 150mg 150mg 150mg 150mg 150mg 150mg 150mg 150mg 150mg
BID + BID + BID + BID + BID + BID + BID + BID + BID + BID +

LTT462 LTT462 LTT462 LTT462 LTT462 TMT212 TMT212 TMT212 TMT212 TMT212

100mgQD 200mgQD 100mgQD 100mgQD 200mgQD 0.5mgQD 1mgQD+ 1mgQD+ 1mgQD+ 2mgQD+
+TNO155 +TNO155 +TNO155 +TNO155 +TNO155 + TNO155 TNO155 TNO155 TNO155 TNO155
20mg QD 20mg QD 40mg QD 40mg QD 40mg QD 20mg QD 20mg QD 20mg QD 40mg QD 20mg QD

3w/iw 3w/iw 3w/iw 2w/1w 2w/iw 3w/iw 3w/iw 2w/1w 2w/1w 2w/1w
Triplet Arm  Triplet Arm Triplet Arm  Triplet Arm  Triplet Arm Triplet Arm  Triplet Arm Triplet Arm Triplet Arm  Triplet Arm
Arm/Group 3: 3: 3: 3: 3: 5: 5: 5: 5: 5:
Description dabrafenib  dabrafenib  dabrafenib  dabrafenib  dabrafenib  dabrafenib  dabrafenib  dabrafenib  dabrafenib  dabrafenib
150 mg 150 mg 150 mg 150 mg 150 mg 150 mg 150 mg 150 mg 150 mg 150 mg
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BID +

BID +

BID +

BID +

BID + BID + BID + BID + BID + BID +
LTT462 LTT462 LTT462 LTT462 LTT462 trametinib trametinib trametinib trametinib trametinib
100mgQD 200mgQD 100mgQD 100mgQD 200mgQD 05mgQD 1mgQD+ 1mgQD+ 1mgQD+ 2mgQD+
+TNO155 +TNO155 +TNO155 +TNO155 +TNO155 + TNO155 TNO155 TNO155 TNO155 TNO155
20mgQD 20mgQD 40mgQD 40mgQD 40mgQD 20mgQD 20mgQD 20mgQD 40mgQD 20mgQD
3w/1w; 28-  3w/1w; 28-  3w/1w; 28-  2w/1w; 21- 2w/1w; 21-  3w/1w; 28-  3w/1w; 28-  2w/1w; 21-  2w/1w; 21-  2w/1w; 21-
day cycles. daycycles. daycycles. daycycles. daycycles. daycycles. daycycles. daycycles. daycycles. day cycles.
Number of
Participants
Analyzed 4 4 4 4 4 3 6 4 4 4
[units:
participants]
Dose intensity Median Median Median Median Median Median Median Median Median Median
of TNO155 (Full (Full (Full (Full (Full (Full (Full (Full (Full (Full
(units: mg/week) Range) Range) Range) Range) Range) Range) Range) Range) Range) Range)
103.45 101.35 189.60 185.53 167.32 102.83 90.71 93.34 180.72 93.52
(85.1to (90.6 to (108.6 to (149.3 to (122.5to (101.1 to (75.4 to (72.0to (119.3 to (58.7 to
106.9) 108.9) 208.7) 188.5) 196.0) 106.5) 108.9) 98.0) 191.2) 98.0)

Dose intensity of spartalizumab (PDR001)

Description

Time Frame

Analysis
Population
Description

Triplet Arm 4

Dose intensity of spartalizumab was calculated as cumulative actual dose in milligrams divided by duration of exposure in days and multiplied

by 28 days.

Up to approximately 68 weeks

All participants who received at least one dose of spartalizumab

DRB436 150mg BID + LTT462 100mg QD + PDR001
400mg Q4W

Arm/Group Description

Triplet Arm 4: dabrafenib 150 mg BID + LTT462 100 mg
QD + spartalizumab 400 mg Q4W; 28-day cycles.
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Number of Participants Analyzed [units: participants] 5

Dose intensity of spartalizumab (PDR001) Median

(units: mg/cycle (4 weeks)) (Full Range)
400.00

(398.3 to 407.3)

Dose intensity of tislelizumab (VDT482)

Description Dose intensity of tislelizumab was calculated as cumulative actual dose in milligrams divided by duration of exposure in days and multiplied by
28 days.

Time Frame Up to approximately 68 weeks

Analysis All participants who received at least one dose of tislelizumab

Population

Description

Triplet Arm 6

DRB436 100mg BID + LTT462 DRB436 150mg BID + LTT462 DRB436 150mg BID + LTT462
100mg QD + VDT482 300mg  100mg QD + VDT482 300mg  200mg QD + VDT482 300mg
Q4w Q4w Q4w

Triplet Arm 6: dabrafenib 100 Triplet Arm 6: dabrafenib 150 Triplet Arm 6: dabrafenib 150
mg BID + LTT462 100 mg QD mg BID + LTT462 100 mg QD mg BID + LTT462 200 mg QD

Arm/Group Description

+ tislelizumab 300 mg Q4W; + tislelizumab 300 mg Q4W; + tislelizumab 300 mg Q4W;
28-day cycles. 28-day cycles. 28-day cycles.
Number of Participants Analyzed [units:
g 2 5 4
participants]
Dose intensity of tislelizumab (VDT482) Median Median Median
(units: mg/cycle (4 weeks)) (Full Range) (Full Range) (Full Range)
300.00 294.74 290.00
(300.0 to 300.0) (282.9 to 300.0) (243.8 to 300.0)
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Secondary Outcome Result(s)
Best Overall Response (BOR) per RECIST v1.1

Description BOR is defined as the best response recorded from the start of the study treatment until disease progression/recurrence, based on local
investigator assessment per Response Evaluation Criteria In Solid Tumors version 1.1 (RECIST v1.1). For RECIST v1.1, CR=Disappearance
of all non-nodal target lesions. In addition, any pathological lymph nodes assigned as target lesions must have a reduction in short axis to <
10 mm; PR= At least a 30% decrease in the sum of diameters of all target lesions, taking as reference the baseline sum of diameters; PD= At
least a 20% increase in the sum of diameters of all measured target lesions, taking as reference the smallest sum of diameter of all target
lesions recorded at or after baseline. In addition, the sum must also demonstrate an absolute increase of at least 5 mm; SD= Neither sufficient
shrinkage to qualify for PR or CR nor an increase in lesions which would qualify for progression).

Time Frame Up to approximately 72 weeks

Analysis All participants who received at least one dose of study treatment.
Population

Description

Backbone Arm 1, Triplet Arm 1 and Triplet Arm 2

DRB436 DRB436 DRB436 DRB436 DRB436

DRB436 DRB436 DRB436 DRB436 DRB436 150mg BID 150mgBID 150mgBID 150mgBID 75mg BID
150mg BID 150mgBID 150mgBID 150mgBID 150mgBID +LTT462 + LTT462 + LTT462 + LTT462 + LTT462
+ LTT462 + LTT462 + LTT462 + LTT462 + LTT462 100mgQD 200mgQD 100mgQD 200mgQD 100mg QD
100mgQD 200mgQD 250mgQD 300mgQD 400mgQD +TMT212 + TMT212 + TMT212 + TMT212 + LXH254
1mg QD 1mg QD 2mg QD 2mg QD 200mg BID

Triplet Arm Triplet Arm Triplet Arm  Triplet Arm  Triplet Arm
Backbone Backbone Backbone Backbone Backbone 1: 1: 1: 1: 2:
Arm 1: Arm 1: Arm 1: Arm 1: Arm 1: dabrafenib dabrafenib dabrafenib dabrafenib dabrafenib
dabrafenib  dabrafenib  dabrafenib  dabrafenib  dabrafenib 150 mgBID 150mgBID 150 mgBID 150mgBID 75 mg BID
Arm/Group 150mgBID 150mgBID 150mgBID 150 mgBID 150 mg BID + LTT462 + LTT462 + LTT462 + LTT462 + LTT462
Description + LTT462 + LTT462 + LTT462 + LTT462 +LTT462 100mgQD 200mgQD 100mgQD 200mgQD 100 mg QD

100 mg 200 mg 250 mg 300 mg 400 mg + trametinib  + trametinib  + trametinib  + trametinib  + LXH254
QD; 28-day QD; 28-day QD;28-day QD;28-day QD; 28-day 1 mg QD; 1 mg QD; 2 mg QD; 2 mg QD; 200 mg
cycles. cycles. cycles. cycles. cycles. 28-day 28-day 28-day 28-day BID; 28-day
cycles. cycles. cycles. cycles. cycles.
Number of 9 11 9 7 2 6 4 4 6 7

Participant
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s Analyzed

[units:

participant

s]

Best

Overall Count of Count of Count of Count of Count of Count of Count of Count of Count of Count of
Response Participant Participant Participant Participant Participant Participant Participant Participant Participant Participant
(BOR) per s s s s s s s s s s
RECIST (Not (Not (Not (Not (Not (Not (Not (Not (Not (Not
viA Applicable Applicable Applicable Applicable Applicable Applicable Applicable Applicable Applicable Applicable
(units: ) ) ) ) ) ) ) ) ) )
participants)

ggrsnpﬂﬁ;‘z 0 0 0 0 0 0 0 0 0 0
(CR) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%)
Eae:'ao' s 1 1 0 0 0 1 1 0 0 1
(PR)p (11.11%) (9.09%) (%) (%) (%) (16.67%) (25%) (%) (%) (14.29%)
gf:gfs . 3 3 3 2 0 2 3 3 4 1
(SD) (33.33%) (27.27%) (33.33%) (28.57%) (%) (33.33%) (75%) (75%) (66.67%) (14.29%)
E‘{;’g;‘:zs've 4 6 2 5 2 3 0 0 1 3
(PD) (44.44%) (54.55%) (22.22%) (71.43%) (100%) (50%) (%) (%) (16.67%) (42.86%)
E\‘,’;Iu able 1 1 4 0 0 0 0 1 1 2
(NE) (11.11%) (9.09%) (44.44%) (%) (%) (%) (%) (25%) (16.67%) (28.57%)

Triplet Arm 3, Triplet Arm 4, Triplet Arm 5 and Triplet Arm 6

DRB43 DRB43 DRB43 DRB43 DRB43 DRB436 DRB43 DRB43 DRB43 DRB43 DRB43 DRB43 DRB43 DRB43
6 6 6 6 6 150mg 6 6 6 6 6 6 6 6
150mg 150mg 150mg 150mg 150mg BID + 150mg 150mg 150mg 150mg 150mg 100mg 150mg 150mg
BID + BID + BID + BID + BID + LTT462 BID + BID + BID + BID + BID + BID + BID + BID +
LTT462 LTT462 LTT462 LTT462 LTT462 100mg TMT21 TMT21 TMT21 TMT21 TMT21 LTT462 LTT462 LTT462
100mg 200mg 100mg 100mg 200mg QD + 2 21mg 21mg 21mg 22mg 100mg 100mg 200mg
QD + QD + QD + QD + QD + PDR001 0.5mg QD + QD + QD + QD + QD + QD + QD +
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TNO15 TNO15 TNO15 TNO15 TNO15 400mg QD + TNO15 TNO15 TNO15 TNO15 VDT48 VDT48 VDT438
520mg 520mg 540mg 540mg 540mg Q4w TNO15 520mg 520mg 540mg 520mg 2 2 2
QD QD QD QD QD 520mg QD QD QD QD 300mg 300mg 300mg
3wiiw  3w/iw  3w/iw  2w/iw  2w/lw QD 3wiiw  2w/iw 2w/iw  2w/1w Q4w Q4w Q4w
3w/1w
Triplet Triplet Triplet Triplet Triplet Triplet 'Al'rlplgt. 'Al'rlplgt. anl?_ an?_ Zrlplgt- Triplet Triplet Triplet
Arm 3: Arm 3: Arm 3: Arm 3: Arm 3: Arm 4: d rm o rm o rm o m o rm o Arm 6: Arm 6: Arm 6:
dabrafe dabrafe dabrafe dabrafe dabrafe dabrafe gbrafe dgbrafe dgbrafe d_abrafe dgbrafe dabrafe dabrafe dabrafe
) . . . ; . nib 150 nib 150 nib 150 nib 150 nib 150 ; - .
nib 150 nib 150 nib 150 nib 150 nib 150  nib 150 mgBID mgBID mgBID mgBID mgBID nib 100 nib 150  nib 150
mgBID mgBID mgBID mgBID mgBID mgBID + + + + + mgBID mgBID mgBID
Arm/G * * * * * * t ti  trameti trameti trameti  trameti * * *
o;’;‘ ' LTT462 LTT462 LTT462 LTT462 LTT462 LTT462 2750 "o b il S LTT462 LTT462 LTT462
Descrip 100mg 200mg 100mg 100mg 200mg 100 mg mg Q'D mgQD mgQD mgQD mg QD 100mg 100mg 200 mg
tion QD + QD + QD + QD + QD + QD +_ + + + + + _QD_+ .QD.+ .QD.+
Tgl(z)gs ng&S Tg(zgs TECZSS TEESS spartaliz TNO15 TNO15 TNO15 TNO15 TNO15 tislelizu  tislelizu tislelizu
umab 559 520 520 540 520 ,Ma  mab - mab
mgQD mgQD mgQD mgQD mgQD 400 mg mgQD mgQD mgQD mgQD mg QD 300mg 300mg 300 mg
3w/lw;  3w/lw;  3w/lw;  2w/iw; 2w/1w; Q4w; 9 . 9 ! 9 ! 9 1 9 ! Q4Ww; Q4w; Q4w;
28-day 28-day 28-day 21-day 21-day 28-day oW/W  3wllwi o 2wlwi o 2wllw, o 2wlws o oe ol 08 day  28-day
28-day 28-day 21-day 21-day 21-day
cycles. cycles. cycles. cycles. cycles. cycles. cycles. cycles. cycles.
cycles. cycles. cycles. cycles. cycles.
Numbe
r of
Particip
ants
Analyz 4 4 4 4 4 5 3 6 4 4 4 2 5 4
ed
[units:
particip
ants]
Best
Overall Count Count Count Count Count Count Count Count Count Count Count Count Count Count
Respon of of of of of of of of of of of of of of
se Partici Partici Partici Partici Partici Particip Partici Partici Partici Partici Partici Partici Partici Partici
(BOR) pants pants pants pants pants ants pants pants pants pants pants pants pants pants
per (Not (Not (Not (Not (Not (Not (Not (Not (Not (Not (Not (Not (Not (Not
RECIST Applic Applic Applic Applic Applic Applica Applic Applic Applic Applic Applic Applic Applic Applic
v1.1 able) able) able) able) able) ble) able) able) able) able) able) able) able) able)
(units:

Page 46



(! NOVARTIS

particip
ants)
Complet
e 0 0 0 0 0 0 0 0 0 0 0 0 1 0
Respon (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) %) (0%) (%)
se (CR)
Partial 1
Respon ("(/)) (3> (‘S/)) <§/)> (3) <°(/)) (33.33% ("(/)) (8) <°(/)> (251"/ ) (‘S/)) (23"/ ) (5§°/ )
Se (PR) (] (o] (] (o] (o] (] ) () () (] (] (] () ()
Stable 2 1

. 2 0 2 0 0 1 . . 0 1 2 0 2 0
(Dgge)ase (50%) (%) (50%) (%) (%) o) (08T OB ey @sw)  Go%) 0 @o%) (%)
Progres
sive 2 4 2 2 3 4 0 (66467"/ 3 3 1 1 1 1
Disease (50%) (100%) (50%) (50%) (75%) (80%) (%) ) ° (75%) (75%) (25%) (50%) (20%) (25%)
(PD)
Not 1

0 0 0 2 1 0 0 o 1 0 0 1 0 1

E"(a,\'lll‘z";b (%) (%) (%) (50%)  (25%) (%) (%) (16'?7 ® (25%) (%) (%) (50%) (%) (25%)

Overall Response Rate (ORR) per RECIST v1.1

Description

Time Frame

Analysis
Population
Description

ORR is the percentage of patients with a confirmed best overall response of complete response (CR) or partial response (PR), based on local
investigator assessment per RECIST v1.1. For RECIST v1.1, CR=Disappearance of all non-nodal target lesions. In addition, any pathological
lymph nodes assigned as target lesions must have a reduction in short axis to < 10 mm; PR= At least a 30% decrease in the sum of diameter
of all target lesions, taking as reference the baseline sum of diameters.

Up to approximately 72 weeks

All participants who received at least one dose of study treatment

Backbone Arm 1, Triplet Arm 1 and Triplet Arm 2

Page 47



(') NOVARTIS

DRB436 DRB436 DRB436 DRB436 DRB436
DRB436 DRB436 DRB436 DRB436 DRB436 150mg BID 150mg BID 150mg BID 150mgBID 75mg BID
150mg BID 150mg BID 150mg BID 150mgBID 150mg BID  + LTT462 + LTT462 + LTT462 + LTT462 +LTT462
+ LTT462 + LTT462 + LTT462 + LTT462 + LTT462 100mgQD 200mgQD 100mgQD 200mgQD 100mg QD
100mg QD 200mgQD 250mgQD 300mgQD 400mgQD +TMT212 +TMT212 +TMT212 +TMT212 + LXH254
1mg QD 1mg QD 2mg QD 2mg QD 200mg BID
Triplet Arm Triplet Arm  Triplet Arm  Triplet Arm Triplet Arm
Backbone Backbone Backbone Backbone Backbone 1: 1: 1: 1: 2:
Arm 1: Arm 1: Arm 1: Arm 1: Arm 1: dabrafenib ~ dabrafenib  dabrafenib  dabrafenib  dabrafenib
dabrafenib  dabrafenib  dabrafenib  dabrafenib  dabrafenib 150 mgBID 150 mgBID 150 mgBID 150mgBID 75 mg BID
Arm/Group 150mgBID 150mgBID 150mgBID 150 mgBID 150mgBID  +LTT462 + LTT462 + LTT462 + LTT462 + LTT462
Description + LTT462 + LTT462 + LTT462 + LTT462 +LTT462 100mgQD 200mgQD 100mgQD 200mgQD 100 mg QD
100 mg 200 mg 250 mg 300 mg 400 mg + trametinib  + trametinib  + trametinib  + trametinib ~ + LXH254
QD; 28-day QD; 28-day QD; 28-day QD;28-day QD; 28-day 1 mg QD; 1 mg QD; 2 mg QD; 2 mg QD; 200 mg
cycles. cycles. cycles. cycles. cycles. 28-day 28-day 28-day 28-day BID; 28-day
cycles. cycles. cycles. cycles. cycles.
Number of
Participants
Analyzed 9 1 9 7 2 6 4 4 6 7
[units:
participants
1
Overall
Response
E::eR(é)ClTSR%' Number Number Number Number Number Number Number Number Number Number
V1A (90% (90% (90% (90% (90% (90% (90% (90% (90% (90%
o Confidenc Confidenc Confidenc Confidenc Confidenc Confidenc Confidenc Confidenc Confidenc Confidenc
(units:
elinterval) elnterval) elnterval) elnterval) elnterval) elnterval) elnterval) elnterval) elnterval) e Interval)
percentage
of
participants)
11.1 9.1 0 0 0 16.7 25.0 0 0 14.3
(0.6 to (0.5to (0.0to (0.0 to (0.0 to (0.9to (1.3to (0.0 to (0.0 to (0.7 to
42.9) 36.4) 28.3) 34.8) 77.6) 58.2) 75.1) 52.7) 39.3) 52.1)

Triplet Arm 3, Triplet Arm 4, Triplet Arm 5 and Triplet Arm 6
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DRB43

DRB43 DRB43 DRB43 DRB43 DRB43 6 DRB43 DRB43 DRB43 DRB43 DRB43 DRB43 DRB43
6 6 6 6 6 DRB436 150mg 6 6 6 6 6 6 6
150mg 150mg 150mg 150mg 150mg 150mg BID + 150mg 150mg 150mg 150mg 100mg 150mg 150mg
BID + BID + BID + BID + BID + BID + TMT21 BID + BID + BID + BID + BID + BID + BID +
LTT462 LTT462 LTT462 LTT462 LTT462 LTT462 2 TMT21 TMT21 TMT21 TMT21 LTT462 LTT462 LTT462
100mg 200mg 100mg 100mg 200mg 100mg 0.5m 21mg 21mg 21mg 22mg 100mg 100mg 200mg
QD + QD + QD + QD + QD + QD + QDE QD + QD + QD + QD + QD + QD + QD +
TNO15 TNO15 TNO15 TNO15 TNO15 PDRO001 TNO15 TNO15 TNO15 TNO15 TNO15 VDT48 VDT48 VDT438
520mg 520mg 540mg 540mg 540mg 400mg 520m 520mg 520mg 540mg 520mg 2 2 2
QD QD QD QD QD Q4w ab 9 ap QD QD QD  300mg 300mg 300mg
3w/iw  3w/iw  3w/iw  2w/1iw  2w/1w 3wi1w 3w/iw  2w/iw  2w/1iw  2w/1w Q4w Q4w Q4w
Triplet Triplet Triplet Triplet Triplet Triplet X::Elgt Z:Irﬁlest X::Elgt X:Irﬁlzt X:Irﬁlgt Triplet Triplet Triplet
Arm 3: Arm 3: Arm 3: Arm 3: Arm 3: Arm 4: dabrafé dabrafé dabrafé dabrafé dabrafé Arm 6: Arm 6: Arm 6:
dabrafe dabrafe dabrafe dabrafe dabrafe dabrafen nib 150  nib 150  nib 150  nib 150  nib 150 dabrafe dabrafe dabrafe
nib 150 nib 150 nib 150 nib 150 nib 150 ib 150 mgBID mgBID mgBID mgBID mgBID nib 100 nib 150 nib 150
mgBID mgBID mgBID mgBID mgBID mgBID + + + + + mgBID mgBID mgBID
/Gr * * * * * * trameti  trameti  trameti trameti  trameti * * *
Arm LTT462 LTT462 LTT462 LTT462 LTT462 LTT462 ; . . . . LTT462 LTT462 LTT462
gup . 100mg 200mg 100mg 100mg 200mg 100 mg nib gg nle1D me1D nle;ID meZD 100mg 100mg 200 mg
Gonc® QD+ QD+ QD+ QD+ QD+ QD+ 9T MIED MY MmEE Mg QD+ QD+ QD+
TI;I(ZDSS TECZ)SS TEZ)SS T'E:IS,)SS TI;I(A?(}S spartaliz TNO15 TNO15 TNO15 TNO15 TNOA15 tislelizu  tislelizu tislelizu
umab 550" 520 520 540 520 ,maP - mab - mab
mgQD mgQD mgQD mgQD mgQD 400mg mgQD mgQD mgQD mgQD mg QD 300mg 300mg 300 mg
3w/iw;  3w/lw; 3w/tw;  2w/1w;  2w/1w; Q4Ww, 3wAw  3wAw: owiw  2wHiwe 2wiw: Q4W; Q4W; Q4W;
28-day 28-day 28-day 21-day 21-day 28-day 28. da); 8- day’ 21- day’ 21- da); 21- day’ 28-day 28-day 28-day
cycles. cycles. cycles. cycles. cycles. cycles. cycles. cycles. cycles.
cycles. cycles. cycles. cycles. cycles.
Number
of
Particip
ants
Analyze 4 4 4 4 4 5 3 6 4 4 4 2 5 4
d
[units:
particip
ants]
Overall Numbe Numbe Numbe Numbe Numbe Number Numbe Numbe Numbe Numbe Numbe Numbe Numbe Numbe
Respon r r r r r (90% r r r r r r r r
se Rate (90% (90% (90% (90% (90% Confide (90% (90% (90% (90% (90% (90% (90% (90%
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(ORR) Confid Confid Confid Confid Confid nce Confid Confid Confid Confid Confid Confid Confid Confid
per ence ence ence ence ence Interval) ence ence ence ence ence ence ence ence
RECIST Interva Interva Interva Interva Interva Interva Interva Interva Interva Interva Interva Interva Interva
vi1 1) 1) 1) 1) 1) 1) 1) 1) 1) 1) 1) 1) 1)
(units:
percenta
ge of
participa
nts)
0 0 0 0 0 0 33.3 0 0 0 25.0 0 40.0 50.0
(0.0to (0.0 to (0.0 to (0.0 to (0.0 to (0.0 to (1.7 to (0.0 to (0.0 to (0.0 to (1.3to (0.0 to (7.6 to (9.8 to
52.7) 52.7) 52.7) 52.7) 52.7) 45.1) 86.5) 39.3) 52.7) 52.7) 75.1) 77.6) 81.1) 90.2)

Disease Control Rate (DCR) per RECIST v1.1

DCR is the percentage of patients with a best overall response of complete response (CR), partial response (PR) or stable disease (SD),

based on local investigator assessment per RECIST v1.1. PR or CR per RECIST v1.1 were confirmed by a new assessment after at least 4
weeks. For RECIST v1.1, CR=Disappearance of all non-nodal target lesions. In addition, any pathological lymph nodes assigned as target
lesions must have a reduction in short axis to < 10 mm; PR= At least a 30% decrease in the sum of diameter of all target lesions, taking as
reference the baseline sum of diameters; SD= Neither sufficient shrinkage to qualify for PR or CR nor an increase in lesions which would

Description
qualify for progression.
Time Frame Up to approximately 72 weeks
Analysis All participants who received at least one dose of study treatment.
Population
Description

Backbone Arm 1, Triplet Arm 1 and Triplet Arm 2

DRB436 DRB436 DRB436 DRB436 DRB436
DRB436 DRB436 DRB436 DRB436 DRB436 150mg BID 150mgBID 150mg BID 150mgBID 75mg BID
150mg BID 150mg BID 150mgBID 150mgBID 150mg BID  + LTT462 + LTT462 + LTT462 + LTT462 + LTT462
+ LTT462 + LTT462 + LTT462 + LTT462 + LTT462 100mgQD 200mgQD 100mgQD 200mgQD 100mg QD
100mg QD 200mgQD 250mgQD 300mgQD 400mgQD +TMT212 + TMT212 + TMT212 + TMT212 + LXH254
1mg QD 1mg QD 2mg QD 2mg QD 200mg BID
Arm/Group Backbone Backbone Backbone Backbone Backbone Triplet Arm Triplet Arm Triplet Arm  Triplet Arm Triplet Arm
Description Arm 1: Arm 1: Arm 1: Arm 1: Arm 1: 1: 1: 1: 1: 2:
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dabrafenib  dabrafenib ~ dabrafenib  dabrafenib  dabrafenib ~ dabrafenib  dabrafenib  dabrafenib  dabrafenib  dabrafenib
150 mgBID 150 mgBID 150mgBID 150mgBID 150mgBID 150mgBID 150mgBID 150 mgBID 150mgBID 75 mgBID
+ LTT462 + LTT462 + LTT462 + LTT462 + LTT462 + LTT462 + LTT462 + LTT462 + LTT462 + LTT462
100 mg 200 mg 250 mg 300 mg 400 mg 100mgQD 200mgQD 100mgQD 200mgQ@D 100 mg QD
QD; 28-day QD; 28-day QD; 28-day QD;28-day QD;28-day + trametinib + trametinib + trametinib + trametinib  + LXH254
cycles. cycles. cycles. cycles. cycles. 1 mg QD; 1 mg QD; 2 mg QD; 2 mg QD; 200 mg
28-day 28-day 28-day 28-day BID; 28-day
cycles. cycles. cycles. cycles. cycles.
Number of
Participants
Analyzed 9 1 9 7 2 6 4 4 6 7
[units:
participants
1
Disease
Control
E::eR(IIEDCclg')I' Number Number Number Number Number Number Number Number Number Number
V1A (90% (90% (90% (90% (90% (90% (90% (90% (90% (90%
Lo Confidenc Confidenc Confidenc Confidenc Confidenc Confidenc Confidenc Confidenc Confidenc Confidenc
(units:
elinterval) elnterval) elnterval) elnterval) elnterval) elnterval) elnterval) elnterval) elnterval) e Interval)
percentage
of
participants)
44 4 36.4 33.3 28.6 0 50.0 100 75.0 66.7 28.6
(16.9 to (13.5t0 (9.8 to (5.3to (0.0 to (15.3to (47.3 10 (24.9to (271 to (5.3t0
74.9) 65.0) 65.5) 65.9) 77.6) 84.7) 100) 98.7) 93.7) 65.9)
Triplet Arm 3, Triplet Arm 4, Triplet Arm 5 and Triplet Arm 6
DRB43 DRB43 DRB43 DRB43 DRB43 DRB436 DRGB 43 DRB43 DRB43 DRB43 DRB43 DRB43 DRB43 DRB43
6 6 6 150mg 150 6 6 6 6 6 6
150mg 150mg 150mg 150mg 150mg BID + BIDm-l-g 150mg 150mg 150mg 150mg 100mg 150mg 150mg
BID+ BID+ BID+ BID+ BID+ LTT462 TmT21 BID+ BID+ BID+ BID+ BID+ BID+ BID+
LTT462 LTT462 LTT462 LTT462 LTT462 100mg 2 TMT21 TMT21 TMT21 TMT21 LTT462 LTT462 LTT462
100mg 200mg 100mg 100mg 200mg QD + 05 21mg 21mg 21mg 22mg 100mg 100mg 200mg
QD + QD + QD + QD + QD+ PDRO001 éDmf QD + QD + QD + QD + QD + QD + QD +
TNO15 TNO15 TNO15 TNO15 TNO15 400mg TNO15 TNO15 TNO15 TNO15 TNO15 VDT48 VDT48 VDT48
520mg 520mg 540mg 540mg 540mg Q4w 5 20mg 520mg 520mg 540mg 520mg 2 2 2
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QD QD QD QD QD QD QD QD QD QD 300mg 300mg 300mg
3w/iw  3w/1w 3wiw  2w/iw  2w/lw 3w/iw  3w/iw 2w/iw  2w/iw  2w/1lw Q4w Q4w Q4w
Triplet ~ Triplet  Triplet  Triplet  Triplet  Triplet AT::;"? Z;‘rﬁ'? AT::;"? AT::;’"?_ AT:Inr:Igt_ Triplet  Triplet  Triplet
dArm 3: Arm 3: Arm 3: Arm 3: Arm 3: Arm 4: dabrafe dabrafe dabrafe dabrafe  dabrafe Arm 6: Arm 6: Arm 6:
abrafe dabrafe dabrafe dabrafe dabrafe dabrafen nib 150  nib 150 nib 150 nib 150  nib 150 dabrafe dabrafe dabrafe
nib 150 nib 150 nib 150 nib 150 nib 150 ib 150 mgBID mgBID mgBID mgBID mgBID nib 100 nib 150 nib 150
mgBID mgBID mgBID mgBID mgBID mgBID + + + + + mgBID mgBID mgBID
+ + + + + + . . . . . + + +
‘:‘l'j':’ Gr | TT462 LTT462 LTT462 LTT462 LTT462 LTT462 tnrﬁ‘)r%eg ”r?i’g‘?t' "f]‘ig‘j“ "r?irﬁ“ "f]‘ig‘g“ LTT462 LTT462 LTT462
Descrip 100mg 200mg 100mg 100mg 200mg 100 mg mg Q'D mgQD mgQD mgQD mg QD 100mg 100mg 200 mg
tion QD + QD + QD + QD + QD + QD + + + + + + QD + QD + QD +
TNO15 TNO15 TNO15 TNO15 TNO15 spartaliz TNO15 TNO15 TNO15 TNO15 TNOA15 tislelizu tislelizu tislelizu
520 520 540 540 540 umab 520 520 520 5 40 520 mab mab mab
mgQD mgQD mgQD mgQD mgQD 400mg mgQD mgQD mgQD mgQD mgQD 300mg 300mg 300 mg
3w/tw;  3w/lw; 3w/tw;  2w/lw;  2w/1w; Q4Ww; 3wAw: 3w/Aw: owiw:  2wAw  2w/w: Q4w; Q4w; Q4w;
28-day 28-day 28-day 21-day 21-day 28-day 8. da); 8- day’ 21- day’ 21- da); 21- day’ 28-day 28-day  28-day
cycles.  cycles. cycles. cycles.  cycles. cycles. cycles cycles cycles cycles cycles cycles. cycles. cycles.
Number
of
Particip
ants
Analyze 4 4 4 4 4 5 3 6 4 4 4 2 5 4
d
[units:
particip
ants]
Disease
Control
F;é;) Numbe Numbe Numbe Numbe Numbe Numbe Numbe Numbe Numbe Numbe Numbe Numbe Numbe
or r r r r r Number r r r r r r r r
FI;ECIST (90% (90% (90% (90% (90% (90% (90% (90% (90% (90% (90% (90% (90% (90%
v Confid Confid Confid Confid Confid Confide Confid Confid Confid Confid Confid Confid Confid Confid
(ur.litS' ence ence ence ence ence nce ence ence ence ence ence ence ence ence
’ ta Interva Interva Interva Interva Interva Interval) Interva Interva Interva Interva Interva Interva Interva Interva
percen l) 1) 1) 1) ) 1) 1) 1) 1) l) 1) ) 1)
ge of
participa
nts)
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(

Progress

Description

Time Frame

Analysis
Population
Description

50.0 0 50.0 0 0 20.0 100 16.7 0 25.0 75.0 0 80.0 50.0
98to (0.0to (9.8tc (0.0to (0.0to (1.0to (368to (09to (00t (1.3to (249t0 (0.0to (343to (9.8to
90.2)  527)  90.2) 527) 527)  657) 100)  582)  527)  751)  98.7)  776)  99.0)  90.2)
ion-Free Survival (PFS) per RECIST v1.1

PFS was based on local review of tumor assessments, using RECIST 1.1 criteria. PFS is the time from date of start of treatment to the date of
event defined as the first documented progression or death due to any cause. If a subject has not had an event or received a new
antineoplastic therapy, PFS was censored at the date of last adequate tumor assessment PFS was analyzed using the Kaplan-Meier method
in treatment groups with at least 10 patients.

Up to approximately 90 weeks

All participants who received at least one dose of study treatment.

Backbone Arm 1, Triplet Arm 1 and Triplet Arm 2

DRB436 DRB436 DRB436 DRB436 DRB436
DRB436 DRB436 DRB436 DRB436 DRB436 150mg BID 150mgBID 150mg BID 150mgBID 75mg BID
150mg BID 150mgBID 150mg BID 150mgBID 150mg BID + LTT462 +LTT462 + LTT462 +LTT462 + LTT462
+ LTT462 + LTT462 +LTT462 + LTT462 +LTT462 100mgQD 200mgQD 100mgQD 200mgQD 100mg QD
100mgQD 200mgQD 250mgQD 300mgQD 400mgQD +TMT212 + TMT212 + TMT212 + TMT212 + LXH254
1mg QD 1mg QD 2mg QD 2mg QD 200mg BID

Backbone Backbone Triplet Arm  Triplet Arm  Triplet Arm Triplet Arm  Triplet Arm

Arm 1: Arm 1: Backbone Backbone Backbone 1: . 1: . 1: . 1: . 2: _
dabrafenib  dabrafenib Arm 1:' Arm 1:. Arm 1:' dabrafenib  dabrafenib  dabrafenib  dabrafenib  dabrafenib
150 mg 150 mg dabrafenib ~ dabrafenib ~ dabrafenib 150 mgBID 150 mgBID 150 mgBID 150 mgBID 75 mgBID
Arm/Group BID + BID + 150mgBID 150 mgBID 150 mgBID  +LTT462 + LTT462 + LTT462 + LTT462 + LTT462
Description LTT462 LTT462 + LTT462 + LTT462 +LTT462 100mgQD 200mgQD 100mgQD 200mgQD 100 mgQD
100 mg 200 mg 250 mg 300 mg 400 mg + trametinib  + trametinib  + trametinib  + trametinib  + LXH254
QD; 28-day QD: 28-day QD; 28-day QD; 28-day QD; 28-day 1 mg QD; 1 mg QD; 2 mg QD; 2 mg QD; 200 mg
X ) cycles. cycles. cycles. 28-day 28-day 28-day 28-day BID; 28-day
cycles. cycles.
cycles. cycles. cycles. cycles. cycles.
Number of
Participants 9 11 9 7 2 6 4 4 6 7
Analyzed
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[units:
participants

]

Progression

-SFJI?:ivaI Median Median Median Median Median Median Median Median Median Median
(PFS) per (95% (95% (95% (95% (95% (95% (95% (95% (95% (95%
RECIST v1.1 Confidenc Confidenc Confidenc Confidenc Confidenc Confidenc Confidenc Confidenc Confidenc Confidenc
(units: elnterval) elnterval) elnterval) elnterval) elnterval) elnterval) elnterval) elnterval) elInterval) e Interval)
months)
NA 19 NA NA NA NA NA NA NA NA
(NA to 12 t' 5.4 (NA to (NA to (NA to (NA to (NA to (NA to (NA to (NA to
NA)1 (1.2t05.4) NA) NA)1 NA) NA) NA) NA) NA) NA)
[1] Not estimable due to insufficient number of participants with events (n<10).
Triplet Arm 3, Triplet Arm 4, Triplet Arm 5 and Triplet Arm 6
DRB43 DRB43 DRB43 DRB43 DRB43 OR84 DRB43 DRB43 DRB43 DRB43 DRB43 DRB43 DRBA3
6 6 6 6 6 DRB436 150mg 6 6 6 6 6 6 6
150mg 150mg 150mg 150mg 150mg 150mg BID + 150mg 150mg 150mg 150mg 100mg 150mg 150mg
BID + BID + BID + BID + BID + BID + ™T21 BID + BID + BID + BID + BID + BID + BID +
LTT462 LTT462 LTT462 LTT462 LTT462 LTT462 2 TMT21 TMT21 TMT21 TMT21 LTT462 LTT462 LTT462
100mg 200mg 100mg 100mg 200mg 100mg 0.5mg 21mg 21mg 21mg 22mg 100mg 100mg 200mg
QD + QD + QD + QD + QD + QD + dD+ QD + QD + QD + QD + QD + QD + QD +
TNO15 TNO15 TNO15 TNO15 TNO15 PDRO001 TNO15 TNO15 TNO15 TNO15 TNO15 VDT48 VDT48 VDT48
520mg 520mg 540mg 540mg 540mg 400mg 5 20mg 520mg 520mg 540mg 520mg 2 2 2
QD QD QD QD QD Q4w o) QD QD QD QD 300mg 300mg 300mg
3wiiw  3w/iw  3w/iw  2w/1iw  2w/1w 3wiw 3wiiw  2w/iw  2w/iw  2w/1w Q4w Q4w Q4w
Triplet Triplet Triplet Triplet Triplet Triplet Triplet Triplet Triplet Triplet Triplet Triplet Triplet Triplet
Arm 3: Arm 3: Arm 3: Arm 3: Arm 3: Arm 4: Arm 5: Arm 5: Arm 5: Arm 5: Arm 5: Arm 6: Arm 6: Arm 6:
dabrafe dabrafe dabrafe dabrafe dabrafe dabrafen dabrafe dabrafe dabrafe dabrafe dabrafe dabrafe dabrafe dabrafe
Arm/Gr nib 150 nib 150 nib 150 nib 150 nib 150 ib 150 nib 150 nib 150 nib 150 nib 150 nib 150 nib 100 nib 150 nib 150
oup mgBID mgBID mgBID mgBID mgBID mgBID mgBID mgBID mgBID mgBID mgBID mgBID mgBID mgBID
Descript + + + + + + + + + + + + + +
ion LTT462 LTT462 LTT462 LTT462 LTT462 LTT462 trameti trameti trameti trameti trameti LTT462 LTT462 LTT462
100mg 200mg 100mg 100mg 200mg 100 mg nib 0.5 nib 1 nib 1 nib 1 nib 2 100mg 100mg 200 mg
QD + QD + QD + QD + QD + QD + mgQD mgQD mgQD mgQD mgQD QD + QD + QD +
TNO15 TNO15 TNO15 TNO15 TNO15 spartaliz + + + + + tislelizu tislelizu tislelizu
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520 520 540 540 540 umab TNO15 TNO15 TNO15 TNO15 TNO15 mab mab mab
mgQD mgQD mgQD mgQD mgQD 400 mg 520 520 520 540 520 300mg 300mg 300 mg
3w/iw;  3w/1w; 3w/tw;  2w/lw;  2w/1w; Q4W; mgQD mgQD mgQD mgQD mgQD Q4W; Q4Ww; Q4W;
28-day 28-day 28-day 21-day 21-day 28-day 3w/tw;  3w/iw;  2w/1w;  2w/1w;  2w/1w;  28-day  28-day  28-day
cycles. cycles. cycles. cycles. cycles. cycles. 28-day 28-day 21-day 21-day 21-day «cycles. cycles. cycles.

cycles. cycles. cycles. cycles. cycles.

Number
of
Particip
ants 4 4 4 4 4 5 3 6 4 4 4 2 5 4

nalyze
d [units:
particip
ants]
Progres
sion-
Free Median Median Median Median Median Median Median Median Median Median Median Median Median Median
Survival (95% (95% (95% (95% (95% (95% (95% (95% (95% (95% (95% (95% (95% (95%
(PFS) Confid Confid Confid Confid Confid Confidoe Confid Confid Confid Confid Confid Confid Confid Confid
per ence ence ence ence ence nce ence ence ence ence ence ence ence ence
RECIST Interva Interva Interva Interva Interva Interval) Interva Interva Interva Interva Interva Interva Interva Interva
v1.1 1) 1) 1) 1) 1) 1) 1) 1) 1) 1) 1) 1) 1)
(units:
months)

NA NA NA NA NA NA NA NA NA NA NA NA NA NA
(NA to (NA to (NA to (NA to (NA to (NA to (NA to (NA to (NA to (NA to (NA to (NA to (NA to (NA to

NA) NA)M NA)M NA)I1 NA) NA)M NA)M NA)I1 NA) NA)1 NA) NA)M NA)M NA)I

[1] Not estimable due to insufficient number of participants with events (n<10).

Duration of Response (DOR) per RECIST v1.1

Description

Time Frame

DOR applies only to subjects with a BOR of CR or PR per RECIST v1.1. DOR is defined as the time from the first documented response of
CR or PR to the date of the first documented progression or death due to any cause. If a participants with a CR or PR had no progression or
death or received a new antineoplastic therapy, the participants was censored at the date of last adequate tumor assessment. DOR was
analyzed using the Kaplan-Meier method in treatment groups with at least 10 responders.

Up to approximately 72 weeks
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Analysis
Population
Description

All participants who received at least one dose of study treatment and achieved CR or PR per RECIST v1.1.

Backbone Arm 1, Triplet Arm 1 and Triplet Arm 2

DRB436 DRB436 DRB436 DRB436 DRB436
DRB436 DRB436 DRB436 DRB436 DRB436 150mg BID 150mg BID 150mg BID 150mgBID 75mg BID
150mg BID 150mg BID 150mg BID 150mgBID 150mg BID  + LTT462 + LTT462 + LTT462 + LTT462 +LTT462
+ LTT462 + LTT462 + LTT462 + LTT462 + LTT462 100mgQD 200mgQD 100mgQD 200mgQD 100mg QD
100mg QD 200mgQD 250mgQD 300mgQD 400mgQD +TMT212 + TMT212 + TMT212 + TMT212 + LXH254
1mg QD 1mg QD 2mg QD 2mg QD 200mg BID
Triplet Arm Triplet Arm  Triplet Arm  Triplet Arm Triplet Arm
Backbone Backbone Backbone Backbone Backbone 1: 1: 1: 1: 2:
Arm 1: Arm 1: Arm 1: Arm 1: Arm 1: dabrafenib  dabrafenib  dabrafenib  dabrafenib  dabrafenib
dabrafenib ~ dabrafenib ~ dabrafenib  dabrafenib  dabrafenib 150 mgBID 150 mgBID 150mgBID 150mgBID 75 mg BID
Arm/Group 150mgBID 150mgBID 150mgBID 150 mgBID 150mgBID  +LTT462 + LTT462 + LTT462 + LTT462 + LTT462
Description + LTT462 + LTT462 + LTT462 + LTT462 +LTT462 100mgQD 200mgQD 100mgQD 200mgQ@D 100 mg QD
100 mg 200 mg 250 mg 300 mg 400 mg + trametinib  + trametinib  + trametinib  + trametinib  + LXH254
QD; 28-day QD;28-day QD; 28-day QD;28-day QD;28-day 1 mg QD; 1 mg QD; 2 mg QD; 2 mg QD; 200 mg
cycles. cycles. cycles. cycles. cycles. 28-day 28-day 28-day 28-day BID; 28-day
cycles. cycles. cycles. cycles. cycles.
Number of
Participants
Analyzed 1 1 0 0 0 1 1 0 0 1
[units:
participants
1
Duration of
:Tjegg‘))'::f Median Median Median Median Median Median Median Median Median Median
RECIST (95% (95% (95% (95% (95% (95% (95% (95% (95% (95%
Confidenc Confidenc Confidenc Confidenc Confidenc Confidenc Confidenc Confidenc Confidenc Confidenc
vl
(units: elinterval) elnterval) elnterval) elnterval) elnterval) elnterval) elnterval) elnterval) elinterval) e Interval)
months)
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NA NA NA NA NA
(NAto (NAto (NA to (NAto (NAto
NA)!I NA)!I NA)!1 NA)! NA)!I
[1] Not estimable due to insufficient number of participants with events (n<10).
Triplet Arm 3, Triplet Arm 4, Triplet Arm 5 and Triplet Arm 6
DRB43 DRB43 DRB43 DRB43 DRB43 DR? 43 DRB43 DRB43 DRB43 DRB43 DRB43 DRB43 DRB43
6 6 6 6 6 DRB436 150m 6 6 6 6 6 6 6
150mg 150mg 150mg 150mg 150mg 150mg BID f 150mg 150mg 150mg 150mg 100mg 150mg 150mg
BID + BID + BID + BID + BID + BID + T™T21 BID + BID + BID + BID + BID + BID + BID +
LTT462 LTT462 LTT462 LTT462 LTT462 LTT462 2 TMT21 TMT21 TMT21 TMT21 LTT462 LTT462 LTT462
100mg 200mg 100mg 100mg 200mg 100mg 0.5m 21mg 21mg 21mg 22mg 100mg 100mg 200mg
QD + QD + QD + QD + QD + QD + QD+g QD + QD + QD + QD + QD + QD + QD +
TNO15 TNO15 TNO15 TNO15 TNO15 PDRO001 TNO15 TNO15 TNO15 TNO15 TNO15 VDT48 VDT48 VDT48
520mg 520mg 540mg 540mg 540mg 400mg 520m 520mg 520mg 540mg 520mg 2 2 2
QD QD QD QD QD Q4w QD 9 QD QD QD QD 300mg 300mg 300mg
3wiiw  3w/iw  3w/iw  2w/iw  2w/lw 3wiw 3wiiw  2w/iw  2w/iw  2w/1w Q4w Q4w Q4w
Triplet Triplet Triplet Triplet Triplet Triplet X:ﬁlgt Z:‘rﬁlgt X:ﬁlgt Z:Inal? X:Inalgt Triplet Triplet Triplet
dabrafe dsbrafe dsbrafo dabrafo dabrfo dabrafon 2Dide dabrafo dabrafo dabrafe dabrafe UL Gl garrafo
nib150 nib150 nib150 nib150 nib150 ib1s50  Me 150 - nib 150 nib 150 nib 150 nib 150 Ty i 50 nib 150
mgBID mgBID mgBID mgBID mgBID
mgBID mgBID mgBID mgBID mgBID mgBID + + + + + mgBID mgBID mgBID
+ + + + + + . . . . . + + +
ArmiGr | rras>  LTT462 LTT462 LTT462 LTT462 LTT4e2 Uameli  frameti  trameti trameti —trameti | rrpey | 1462 | TT462
oup nib 0.5 nib 1 nib 1 nib 1 nib 2
. 100mg 200mg 100mg 100mg 200 mg 100 mg 100mg 100mg 200 mg
Descrip QD + QD + QD + QD + QD + QD + mgQD mgQD mgQD mgQD mgQD QD + QD + QD +
tion . + + + + + e S S
520 520 520 540 520
mgQD mgQD mgQD mgQD mgQD 400mg mgQD mgQD mgQD mgQD mgQD 300mg 300mg 300 mg
28-day 28-day 21-day 21-day 21-day
cycles.  cycles. cycles. cycles.  cycles. cycles. cycles cycles cycles cycles cycles cycles. cycles. cycles.
Number
of
Particip 0 0 0 0 0 0 1 0 0 0 1 0 2 2
ants
Analyze
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d
[units:
particip
ants]

Duratio

n of

Respon Median Median Median Median Median Median Median Median Median Median Median Median Median Median
se (95% (95% (95% (95% (95% (95% (95% (95% (95% (95% (95% (95% (95% (95%
(DOR) Confid Confid Confid Confid Confid Confid Confid Confid Confid Confid Confid Confid Confid

Confide
per ence ence ence ence ence ence ence ence ence ence ence ence ence

RECIST Interva Interva Interva Interva Interva Intr:;\‘jal) Interva Interva Interva Interva Interva Interva Interva Interva
vl 1) 1) 1) 1) 1) 1) 1) 1) 1) 1) 1) 1) 1)
(units:
months)
NA NA NA NA
(NA to (NA to (NA to (NA to
NA)!1 NA)!1 NA)1 NA)1

[1] Not estimable due to insufficient number of participants with events (n<10).

Maximum observed plasma concentration (Cmax) of dabrafenib (DRB436)

Description Pharmacokinetic (PK) parameters were calculated based on dabrafenib plasma concentrations by using non-compartmental methods. Cmax
is defined as the maximum (peak) observed concentration following a dose. Dosing was omitted for dabrafenib in the evening of C1D1 (all
arms), C1D14 (triplet arms 3 and 5), C1D15 (backbone arm 1, triplet arms 1 and 2) and C3D1 (triplet arms 4 and 6) to allow for a 24-hour
sampling to characterize PK.

Time Frame Cycle 1 Day 1 (C1D1-all arms), Cycle 1 Day 14 (C1D14 — triplet arms 3 and 5), Cycle 1 Day 15 (C1D15 — backbone arm 1, triplet arms 1 and
2) and Cycle 3 Day 1 (C3D1 — triplet arms 4 and 6): pre-dose, 1, 2, 4, 8 and 24 hours post-dose.

Analysis Participants in the pharmacokinetic analysis set (PAS) who received dabrafenib and had an available value for the outcome measure. PAS
Population consisted of all participants who provided an evaluable PK profile.
Description

Backbone Arm 1, Triplet Arm 1 and Triplet Arm 2

DRB436 DRB436 DRB436 DRB436 DRB436 DRB436 DRB436 DRB436 DRB436 DRB436
150mg 150mg 150mg 150mg 150mg 150mg 150mg 150mg 150mg 75mg BID
BID + BID + BID + BID + BID + BID + BID + BID + BID + + LTT462
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LTT462 LTT462 LTT462 LTT462 LTT462 LTT462 LTT462 LTT462 LTT462 100mg QD
100mg QD 200mg QD 250mgQD 300mgQD 400mgQD 100mgQD 200mgQD 100mgQD 200mgQD + LXH254
+TMT212 +TMT212 +TMT212 + TMT212 200mg
1mg QD 1mg QD 2mg QD 2mg QD BID
Trlplit_ Arm Tnpltit_ Arm Tnplcit. Arm Tnpkit_ Arm Triplet Arm
BaA?_I::Te BaAc;lr(:c;r\e BaAciI;::)ciqe BaAcrlr(:c;r\e BaAciI;::)ciqe dabrafenib  dabrafenib  dabrafenib  dabrafenib dabri:fenib
dabrafenib  dabrafenib  dabrafenib  dabrafenib  dabrafenib 150 mg 150 mg 150 mg 150 mg 75 mg BID
150 mg 150 mg 150 mg 150 mg 150 mg BID + BID + BID + BID* L TT462
Arm/Group LTT462 LTT462 LTT462 LTT462
Description BID + BID + BID + BID + BID + 100 m 200 m 100 m 200 m 100 mg
P LTT462 LTT462 LTT462 LTT462 LTT462 ab o ab 1o ab o Db " QD +
100 mg 200 mg 250 mg 300 mg 400 mg . L - . LXH254
QD: 28- QD: 28- QD: 28- QD: 28- QD: 28- trametinib trametinib trametinib trametinib 200 m
day c'ycles day éycles day c,ycles day éycles day c,ycles 1 mg QD; 1mg QD; 2 mg QD; 2 mg QD; BID; 2&?—
’ : ’ : : 28-day 28-day 28-day 28-day d ’
ay cycles.
cycles. cycles. cycles. cycles.
Number of
Participants
Analyzed [units: 8 10 8 7 2 6 4 4 6 7
participants]
Maximum Geometric Geometric Geometric Geometric Geometric Geometric Geometric Geometric Geometric Geometric
observed plasma Mean Mean Mean Mean Mean Mean Mean Mean Mean Mean
;:g:g)e(l;tor?tlon (Geometri (Geometri (Geometri (Geometri (Geometri (Geometri (Geometri (Geometri (Geometri (Geometri
dabrafenib ¢ c ¢ c ¢ ¢ ¢ c ¢ c
(DRB436) Coefficien Coefficien Coefficien Coefficien Coefficien Coefficien Coefficien Coefficien Coefficien Coefficien
(units: ng/mL) t of t of t of t of t of t of t of t of t of t of
-Ng Variation) Variation) Variation) Variation) Variation) Variation) Variation) Variation) Variation) Variation)
811:?3110 772644 1330 (82.3 1570 (69.1 1680 (56.9 1380 (49.9 2050(29.4 2890 (82.5 943(293.8 2670(26.5 2130(98.9 1360 (40.0
4 6)’ o %) %) %) %) %) %) %) %) %) %)
C1D14, C1D15 or
23D|i1c,a?)|3e 2220 (44.0 1830(25.9 2190 (50.6 1440 (40.2 1450 1990 (61.3 979 (74.7 2310(485 1120(67.9 1620 (54.2
(r?=pS 8,6,6,1,5,4,4 %) %) %) %) %) %) %) %) %)
5,6)

Triplet Arm 3, Triplet Arm 4, Triplet Arm 5 and Triplet Arm 6
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DRB43 DRB43 DRB43 DRB43 DRB43 DRB43

DRB43 DRB43 DRB43 DRB43 DRB43 DRB43 DRB43 DRB43
6 6 6 6 6 6
150mg 150mg 150mg 150mg 150m 6  450m 6 6 6 6 6 6 6
9 9 g 9 9 150mg 9 4150mg 150mg 150mg 150mg 100mg 150mg 150mg
BD+ BID+ BID+ BID+  BID+  gn " BID+ 55" Bp+ BID+ BID+ BID+ BID+ BID+
LTT46 LTT46 LTT46 LTT46 LTT46 T™MT21
] ] ] ] 4 ttrae ™I2' w21 TMT21 TMT21 TMT21 LTT46  LTT46  LTT46

2 0.5m 21img 21mg 21mg 22mg 2 2 2
100mg -~>mg QD + QD + QD + QD+ 100mg 100mg 200mg

100mg 200mg 100mg 100mg 200mg
@b+ Qb+ QD+ QD+ QD+ on T?«%:s TNO15 TNO15 TNO15 TNO15 QD+ QD+ QD+

TN?15 TN?15 TN?15 TN?15 TN?15 PDRO00 5 5 5 5 5 VDT48 VDT48 VDT48

1 20mg 20mg 40mg 20mg 2 2 2
2°Q"|;9 2&“59 4&“59 4°Q"[‘)9 4°Q“|;9 400mg 2&'39 QD QD QD QD  300mg 300mg 300mg
3w/iw  3w/iw  3w/iw  2w/iw  2w/1w Q4w 3w/lw Swiw - 2wilw - 2witw - 2witw Q4w Q4w Q4w
Triplet  Triplet  Triplet  Triplet  Triplet Triplet  Triplet  Triplet  Triplet  Triplet Triplet  Triplet Triplet

Arm6: Arm6: Arm6:

Arm3: Am3: Am3: Arm3: Arm3: Triplet Arm5: Arm5: Armb5: Arm5: Amb5: dabraf  dabraf  dabraf

dabraf dabraf dabraf dabraf dabraf = Arm 4: dabraf dabraf dabraf dabraf dabraf

enib enib enib enib enib dabrafe enib enib enib enib enib j%ig igi(t)) ?r;i(t))
150 150 150 150 150 nib 150 150 150 150 150 150
mg mg mg mg mg mg BID mg mg mg mg mg mg mg mg
BD+ BID+ BID+ BID+ B+ + BD+ BD+ BD+ BD+ BD+ oP* BD+ BID+

LTT46 LTT46 LTT46 LTT46 LTT46 LTT462 trameti trameti trameti trameti trameti L= 146 LTT46  LTT46

SZ?éﬁL‘t’.‘é'?, 2100 2200 2100 2100 2200 100mg nib05 nbi1  nb1  nib1  nib2 nﬁ;g% nﬁ;g% nfgzg%
mgQD mgQD mgQD mgQD mgQD QD + mgQD mgQD mgQD mgQD mgQD + A A
* * * * v spartali 4 * * * Y tislelizu tislelizu  tislelizu
TNO15 TNO15 TNO15 TNO15 TNO15 zumab TNO15 TNO15 TNO15 TNO15 TNO15 mab mab mab
520 520 540 540 540 400 mg 520 520 520 540 520 300 300 300
mgQD mgQD mgQD mgQD mgQD Q4wW; mgQD mgQD mgQD mgQD mgQD mg mg mg
3w/tw;  3w/lw;  3w/lw;  2w/1w;  2w/1w;  28-day  3w/1w;  3w/1w;  2w/1w;  2w/1w;  2w/1w; Q4W: Q4W: Q4W:
28-day 28-day 28-day 21-day 21-day cycles. 28-day 28-day 21-day 21-day 21-day 28-da’y 28-da&1 28-da;/
cycles. cycles. cycles. cycles. cycles. cycles. cycles. cycles. cycles. cycles.
cycles. cycles. cycles.
Number of
Participants
Analyzed 4 3 4 4 4 5 3 6 4 4 4 2 5 4
[units:
participants]
Maximum Geom Geom Geom Geom Geom Geome Geom Geom Geom Geom Geom Geom Geom Geom
observed etric etric etric etric etric tric etric etric etric etric etric etric etric etric
plasma Mean Mean Mean Mean Mean Mean Mean Mean Mean Mean Mean Mean Mean Mean

concentration
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(Cmax) of (Geom (Geom (Geom (Geom (Geom (Geom (Geom (Geom (Geom (Geom (Geom (Geom (Geom (Geom
dabrafenib etric etric etric etric etric etric etric etric etric etric etric etric etric etric
(DRB436) Coeffi Coeffi Coeffi Coeffi Coeffi Coeffic Coeffi Coeffi Coeffi Coeffi Coeffi Coeffi Coeffi Coeffi
(units: ng/mL) cient cient cient cient cient ient of cient cient cient cient cient cient cient cient
of of of of Variati of of of of of of of of
Variati Variati Variati Variati Variati on) Variati Variati Variati Variati Variati Variati Variati Variati
on) on) on) on) on) on) on) on) on) on) on) on) on)
&1:213 34353 1910 ( 3700 ( 4380( 2490( 1960( 2530(3 3940( 3050( 2310( 2220( 1650( 1280( 1960 ( 1810(
54 4 4 2 5 "t)’ 28.8%) 49.6%) 53.5%) 65.8%) 92.8%) 0.3%) 53.8%) 61.3%) 44.1%) 28.6%) 96.8%) 87.4%) 28.3%) 38.6%)
C1D14, C1D15
or C3D1, as 1750 2130 (2540 ( 2700( 3000 (9 2200( 1510( 2100( 1820 2340 (792 (1
applicable ( 2960 ( ( ( ( 2930 ( ( ( ( ( (
(n=3,1,3,2,2.2,1 95.9%) 52.6%) 54.7%) 38.7%) .0%) 39.5%) 51.7%) 28.7%) 46.9%) 17.2%) 42.8%)
,5,4,3,4,0,3,2)

Time to maximum observed plasma concentration (Tmax) of dabrafenib (DRB436)

Description

Time Frame

Analysis
Population
Description

PK parameters were calculated based on dabrafenib plasma concentrations by using non-compartmental methods. Tmax is defined as the
time to reach maximum (peak) observed concentration following a dose. Actual sampling times were considered for the calculation of PK
parameters. Dosing was omitted for dabrafenib in the evening of C1D1 (all arms), C1D14 (triplet arms 3 and 5), C1D15 (backbone arm 1,
triplet arms 1 and 2) and C3D1 (triplet arms 4 and 6) to allow for a 24-hour sampling to characterize PK.

Cycle 1 Day 1 (C1D1-all arms), Cycle 1 Day 14 (C1D14 — triplet arms 3 and 5), Cycle 1 Day 15 (C1D15 — backbone arm 1, triplet arms 1 and
2) and Cycle 3 Day 1 (C3D1 — triplet arms 4 and 6): pre-dose, 1, 2, 4, 8 and 24 hours post-dose.

Participants in the pharmacokinetic analysis set (PAS) who received dabrafenib and had an available value for the outcome measure. PAS
consisted of all participants who provided an evaluable PK profile.

Backbone Arm 1, Triplet Arm 1 and Triplet Arm 2

DRB436
150mg
BID +
LTT462
100mg
QD

DRB436
150mg
BID +
LTT462
200mg
QD

DRB436
150mg
BID +
LTT462
250mg
QD

DRB436
150mg
BID +
LTT462
300mg
QD

DRB436
150mg
BID +
LTT462
400mg
QD

DRB436 DRB436
150mg 150mg
BID + BID +
LTT462 LTT462
100mg 200mg
QD + QD +

DRB436
150mg
BID +
LTT462
100mg
QD +

DRB436
150mg
BID +
LTT462
200mg
QD +

DRB436
75mg BID
+ LTT462

100mg

QD +
LXH254
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TMT212 TMT212 TMT212 TMT212 200mg
1mg QD 1mg QD 2mg QD 2mg QD BID
Triplet Triplet Triplet Triplet Triplet
Backbone Backbone Backbone Backbone Backbone Arm 1: Arm 1: Arm 1: Arm 1: Arm 2:
Arm 1: Arm 1: Arm 1: Arm 1: Arm 1: dabrafenib  dabrafenib dabrafenib dabrafenib dabrafenib
dabrafenib dabrafenib dabrafenib dabrafenib dabrafenib 150 mg 150 mg 150 mg 150 mg 75 mg BID
150 mg 150 mg 150 mg 150 mg 150 mg BID + BID + BID + BID + + LTT462
Arm/Group BID + BID + BID + BID + BID + LTT462 LTT462 LTT462 LTT462 100 mg
Description LTT462 LTT462 LTT462 LTT462 LTT462 100 mg 200 mg 100 mg 200 mg QD +
100 mg 200 mg 250 mg 300 mg 400 mg QD + QD + QD + QD + LXH254
QD; 28- QD; 28- QD; 28- QD; 28- QD; 28- trametinib  trametinib  trametinib  trametinib 200 mg
day day day day day 1mgQD; 1mgQD; 2mgQD; 2mgAQDb; BID; 28-
cycles. cycles. cycles. cycles. cycles. 28-day 28-day 28-day 28-day day
cycles. cycles. cycles. cycles. cycles.
Number of
Participants Analyzed 8 10 8 7 2 6 4 4 6 7
[units: participants]
Time to maximum
22rs1§gﬁ?a?ilc?:r(1}amax) Median Median Median Median Median Median Median Median Median Median
- (Full (Full (Full (Full (Full (Full (Full (Full (Full (Full
of dabrafenib
(DRB436) Range) Range) Range) Range) Range) Range) Range) Range) Range) Range)
(units: hours)
c1D1 2.05 2.03 2.07 2.02 1.58 1.88 2.79 1.54 1.23 1.08
(n=8,107,7,2,6.4,4.4.6) (0.967 to (1.02 to (1.08 to (1.08 to (1.10to (1.03 to (1.93 to (1.07 to (1.02 to (0.967 to
e ’ 20.1) 4.20) 3.70) 4.07) 2.05) 2.03) 7.83) 2.02) 2.00) 2.12)
C1D14, C1D15 or 1.68 2.03 1.53 1.51 1.08 1.97 0.992 1.12 1.17 1.04
C3D1, as applicable (1.08 to (1.00 to (1.00 to (1.00 to (1.08 to (1.08 to (0.80 to (1.00 to (0.983 to (1.00 to
(n=8,8,6,6,1,5,4,4,5,6) 2.10) 2.10) 2.17) 4.17) 1.08) 3.33) 1.92) 1.95) 2.57) 1.07)
Triplet Arm 3, Triplet Arm 4, Triplet Arm 5 and Triplet Arm 6
DRB4 DRB4 DRB4 DRB4 DRB4 DRB436 DRB4 DRB4 DRB4 DRB4 DRB4 DRB43 DRB43 DRB43
36 36 36 36 36 150mg 36 36 36 36 36 6 6 6
150m 150m 150m 150m  150m BID + 150m 150m 150m 150m 150m 100mg 150mg 150mg
gBID gBID gBID gBID gBID LTT462 gBID gBID gBID gBID gBID BID + BID + BID +
+ + + + + 100mg + + + + + LTT46 LTT46 LTT46
LTT46 LTT46 LTT46 LTT46 LTT46 QD + TMT2 TMT2 TMT2 TMT2 TMT2 2 2 2
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2 2 2 2 2 PDRO001 12 12 12 12 12 100mg 100mg 200mg
100m 200m 100m 100m  200m 400mg 0.5mg 1mg 1mg 1mg 2mg QD + QD + QD +
g QD g QD g QD g QD g QD Q4w QD + QD + QD + QD + QD+ VDT48 VDT48 VDT48
+ + + + + TNO1 TNO1 TNO1 TNO1 TNO1 2 2 2
TNO1 TNO1 TNO1 TNO1 TNO1 55 55 55 55 55 300mg 300mg 300mg
55 55 55 55 55 20mg 20mg 20mg 40mg 20mg Q4w Q4w Q4w
20mg 20mg 40mg 40mg 40mg QD QD QD QD QD
QD QD QD QD QD 3wiw  3w/iw  2w/iw  2w/iw  2w/1w
3wMw  3w/iw  3w/iw  2w/1iw  2w/1w
Triplet  Triplet  Triplet  Triplet  Triplet Triplet ~ Triplet  Triplet Triplet  Triplet
Arm3: Am3: Am3: Arm3: Arm3: Arm5: Arm5: Arm5: Arm5: Arm 5: Triplet Triplet Triplet
dabraf dabraf dabraf dabraf dabraf Triplet dabraf dabraf dabraf dabraf dabraf Am6  Arm6:  Arm 6
enib enib enib enib enib Arm 4: enib enib enib enib enib dabrafé dabrafé dabrafé
150 150 150 150 150 dab:af(e)n 150 150 150 150 150 nib 100 nib 150  nib 150
mg mg mg mg mg ib 15 mg mg mg mg mg
BD+ BID+ BD+ BD+ BD+ mgBD BID+ BID+ BID+ BID+ BID+ mgf"D mgf"D m9+B'D
LTT46 LTT46 LTT46 LTT46 LTT46 + trameti trameti trameti trameti trameti LTT46 LTT46 LTT46
2100 2200 2100 2100 2200 LTT462 nib0.5 nib1 nib 1 nib 1 nib 2
Srm/G_ro_up mg mg mg mg mg 100 mg mg mg mg mg mg 2 18% 2 18% 2 280D
escription oD+ QD+ QD+ QD+ QD+ QD+ QD+ QD+ QD+ QD+ QD+ MIED mgUb mg
TNO1 TNO1 TNO1 TNO1 TNO1 spartaliz  TNO1 TNO1 TNO1 TNO1 TNO1 tislelizu  tislelizu  tislelizu
5520 5520 5540 5540 5540 umab 55620 5520 5520 5540 5520 mab mab mab
mg mg mg mg mg 400 mg mg mg mg mg mg
@ Q> QD QD QD Q4w; QD QD QD QD QD So0me S0md 30
3w/iw - 3w/iw - 3w/1lw  2w/lw  2w/1w 28-day 3wMw - 3w/iw - 2w/1lw - 2w/1lw - 2w/1w 28-da’y 28-da’y 28-da,y
; 28- ; 28- ; 28- ; 21- ; 21- cycles. ; 28- ; 28- ; 21- ; 21- ; 21- cvcles cvcles cvcles
day day day day day day day day day day ycles. ycles. ycles.
cycles. cycles. cycles. cycles. cycles. cycles. cycles. cycles. cycles. cycles.
Number of
Participants . 4 3 4 4 4 5 3 6 4 4 4 2 5 4
nalyzed [units:
participants]
Time to maximum
observed plasma Media Media Media Media Media Media Media Media Media Media Media Media Media
concentration n n n n n Median n n n n n n n n
(Tmax) of (Full (Full (Full (Full (Full (Full (Full (Full (Full (Full (Full (Full (Full (Full
dabrafenib Range Range Range Range Range Range) Range Range Range Range Range Range) Range) Range)
(DRB436) ) ) ) ) ) ) ) ) ) )

(units: hours)
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203 195 100 155 215 197 200 131 150 198

C1D1 2.00 153 205 266
23343535 (193 (105 (100 (105 @00 (B (112 (100 (107 (103 (102 N i (o5t

N to to to to to ) to to to to to ’ ; ’

44,4,2,54) 400) 208 220) 225 217) *2®) 205 207 195 203 400 970 220)  4.00)
g;g}ggﬂmsor 108 102 113 160 158 .. 208 112 104 107 1.3 200 106
i (oo (o2 (105 (107 (o Mo (208 (108 (@517 (105 (102 3 (165t
(n=31.322215. 30 10 199 218 208 08 208 247 108 208 167 212)  1.08)
Pes 52) 1.02) 182) 213) 208) 08) 217) 108 208  1.67)

Area under the plasma concentration-time curve from time zero to the time of the last quantifiable
concentration (AUClast) of dabrafenib (DRB436)

Description

PK parameters were calculated based on dabrafenib plasma concentrations by using non-compartmental methods. The linear trapezoidal

method was used for AUClast calculation. Dosing was omitted for dabrafenib in the evening of C1D1 (all arms), C1D14 (triplet arms 3 and 5),

C1D15 (backbone arm 1, triplet arms 1 and 2) and C3D1 (triplet arms 4 and 6) to allow for a 24-hour sampling to characterize PK.

Cycle 1 Day 1 (C1D1-all arms), Cycle 1 Day 14 (C1D14 — triplet arms 3 and 5), Cycle 1 Day 15 (C1D15 — backbone arm 1, triplet arms 1 and

Time Frame

2) and Cycle 3 Day 1 (C3D1 — triplet arms 4 and 6): pre-dose, 1, 2, 4, 8 and 24 hours post-dose.

Analysis
Population
Description

Backbone Arm 1, Triplet Arm 1 and Triplet Arm 2

Participants in the pharmacokinetic analysis set (PAS) who received dabrafenib and had an available value for the outcome measure. PAS
consisted of all participants who provided an evaluable PK profile.

DRB436 DRB436
DRB436 DRB436 DRB436 DRB436 150mg DRB436 DRB436 75mg BID
150mg DRB436 DRB436 150mg 150mg 150mg BID BID + 150mg BID 150mg BID + LTT462
BID + 150mg BID 150mg BID BID + BID + + LTT462 LTT462 +LTT462 + LTT462 100mg
LTT462 + LTT462 + LTT462 LTT462 LTT462 100mg QD 200mg 100mg QD 200mg QD QD +
100mg 200mg QD 250mg QD 300mg 400mg + TMT212 QD + + TMT212 + TMT212 LXH254
QD QD QD 1mg QD TMT212 2mg QD 2mg QD 200mg
1mg QD BID
Arm/Group Backbone Backbone Backbone Backbone  Backbone  Triplet Arm Triplet Triplet Arm  Triplet Arm Triplet
Description Arm 1: Arm 1: Arm 1: Arm 1: Arm 1: 1: Arm 1: 1: 1: Arm 2:
dabrafenib  dabrafenib dabrafenib  dabrafenib dabrafenib  dabrafenib  dabrafenib  dabrafenib dabrafenib  dabrafenib
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150 mg 150 mg 150 mg 150 mg 150 mg 150 mg 150 mg 150 mg 150 mg 75 mg BID
BID + BID + BID + BID + BID + BID + BID + BID + BID + + LTT462
LTT462 LTT462 LTT462 LTT462 LTT462 LTT462 LTT462 LTT462 LTT462 100 mg
100 mg 200 mg 250 mg 300 mg 400 mg 100 mg QD 200 mg 100mg QD 200 mg QD QD +
QD; 28- QD; 28-day QD; 28-day QD; 28- QD; 28- + trametinib QD + + trametinib  + trametinib LXH254
day cycles. cycles. day day 1 mg QD; trametinib 2 mg QD; 2 mg QD; 200 mg
cycles. cycles. cycles. 28-day 1 mg QD; 28-day 28-day BID; 28-
cycles. 28-day cycles. cycles. day
cycles. cycles.
Number of
Participants
Analyzed [units: 8 10 8 7 2 6 4 4 6 7
participants]
Area under the
plasma
concentration- Geometri Geometric Geometric Geometri Geometri Geometric Geometri Geometric Geometric Geometri
time curve from ¢ Mean Mean Mean ¢ Mean ¢ Mean Mean ¢ Mean Mean Mean ¢ Mean
time zero to the
time of the last (Geometri (Geometri (Geometri (Geometri (Geometri (Geometri (Geometri (Geometri (Geometri (Geometri
quantifiable c c c c c c c c c c
concentration Coefficie  Coefficient Coefficient Coefficie Coefficie  Coefficient Coefficie Coefficient Coefficient Coefficie
(AUClast) of nt of of of nt of nt of of nt of of of nt of
dabrafenib Variation) Variation) Variation) Variation) Variation) Variation) Variation) Variation) Variation)  Variation)
(DRB436)
(units: h*ng/mL)
(Cr:]1=2110 77264 9110 (37.6 11900 (60. 10400 (96. 8960 (45.9 7990 (63.1 12900 (76. 6080 (78.0 11900 (11. 11000 (46. 5870 (30.0
4.4 6') o %) 0%) 4%) %) %) 3%) %) 9%) 4%) %)
C1D14, C1D15 or
C3D.1’ as 8080 (42.0 6960 (27.1 10100 (62. 8740 (49.9 9300 (70.4 4700 (33.1 10200 (52. 5540 (22.5 5500 (59.8
applicable o % 19 o 6760 % o 20, o %
(n=8,8,6,6,1,5,4,4 ) ) ) ) ) ) ) 2 )
5,6)
Triplet Arm 3, Triplet Arm 4, Triplet Arm 5 and Triplet Arm 6
DRB43 DRB43 DRB43 DRB43 DRB43 DRB43 DRB43 DRB43 DRB4 DRB43 DRB4 DRB4 DRB43 DRB4
6 6 6 6 6 6 6 6 36 6 36 36 6 36
150mg 150mg 150mg 150mg 150mg 150mg 150mg 150mg 150m 150mg 150m 100m 150mg 150m
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BID + BID + BID + BID + BID + BID + BID + BID + g BID BID + gBID gBID BID + g BID
LTT46 LTT46 LTT46 LTT46 LTT46 LTT46 TMT21 TMT21 + TMT21 + + LTT46 +
2 2 2 2 2 2 2 21mg TMT2 21mg TMT2 LTT46 2 LTT46
100mg 200mg 100mg 100mg 200mg 100mg 0.5mg QD + 12 QD + 12 2 100mg 2
QD + QD + QD + QD + QD + QD + QD + TNO15 1mg TNO15 2mg 100m QD + 200m
TNO15 TNO15 TNO15 TNO15 TNO15 PDR00 TNO15 5 QD + 5 QD + gQD VDT48 gAQD
5 5 5 5 5 1 520mg 20mg TNO1 40mg TNO1 + 2 +
20mg 20mg 40mg 40mg 40mg 400mg QD QD 55 QD 55 VDT48 300mg VDT48
QD QD QD QD QD Q4w 3w/iw  3w/iw  20mg 2w/iw  20mg 2 Q4w 2
3w/iw  3w/iw  3w/iw  2w/iw  2w/1w QD QD 300m 300m
2w/1w 2w/1w g g
Q4w Q4w
Triplet Triplet  Triplet Triplet
Triplet Triplet Triplet Triplet Triplet Triplet Triplet Triplet Arm5: Triplet Arm5: Arm6: Triplet Arm6:
Arm3: Am3: Am3: Am3: Arm3: Armd4: Arm 5: Arm 5:  dabraf Arm5: dabraf dabraf Arm6: dabraf
dabrafe dabrafe dabrafe dabrafe dabrafe dabrafe dabrafe dabrafe enib dabrafe enib enib dabrafe enib
nib 150 nib 150 nib 150 nib 150 nib 150 nib 150 nib 150 nib 150 150 nib 150 150 100 nib 150 150
mgBID mgBID mgBID mgBID mgBID mgBID mgBID mgBID mg mg BID mg mg mg BID mg
+ + + + + + + + BID + + BID + BID + + BID +
LTT46 LTT46 LTT46 LTT46 LTT46 LTT46 trametin trameti trameti trameti trameti LTT46 LTT46 LTT46
Arm/Group 2100 2200 2100 2100 2200 2100 ib 0.5 nib 1 nib 1 nib 1 nib 2 2100 2100 2200
Description mgQD mgQD mgQD mgQD mgQD mgQD mgQD mgQD mg mg QD mg mg mg QD mg
+ + + + + + + + QD + + QD + QD + + QD +
TNO15 TNO15 TNO15 TNO15 TNO15 spartali TNO15 TNO15 TNO1 TNO15 TNO1 tisleliz tislelizu tisleliz
520 520 540 540 540 zumab 520 mg 520 5520 540 5520 umab mab umab
mgQD mgQD mgQD mgQD mgQD 400 mg QD mg QD mg mg QD mg 300 300 mg 300
3w/iw;  3w/tw;  3w/lw;  2w/lw;  2w/1w; Q4W; 3w/lw;  3w/1w; QD 2w/1w; QD mg Q4w; mg
28-day 28-day 28-day 21-day 21-day 28-day 28-day 28-day 2w/1w; 21-day 2w/1w; Q4W; 28-day Q4W;
cycles. cycles. cycles. cycles. cycles. «cycles. cycles. cycles. 21-day cycles. 21-day 28-day cycles. 28-day
cycles. cycles. cycles. cycles.
Number of
Participants
Analyzed 4 3 4 4 4 5 3 6 4 4 4 2 5 4
[units:
participants]
Area under Geome Geome Geome Geome Geome Geome Geome Geome Geom Geome Geom Geom Geome Geom
the plasma tric tric tric tric tric tric tric tric etric tric etric etric tric etric
concentration Mean Mean Mean Mean Mean Mean Mean Mean Mean Mean Mean Mean Mean Mean
-time curve
from time (Geom (Geom (Geom (Geom (Geom (Geom (Geom (Geom (Geo (Geom (Geo (Geo (Geom (Geo
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zero to the etric etric etric etric etric etric etric etric metric etric metric metric etric metric
time of the Coeffic Coeffic Coeffic Coeffic Coeffic Coeffic Coeffici Coeffic Coeffi Coeffic Coeffi Coeffi Coeffic Coeffi
last ientof ientof ientof ientof ientof ientof ent of ient of cient ient of cient cient ient of cient
quantifiable Variati Variati Variati Variati Variati Variati Variatio Variati of Variati of of Variati of
concentration on) on) on) on) on) on) n) on) Variati on) Variati Variati on) Variati
(AUClast) of on) on) on) on)
dabrafenib

(DRB436)

(units:

h*ng/mL)

(?11213 3435 12400( 17900( 16100 ( 12300 ( 11400 ( 14900 1;?052/5 13900 gg?sﬁﬁf 8740 (3 22?59,/(5 g??soo/f 11600 ggi&f
35444254 19.0%) 17.6%) 87.5%) 39.6%) 92.7%) 20.9%) ) 20.4%) ) 3.7%) ) ) 20.0%) )
C1D14, C1D15

;’L;ggi:‘s 6030 (7 oy 15300( 8750(3 13800 ( 7160 (1 .00 2101 o 9290 (1 Oy 6650 (2 o
(n=3,1,3.2,2.2, 3.9%) 29.2%) 6.7%) 6.5%) 9.6%) 2.5%) ) 08.6%) ) 3.0%) )
1,5,4,3,4,0,3,2)

Maximum observed plasma concentration (Cmax) of LTT462

Description

Time Frame

Analysis
Population
Description

PK parameters were calculated based on LTT462 plasma concentrations by using non-compartmental methods. Cmax is defined as the
maximum (peak) observed concentration following a dose.

Cycle 1 Day 1 (C1D1-all arms), Cycle 1 Day 14 (C1D14 — triplet arm 3), Cycle 1 Day 15 (C1D15 — backbone arm 1, triplet arms 1 and 2) and
Cycle 3 Day 1 (C3D1 — triplet arms 4 and 6): pre-dose, 1, 2, 4, 8 and 24 hours post-dose.

Participants in the pharmacokinetic analysis set (PAS) who received LTT462 and had an available value for the outcome measure. PAS
consisted of all participants who provided an evaluable PK profile.

Backbone Arm 1, Triplet Arm 1 and Triplet Arm 2

DRB436
150mg
BID +

LTT462

DRB436
150mg
BID +

LTT462

DRB436 '31';5:1?
150mg BID BID &
+ LTT462
250mg QD LTT462
300mg QD

DRB436
150mg
BID +
LTT462

400mg QD

DRB436 DRB436
150mg 150mg
BID + BID +
LTT462 LTT462
100mg QD 200mg QD

DRB436
150mg

BID +

LTT462

DRB436 DRB436
150mg 75mg BID
BID + + LTT462
LTT462 100mg

QD +

100mg QD 200mg QD
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100mg 200mg +TMT212 +TMT212 +TMT212 +TMT212 LXH254
QD QD 1mg QD 1mg QD 2mg QD 2mg QD 200mg
BID
Triplet Arm  Triplet Arm  Triplet Arm  Triplet Arm Z:'rglzt
Backbone  Backbone Backbone Backbone 1 1 t I dabrafe'ni
Arm 1: Arm 1: Backbone Arm 1- Arm 1- dabrafenib  dabrafenib  dabrafenib  dabrafenib b 75 m
dabrafeni  dabrafeni Arm 1: dabrafeﬁib dabrafeﬁib 150 mg 150 mg 150 mg 150 mg BID +g
b150mg b 150 mg dabrafenib 150 m 150 m BID + BID + BID + BID + LTT462
Arm/Group BID + BID + 150 mg BID 9 9 LTT462 LTT462 LTT462 LTT462
BID + BID + 100 m
Description LTT462 LTT462 + LTT462 LTT462 LTT462 100 mg 200 mg 100 mg 200 mg QD +g
100 mg 200 mg 250 mg QD; 300 m 400 m QD + QD + QD + QD + LXH254
QD; 28- QD; 28- 28-day QD: 289- QD: 25;3_ trametinib trametinib trametinib trametinib 200 m
day day cycles. da c cles.  da c cles 1 mg QD; 1 mg QD; 2 mg QD; 2 mg QD; BID- 26?—
cycles. cycles. ycycles. daycycles. g day 28-day 28-day 28-day d
cycles. cycles. cycles. cycles. y
cycles.
Number of
Participants
Analyzed [units: 8 10 8 / 2 6 4 4 6 7
participants]
Geometri Geometri Geometric Geometric Geometric Geometric Geometric Geometric Geometri
Maximum c Mean ¢ Mean Geometric Mean Mean Mean Mean Mean Mean c Mean
Mean
22:z;‘$:’afi|::ma (Geometr (Geometr (Geometric (Geometri (Geometri (Geometri (Geometri (Geometri (Geometri (Geometr
(Cmax) of LTT462 ic ic Coefficient c c c c c c ic
(units: ng/mL) Coefficie  Coefficie of Coefficien Coefficien Coefficien Coefficien Coefficien Coefficien Coefficie
-Ng nt of nt of Variation) t of t of t of t of t of t of nt of
Variation) Variation) Variation) Variation) Variation) Variation) Variation) Variation) Variation)
C1D1
_ 193 (82.1 533 (99.0 o 881 (114.1 1490 (35.7 263 (316.0 480 (44.4 124 (139.1 437 (146.9 289 (74.3
C1D14, C1D15 or
§3D|i1c,a?)|5e 385 (37.5 816 (49.7 1000 (251.3 1520 (71.9 2050 269 (286.4 550 (127.5 328 (56.0 781 (60.2 700 (441
PP %) %) %) %) %) %) %) %) %)

(n=8,8,6,6,1,54,4,5
4)

Triplet Arm 3, Triplet Arm 4, and Triplet Arm 6
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DRB436 DRB436 DRB436 DRB436 DRB436 DRB436 DRB436 DRB436 DRB436
150mg BID 150mg BID 150mgBID 150mgBID  150mg BID 150mg BID + 100mg BID 150mg BID 150mg BID
+ LTT462 + LTT462 + LTT462 + LTT462 + LTT462 LTT462 + LTT462 + LTT462 + LTT462
100mg QD+ 200mgQD+ 100mgQD 100mgQD+ 200mg QD 100mg QD + 100mgQD 100mgQD 200mg QD
TNO155 TNO155 + TNO155 TNO155 + TNO155 PDR001 + VDT482 +VDT482 + VDT482
20mg QD 20mg QD 40mg QD 40mg QD 40mg QD 400mg QAW 300mg 300mg 300mg
3w/1w 3w/1w 3w/1w 2w/1w 2wiiw Q4w Q4w Q4w
. . Triplet Arm Triplet Arm  Triplet Arm
Triplet Arm Triplet Arm Trlplgt_ Arm Triplet Arm Trlplgt. Arm Triplet Arm 4: 6: 6: 6:
3: dabrafenib  3: dabrafenib dabra;‘enib 3: dabrafenib dabra;‘enib dabrafenib dabrafenib dabrafenib dabrafenib
150 mg BID 150 mg BID 150 mg BID 150 mg BID 150 mg BID 150 mgBID+ 100mgBID 150 mgBID 150 mg BID
Arm/Group + LTT462 + LTT462 + LTT462 + LTT462 + LTT462 LTT462 100 + LTT462 + LTT462 + LTT462
Description 100 mg QD 200 mg QD 100 mg QD 100 mg QD 200 mg QD mg QD + 100mgQD 100mgQD 200 mg QD
+ TNO155 + TNO155 +TNO155 + TNO155 + TNO155 spartalizuma + + +
20 mg QD 20 mg QD 40 mg QD 40 mg QD 40 mg QD b 400 mg tislelizumab  tislelizumab tislelizumab
3w/1w; 28- 3w/1w; 28- 3 g. 2w/1w; 21- g. Q4W; 28-day 300 mg 300 mg 300 mg
w/1w; 28- 2w/1w; 21- . . .
day cycles. day cycles. d day cycles. cycles. Q4Ww; 28- Q4W; 28- Q4W; 28-
ay cycles. day cycles.
day cycles. daycycles. day cycles.
Number of
Participants
Analyzed [units: 4 3 4 4 4 5 2 5 4
participants]
Geometric Geometric Geometric  Geometric  Geometric
Maximum Geometric Geometric Mean Geometric Mean Geometric Mean Mean Mean
observed plasma Mean Mean Mean Mean
concentration (Geometric (Geometric (Geometric (Geometric (Geometric (Geometric (Geometric (Geometric (Geometric
(Cmax) of LTT462 Coefficient Coefficient Coefficient Coefficient Coefficient Coefficient Coefficient Coefficient Coefficient
(units: ng/mL) of Variation) of Variation) of of Variation) of of Variation) of of of
Variation) Variation) Variation) Variation) Variation)

C1D1
(n=4,2,3,4,3,5,2,54
)

115 (112.7%
)

1100 (44.4%
)

254 (41.4%
)

322 (142.3%
)

597 (81.5%
)

376 (75.8%)

739 (12.0%
)

276 (82.8%
)

738 (74.6%
)

C1D14, C1D15 or
C3D1, as applicable
(n=3,1,3,2,2,2,0,
3,2)

170 (307.8%
)

1330

555 (45.2%
)

452 (73.6%)

1750 (9.3%
)

274 (47.0%)

396 (31.0%
)

925 (8.5%)
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Time to maximum observed plasma concentration (Tmax) of LTT462

Description PK parameters were calculated based on LTT462 plasma concentrations by using non-compartmental methods. Tmax is defined as the time
to reach maximum (peak) observed concentration following a dose. Actual sampling times were considered for the calculation of PK
parameters.

Time Frame Cycle 1 Day 1 (C1D1-all arms), Cycle 1 Day 14 (C1D14 — triplet arm 3), Cycle 1 Day 15 (C1D15 — backbone arm 1, triplet arms 1 and 2) and
Cycle 3 Day 1 (C3D1 — triplet arms 4 and 6): pre-dose, 1, 2, 4, 8 and 24 hours post-dose.

Analysis Participants in the pharmacokinetic analysis set (PAS) who received LTT462 and had an available value for the outcome measure. PAS

Population consisted of all participants who provided an evaluable PK profile.

Description

Backbone Arm 1, Triplet Arm 1 and Triplet Arm 2

DRB436 DRB436 DRB436 DRB436 DRB436
DRB436 DRB436 DRB436 DRB436 DRB436 150mg 150mg 150mg 150mg 75mg BID
150mg 150mg 150mg 150mg 150mg BID + BID + BID + BID + +LTT462
BID + BID + BID + BID + BID + LTT462 LTT462 LTT462 LTT462 100mg
LTT462 LTT462 LTT462 LTT462 LTT462 100mg 200mg 100mg 200mg QD +
100mg 200mg 250mg 300mg 400mg QD + QD + QD + QD + LXH254
QD QD QD QD QD TMT212 TMT212 TMT212 TMT212 200mg
1mg QD 1mg QD 2mg QD 2mg QD BID
Triplet Triplet Triplet Triplet Triplet
Backbone Backbone Backbone Backbone Backbone Arm 1: Arm 1: Arm 1: Arm 1: Arm 2:
Arm 1: Arm 1: Arm 1: Arm 1: Arm 1: dabrafenib  dabrafenib dabrafenib dabrafenib dabrafenib
dabrafenib  dabrafenib dabrafenib dabrafenib dabrafenib 150 mg 150 mg 150 mg 150 mg 75 mg BID
150 mg 150 mg 150 mg 150 mg 150 mg BID + BID + BID + BID + + LTT462
Arm/Group BID + BID + BID + BID + BID + LTT462 LTT462 LTT462 LTT462 100 mg
Description LTT462 LTT462 LTT462 LTT462 LTT462 100 mg 200 mg 100 mg 200 mg QD +
100 mg 200 mg 250 mg 300 mg 400 mg QD + QD + QD + QD + LXH254
QD; 28- QD; 28- QD; 28- QD; 28- QD; 28- trametinib  trametinib  trametinib  trametinib 200 mg
day day day day day 1mgQD; 1mgQD; 2mgQD; 2mgAQDb; BID; 28-
cycles. cycles. cycles. cycles. cycles. 28-day 28-day 28-day 28-day day
cycles. cycles. cycles. cycles. cycles.
Number of
Participants Analyzed 8 10 8 7 2 6 4 4 6 7

[units: participants]
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Time to maximum

observed plasma Median Median Median Median Median Median Median Median Median Median
concentration (Tmax) (Full (Full (Full (Full (Full (Full (Full (Full (Full (Full
of LTT462 Range) Range) Range) Range) Range) Range) Range) Range) Range) Range)
(units: hours)
C1D1 4.05 2.05 3.93 7.53 3.09 2.02 3.68 2.03 3.12 2.06
(n=8,107,7,2,6,4,4.4.6) (2.03 to (1.02 to (1.08 to (2.02to (2.07 to (1.75 to (2.00 to (1.02 to (1.42 to (1.05to
P 23.2) 4.20) 24.0) 8.08) 4.12) 3.88) 7.83) 8.00) 4.23) 24.0)
C1D14, C1D15 or 2.08 2.07 3.92 3.02 2.05 2.28 2.84 1.95 2.08 2.08
C3D1, as applicable (1.08 to (1.00 to (1.02 to (1.00 to (2.051t0 (2.05to (0.983 to (1.07 to (0.983 to (2.00to
(n=8,8,6,6,1,5,4,4,5,4) 3.83) 4.13) 23.0) 4.17) 2.05) 4.02) 4.05) 7.97) 4.30) 2.20)
Triplet Arm 3, Triplet Arm 4, and Triplet Arm 6
DRB436 DRB436 DRB436 DRB436 DRB436
150mg 150mg 150mg 150mg 150mg DRB436 DRB436 DRB436 DRB436
BID + BID + BID + BID + BID + 150ma BID + 100mg BID 150mg BID 150mg BID
LTT462 LTT462 LTT462 LTT462 LTT462 LT'? 462 + LTT462 + LTT462 + LTT462
100mg 200mg 100mg 100mg 200mg 100mg QD + 100mg QD 100mg QD 200mg QD
QD + QD + QD + QD + QD + PDIgOO1 +VDT482 + VDT482 + VDT482
TNO155 TNO155 TNO155 TNO155 TNO155 400mg QAW 300mg 300mg 300mg
20mgQD 20mgQD 40mgQD 40mgQD 40mg QD 9 Q4w Q4w Q4w
3w/iw 3w/lw 3w/iw 2w/iw 2w/1w
Triplet Triplet Triplet Triplet Triplet . . .
Arm 3: Arm 3: Arm 3: Arm 3: Arm 3: Trlplzt_ Arm Tr|plzt_ Arm TrlpI%t. Arm
dabrafenib dabrafenib dabrafenib dabrafenib dabrafenib  Triplet Arm 4: dabra;‘enib dabra;‘enib dabra.fenib
150 mg 150 mg 150 mg 150 mg 150 mg dabrafenib 100 m 150 m 150 m
BID + BID + BID + BID + BID+ 150 mg BID + BID 9 BD 9 BID 9
LTT462 LTT462 LTT462 LTT462 LTT462 LTT462 100 LTT462 LTT462 LTT462
Arm/Group Description 100 mg 200 mg 100 mg 100 mg 200 mg mg QD + 100mgQD 100 mg QD 200 mg QD
QD + QD + QD + QD + QD+  spartalizumab no nd "
TNO155 TNO155 TNO155 TNO155 TNO155 400 mg Q4W; tislelizumab tislelizumab  tislelizumab
20mgQD 20mgQD 40mgQD 40mgQD 40mgQD 28-day 300 m 300 m 300 m
3w/1w; 3w/1w; 3w/1w; 2w/1w; 2w/1w; cycles. Q4W: 2%_ Q4W: 2%_ Q4W: 2%_
28-day 28-day 28-day 21-day 21-day day cycles. daycycles. day cycles.
cycles. cycles. cycles. cycles. cycles.
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Number of Participants

Analyzed [units: 4 3 4 4 4 5 2 5 4
participants]
Time to maximum
observed plasma Median Median Median Median Median Median Median Median Median
concentration (Tmax) of (Full (Full (Full (Full (Full (Full Range) (Full (Full (Full
LTT462 Range) Range) Range) Range) Range) Range) Range) Range)
(units: hours)
3.03 2.43 2.20 2.99 217 200 2.96 2.20 3.05
C1D1 (n=4,2,3,4,3,5,2,5,4) (2.00 to (1.05to (1.00 to (1.08 to (2.00 to (1.95 io 6.08) (2.08 to (2.05 10 (1.95to
4.13) 3.80) 4.08) 4.05) 8.00) ) ' 3.83) 6.62) 7.47)
C1D14, C1D15 or C3D1, as 2.05 1.95 1.92 2.94 4.03 245 2.08 2.94
applicable (n=3,1,3,2,2,2,0, (2.00 to (1.95to (1.13 to (2.13 to (3.88 to (1.00 ’-[o 3.90) (2.00 to (2.08 to
3,2) 3.52) 1.95) 2.08) 3.75) 4.17) ) ' 4.07) 3.80)

Area under the plasma concentration-time curve from time zero to the time of the last quantifiable
concentration (AUClast) of LTT462

Description

method was used for AUClast calculation.

Time Frame

Cycle 3 Day 1 (C3D1 — triplet arms 4 and 6): pre-dose, 1, 2, 4, 8 and 24 hours post-dose.

Analysis
Population
Description

Backbone Arm 1, Triplet Arm 1 and Triplet Arm 2

DRB436
150mg
BID +
LTT462
100mg
QD

DRB436
150mg
BID +
LTT462
200mg
QD

DRB436
150mg BID
+ LTT462
250mg QD

DRB436  DRB436
DRB436 150mg 150mg DRB436
DRB436 150 BID + BID + 150mg
150mg BID mg BID +
Pk BID + LTT462 LTrae2  BID
300mg QD LTT462 100mg QD 200mg QD
g 400mgQD +TMT212 +TMT212  100mg
imgQD  1mg QD QD +

PK parameters were calculated based on LTT462 plasma concentrations by using non-compartmental methods. The linear trapezoidal

Cycle 1 Day 1 (C1D1- all arms), Cycle 1 Day 14 (C1D14 — triplet arm 3), Cycle 1 Day 15 (C1D15 — backbone arm 1, triplet arms 1 and 2) and

Participants in the pharmacokinetic analysis set (PAS) who received LTT462 and had an available value for the outcome measure. PAS
consisted of all participants who provided an evaluable PK profile.

DRB436
150mg DRB436
LTT462 + LTT462
100mg
200mg QD
+ TMT212 QD +
2mgQp  LXH254
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TMT212 200mg
2mg QD BID
Triplet Arm  Triplet Arm Triplet Triplet Arm Z:‘rﬁlgt
Backbone Backbone 1: 1: Arm 1: 1: "
Arm 1: Arm 1: Backbone Backbone Bi?'::c;r_]e dabrafenib  dabrafenib  dabrafeni dabrafenib d;?ga:ﬁg'
gibsrgf;rg ga1b5rgfr?1r; dapt;rrr:f;rinib da?)rrr:f;ib dabrafenib 1§|0Dnlg 1§|ODnlg ° gsfg 3 1§|Oonlg BID +
A 150 mg LTT462
rm/Group BID + BID + 150 mgBID 150 mg BID BID + LTT462 LTT462 LTT462 LTT462 100 m
Description LTT462 LTT462 + LTT462 + LTT462 LTT462 100 mg QD 200 mg QD 100 mg 200 mg QD QD +g
100 mg 200 mg 250 mg QD; 300 mg QD; + + QD + +
QD:28-  QD: 28 28-day 28-day 400mg . ometinib  trametinib  trametinib  trametinib = H2%4
day day cycles. cycles. QD; 28-day 1 mg QD; 1mgQD; 2mgQDb; 2 mg QD; 200 mg
cycles. cycles. cycles. 28-day 28-day 28-day 28-day 5'2;28'
cycles. cycles. cycles. cycles. cyclgs
Number of
Participants
Analyzed [units: 8 10 8 7 2 6 4 4 6 /
participants]
Area under the
plasma . Geometri Geometri Geometric Geometric Geometric Geometri Geometric Geometri
concentration- . .
i ¢ Mean c Mean Geometric Geometric Mean Mean Mean c Mean Mean c Mean
ime curve from Mean Mean
t!me zero to the (Geometr (Geometr (Geometric (Geometric (Geometri (Geometri (Geometri (Geometr (Geometri (Geometr
tlTaenz;i;hbeI;ast ic ic Coefficient Coefficient c c c ic c ic
q - Coefficie = Coefficie of of Coefficien Coefficien Coefficien Coefficie Coefficien Coefficie
f:ﬂg?:st:?g?n nt of nt of Variation) Variation) t of t of t of nt of t of nt of
LTT462 Variation) Variation) Variation) Variation)  Variation) Variation) Variation) Variation)
(units: h*ng/mL)
811:%110 779264 2440 (65. 5900 (42. 7370(133.9 11600 (119. 13000 (37. 2740(329. 5660 (52.5 1300 (75. 4730 (116. 2700 (91.
4.4 6’) T 6%) 6%) %) 4%) 3%) 0%) %) 5%) 7%) 1%)
C1D14, C1D15 or
§3D|i1c’a?)|5e 4700 (42. 8280 (53. 10400 (246. 18100 (74.1 16500 2850 (273. 7180 (100. 3730 (54. 6720(83.4 6770 (27.
PP 6%) 7%) 4%) %) 3%) 0%) 5%) %) 3%)

(n=8,8,6,6,1,5,4.4,
5,4)

Page 73



(') NOVARTIS

Triplet Arm 3, Triplet Arm 4, and Triplet Arm 6

DRB436

DRB436 DRB436 DRB436 DRB436 DRB436 DRB436 100m DRB436 DRB436
150mg BID+ 150mgBID 150mgBID 150mgBID + 150mg BID 150ma BID BID f 150mg BID 150mg BID
LTT462 + LTT462 + LTT462 LTT462 + LTT462 + LT? 462 LTT462 + LTT462 + LTT462
100mg QD+ 200mg QD 100mgQD 100mgQD+ 200mg QD 100mg QD + 100mg QD 100mg QD 200mg QD
TNO155 + TNO155 + TNO155 TNO155 + TNO155 g g +VDT482 + VDT482
PDR001 + VDT482
20mg QD 20mg QD 40mg QD 40mg QD 40mg QD 400mg QAW 300m 300mg 300mg
3wllw 3w/iw 3wl lw 2wi1w 2wi1w 9 a v Q4w Q4w
Triplet Arm . .
. . Triplet Arm Triplet Arm . . Triplet Arm Triplet Arm 6: Trlplet- Arm Trlplet. Arm
Triplet Arm 3: ) . Triplet Arm 3: . . . . 6: 6:
. 3: 3: . 3: 4: dabrafenib  dabrafenib . .
dabrafenib . . dabrafenib . dabrafenib dabrafenib
dabrafenib dabrafenib dabrafenib 150 mg BID 100 mg
150 mg BID + 150 mg BID + 150 mg BID 150 mg BID
150 mgBID 150 mg BID 150 mg BID + LTT462 BID +
LTT462 100 LTT462 100 + LTT462 + LTT462
Arm/Group + LTT462 + LTT462 + LTT462 100 mg QD LTT462
Ay mg QD + mg QD + 100mg QD 200 mg QD
Description TNO155 20 200mgQD 100 mg QD TNO155 40 200 mg QD + 100 mg QD + +
mg QD *TNO185  + TNO155 mg QD * TNO155  spartalizuma ’ tislelizumab tislelizumab
9% 20mgQD 40 mg QD 9% 40 mg QD b400mg tislelizuma
3w/1w; 28- ) . 2w/1w; 21- . . 300 mg 300 mg
3w/1w; 28- 3w/1w; 28- 2w/1w; 21- Q4W; 28- b 300 mg . .
day cycles. day cycles. . Q4W; 28- Q4Ww; 28-
day cycles. day cycles. day cycles. day cycles. Q4Ww; 28-
day cycles. day cycles.
day cycles.
Number of
Participants
Analyzed [units: 4 3 4 4 4 5 2 5 4
participants]
Area under the
Etl':a::;ra\tration- Geometric
f . Geometric Geometric . Geometric . Mean Geometric Geometric
time curve from Geometric Geometric Geometric
. Mean Mean Mean Mean Mean
time zero to the Mean . . Mean . Mean . . .
. . (Geometric (Geometric . (Geometric . (Geometri  (Geometric (Geometric
time of the last (Geometric . . - (Geometric . (Geometric . .
ipe . Coefficient  Coefficient . Coefficient . c Coefficient  Coefficient
quantifiable Coefficient Coefficient Coefficient _

- . of of L of . Coefficien of of
concentration of Variation) Variati Variati of Variation) Variati of Variation) t of Variati Variati
(AUClast) of ariation) ariation) ariation) t of ariation) ariation)
LTT462 Variation)

(units: h*ng/mL)

Page 74



(') NOVARTIS

C1D1
(n=4,2,3,4,35,2,5,
4)

1080 (112.6
%)

10200 (0.0
%)

2310 (24.4
%)

3350 (141.2
%)

6200 (52.3
%)

3660 (54.8%

)

4150 (1.9%
)

2840 (93.7 7750 (58.2
%) %)

C1D14, C1D15or

C3D1, as 1590 (179.5
applicable %)
(n=3,1,3,2,2,2,0, °

3,2)

13600

7420 (7.4%)

6070 (42.3%)

22800 (9.0

%)

2900 (61.9%

)

Maximum observed plasma concentration (Cmax) of trametinib (TMT212)

Description

maximum (peak) observed concentration following a dose.

Time Frame

Analysis
Population
Description

Triplet Arm 1 and Triplet Arm 5

3530 (10.3

%) 8930 (1.6%)

PK parameters were calculated based on trametinib plasma concentrations by using non-compartmental methods. Cmax is defined as the

Cycle 1 Day 1 (C1D1-all arms), Cycle 1 Day 14 (C1D14 — triplet arm 5), and Cycle 1 Day 15 (C1D15 — triplet arm 1): pre-dose, 1, 2, 4, 8 and
24 hours post-dose.

Participants in the pharmacokinetic analysis set (PAS) who received trametinib and had an available value for the outcome measure. PAS
consisted of all participants who provided an evaluable PK profile.

DRB436 DRB436 DRB436 DRB436 DRB436 DRB436 DRB436 DRB436 DRB436
150mg BID 150mgBID 150mgBID+ 150mgBID 150mg BID
150mg BID 150mgBID 150mgBID 150mg BID
+TMT212 +TMT212 TMT212 1mg +TMT212 +TMT212
+ LTT462 + LTT462 + LTT462 + LTT462
100mg QD  200mg QD 100mg QD  200mg QD 0.5mgQD+ 1mgQD + QD + 1mg QD + 2mg QD +
TNO155 TNO155 TNO155 TNO155 TNO155
+TMT212 + TMT212 +TMT212 +TMT212
1mg QD 1mg QD 2mg QD 2mg QD 20mg QD 20mg QD 20mg QD 40mg QD 20mg QD
9 9 g 9 3wi1w 3wi1w 2wi1w 2wi1w 2wiw
Triplet Arm Triplet Arm Triplet Arm Triplet Arm Triplet Arm Triplet Arm Triplet Arm 5: Triplet Arm Triplet Arm
1: 1: 1: 1: 5: 5: o 5: 5:
dabrafenib dabrafenib dabrafenib dabrafenib dabrafenib dabrafenib 15dgl:;afgrl1||§>+ dabrafenib dabrafenib
Arm/Group 150mgBID 150mgBID 150mgBID 150mgBID 150 mgBID 150 mg BID trameg[inib 1 150 mgBID 150 mg BID
Description +LTT462 + LTT462 + LTT462 +LTT462 + trametinib  + trametinib ma QD + + trametinib  + trametinib
100mgQD 200 mg QD 100mgQD 200 mg QD 0.5 mg QD 1mg QD + TN(g)155 20 1mgQD + 2mg QD +
+ trametinib  + trametinib  + trametinib  + trametinib + TNO155 TNO155 20 ma QD TNO15540 TNO155 20
1 mg QD; 1 mg QD; 2 mg QD; 2 mg QD; 20 mg QD mg QD 9 mg QD mg QD
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28-day 28-day 28-day 28-day 3w/1w; 28- 3w/1w; 28- 2w/1w; 21- 2w/1w; 21- 2w/1w; 21-
cycles. cycles. cycles. cycles. day cycles. day cycles. day cycles. day cycles. day cycles.
Number of
Participants
Analyzed [units: 6 4 4 6 3 B 4 4 4
participants]
Maximum Geometric Geometric Geometric Geometric Geometric Geometric . Geometric Geometric
g::z::ﬁgafilj:ma Mean Mean Mean Mean Mean Mean Gelslr::r:rlc Mean Mean
(Cmax) of (Geometric (Geometric (Geometric (Geometric (Geometric (Geometric (Geometric (Geometric  (Geometric
D Coefficient Coefficient Coefficient Coefficient Coefficient Coefficient . Coefficient  Coefficient
trametinib of of of of of of Coefficient of of
EIthZle)mL) Variation) Variation) Variation) Variation) Variation) Variation) of Variation) Variation) Variation)
C1D1 3.24 (106.4% 3.37 (20.8% 6.78 (27.3%

(n=6,4,4,4,35,4,4,4
)

2.74 (84.2%
)

2.06 (61.5%
)

3.09 (77.3%
)

1.61(21.9%
)

2.33(28.9%
)

2.88 (89.6%
)

)

)

)

C1D14 or C1D15,
as applicable
(n=5,4,4,5,1,5,4,3,4
)

9.92 (51.4%
)

8.60 (48.6%
)

20.5 (33.8%
)

18.3 (32.7%
)

9.19

10.0 (36.5%
)

10.5 (31.0%)

Time to maximum observed plasma concentration (Tmax) of trametinib (TMT212)

Description PK parameters were calculated based on trametinib plasma concentrations by using non-compartmental methods. Tmax is defined as the
time to reach maximum (peak) observed concentration following a dose. Actual sampling times were considered for the calculation of PK

parameters.
Time Frame Cycle 1 Day 1 (C1D1-all arms), Cycle 1 Day 14 (C1D14 — triplet arm 5), and Cycle 1 Day 15 (C1D15 — triplet arm 1): pre-dose, 1, 2, 4, 8 and

24 hours post-dose.

10.4 (6.8%)

24.0 (26.3%
)

Analysis Participants in the pharmacokinetic analysis set (PAS) who received trametinib and had an available value for the outcome measure. PAS
Population consisted of all participants who provided an evaluable PK profile.
Description

Triplet Arm 1 and Triplet Arm 5
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DRB436  DRB436  DRB4ss  DRBase oiBAR  SRROL ORBEL . EED 150w BID
150mg BID 150mg BID 150mg BID  150mg BID mg mg mg mg mg
+ TMT212 + TMT212 + TMT212 + TMT212 + TMT212
+LTT462 + LTT462 + LTT462 + LTT462
100mgQD 200mgQD 100mg QD 200mgQD °0-omgQ@D+ imgQ@D+  1mgQD+  1mgQD+  2mg QD +
TNO155 TNO155 TNO155 TNO155 TNO155
+ TMT212 + TMT212 + TMT212 + TMT212
1mg QD 1mg QD 2mg QD 2mg QD 20mg QD 20mg QD 20mg QD 40mg QD 20mg QD
3w/iw 3w/iw 2w/1w 2w/1w 2w/1w
Triplet Arm Triplet Arm Triplet Arm Triplet Arm Triplet Arm Triplet Arm Triplet Arm Triplet Arm Triplet Arm
1: 1: 1: 1: 5: 5: 5: 5: 5:
dabrafenib dabrafenib dabrafenib dabrafenib dabrafenib dabrafenib dabrafenib dabrafenib dabrafenib
150 mgBID 150mgBID 150mgBID 150mgBID 150mgBID 150mgBID 150mgBID 150 mgBID 150 mg BID
Arm/Group + LTT462 + LTT462 + LTT462 + LTT462 + trametinib  + trametinib  + trametinib  + trametinib  + trametinib
Description 100mgQD 200mgQD 100mgQD 200mgQD 0.5mgQD 1mg QD + 1mg QD + 1mg QD + 2mg QD +
+ trametinib  + trametinib  + trametinib  + trametinib + TNO155 TNO15520 TNO15520 TNO15540 TNO155 20
1 mg QD; 1 mg QD; 2 mg QD; 2 mg QD; 20 mg QD mg QD mg QD mg QD mg QD
28-day 28-day 28-day 28-day 3w/1w; 28- 3w/1w; 28- 2w/1w; 21- 2w/1w; 21- 2w/1w; 21-
cycles. cycles. cycles. cycles. day cycles. day cycles. day cycles. day cycles. day cycles.
Number of
Participants
Analyzed [units: 6 4 4 6 3 6 4 4 4
participants]
Time to maximum
observed plasma
concentration Median Median Median Median Median Median Median Median Median
(Tmax) of (Full (Full (Full (Full (Full (Full (Full (Full (Full
trametinib Range) Range) Range) Range) Range) Range) Range) Range) Range)
(TMT212)
(units: hours)
C1D1 1.06 1.97 1.54 3.06 2.05 1.17 1.07 1.04 1.13
(n=6,4,4.4,3,5.4.4.4) (1.00 to (1.00 to (1.07 to (1.02 to (0.983 to (1.00 to (0.533 to (1.00 to (1.02 to
”””” 24.7) 2.00) 4.00) 8.00) 2.10) 2.07) 1.95) 1.97) 1.85)
C1D14 or C1D15, as 1.22 1.94 1.53 1.17 1.05 1.12 1.48 1.07 1.36
applicable (1.00 to (1.88 to (1.00 to (0.983 to (1.05 to (1.08 to (0.517 to (1.05 to (1.02 to
(n=5,4,4,5,1,5,4,3,4) 3.33) 3.50) 3.72) 2.08) 1.05) 1.28) 2.12) 2.07) 2.28)
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Area under the plasma concentration-time curve from time zero to the time of the last quantifiable
concentration (AUClast) of trametinib (TMT212)

Description

Time Frame

Analysis
Population
Description

PK parameters were calculated based on trametinib plasma concentrations by using non-compartmental methods. The linear trapezoidal
method was used for AUClast calculation.

Cycle 1 Day 1 (C1D1- all arms), Cycle 1 Day 14 (C1D14 — triplet arm 5), and Cycle 1 Day 15 (C1D15 — triplet arm 1): pre-dose, 1, 2, 4, 8 and

24 hours post-dose.

Participants in the pharmacokinetic analysis set (PAS) who received trametinib and had an available value for the outcome measure. PAS

consisted of all participants who provided an evaluable PK profile.

Triplet Arm 1 and Triplet Arm 5

DRB436 DRB436 DRB436 DRB436 DRB436 DRB436 DRB436 DRB436 DRB436
150mg BID 150mg BID 150mg BID 150mg BID 150mg BID
150mg BID 150mgBID 150mg BID 150mg BID
+TMT212 + TMT212 +TMT212 +TMT212 + TMT212
+ LTT462 + LTT462 + LTT462 + LTT462 05
SmgQD+ 1mgQD+ 1mg QD + 1mg QD + 2mg QD +
100mg QD  200mg QD 100mg QD 200mg QD
TNO155 TNO155 TNO155 TNO155 TNO155
+ TMT212 + TMT212 + TMT212 + TMT212 20 D 20 D 20 D 40 D 20 D
1mg QD 1mg QD 2mg QD 2mg QD mg Q mg Q mg Q mg Q mg Q
3w/1w 3wiw 2w/1w 2w/1w 2w/1w
Triplet Arm Triplet Arm Triplet Arm Triplet Arm Triplet Arm Triplet Arm Triplet Arm Triplet Arm Triplet Arm
1: 1: 1: 1: 5: 5: . . 5: 5:
dabrafenib dabrafenib dabrafenib dabrafenib dabrafenib dabrafenib 51.5d0a't_)nrafgﬂljb dabrafenib dabrafenib
150 mgBID  150mgBID 150 mgBID 150 mgBID 150 mgBID 150 mgBID | tram%tinib 150 mgBID 150 mg BID
Arm/Group + LTT462 + LTT462 +LTT462 + LTT462 + trametinib ~ + trametinib 1'mg QD + + trametinib  + trametinib
Description 100mgQD 200mgQD 100mgQD 200 mg QD 0.5mg QD 1mg QD + TNOg1 55 20 1mgQD + 2mg QD +
+ trametinib  + trametinib  + trametinib  + trametinib + TNO155 TNO155 20 ma QD TNO15540 TNO155 20
1'mg QD; 1'mg QD; 2 mg QD; 2mgQD; 20 mg QD mg QD 2w/$W' 1. mg QD mg QD
28-day 28-day 28-day 28-day 3w/1w; 28- 3w/1w; 28- day cy‘cles 2w/1w; 21- 2w/1w; 21-
cycles. cycles. cycles. cycles. day cycles. day cycles. ' day cycles. day cycles.
Number of
Participants
Analyzed [units: 6 4 4 6 3 6 4 4 4
participants]
Area under the Geometric Geometric Geometric Geometric Geometric Geometric Geometric Geometric Geometric
plasma Mean Mean Mean Mean Mean Mean Mean Mean Mean
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concentration- (Geometric
time curve from Coefficient
time zero to the of
time of the last Variation)
quantifiable

concentration
(AUClast) of
trametinib
(TMT212)
(units: h*ng/mL)

(Geometric
Coefficient
of
Variation)

(Geometric
Coefficient
of
Variation)

(Geometric
Coefficient
of
Variation)

(Geometric (Geometric (Geometric
Coefficient  Coefficient  Coefficient

of of of Variation)
Variation) Variation)

(Geometric  (Geometric
Coefficient  Coefficient
of of
Variation) Variation)

C1D1
(n=6,4,4,4,3,5,4,4,4 229 ()39.9%
)

19.9 (42.1%
)

33.6 (25.1%
)

25.1 (24.0%
)

16.9(33.4% 25.6 (47.7%

) ) 21.4 (60.0%)

23.1(36.2% 51.8(14.8%
) )

C1D14 or C1D15,
as applicable
(n=5,4,4,5,1,5,4,3,4
)

145 (35.1%)

146 (33.5%)

316 (20.0%)

217 (35.0%)

124 (101.9%

134
)

148 (37.0%)

Maximum observed plasma concentration (Cmax) of LXH254

Description

137 (3.2%) 254 (29.1%)

PK parameters were calculated based on LXH254 plasma concentrations by using non-compartmental methods. Cmax is defined as the

maximum (peak) observed concentration following a dose. Dosing was omitted for LXH254 in the evening of C1D1 and C1D15 to allow for a
24-hour sampling to characterize PK.

Time Frame

Analysis
Population
Description

Triplet Arm 2

Cycle 1 Day 1 (C1D1) and Cycle 1 Day 15 (C1D15): pre-dose, 1, 2, 4, 8 and 24 hours post-dose.

Participants in the pharmacokinetic analysis set (PAS) who received LXH254 and had an available value for the outcome measure. PAS
consisted of all participants who provided an evaluable PK profile.

DRB436 75mg BID + LTT462 100mg QD + LXH254
200mg BID

Arm/Group Description

Triplet Arm 2: dabrafenib 75 mg BID + LTT462 100 mg
QD + LXH254 200 mg BID; 28-day cycles.

Number of Participants Analyzed [units: participants]

7
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Maximum observed plasma concentration (Cmax) of LXH254

(units: ng/mL)

Geometric Mean
(Geometric Coefficient of Variation)

C1D1 (n=6)

675 (100.0%)

C1D15 (n=4)

1960 (510%)

Time to maximum observed plasma concentration (Tmax) of LXH254

Description PK parameters were calculated based on LXH254 plasma concentrations by using non-compartmental methods. Tmax is defined as the time
to reach maximum (peak) observed concentration following a dose. Actual sampling times were considered for the calculation of PK
parameters. Dosing was omitted for LXH254 in the evening of C1D1 and C1D15 to allow for a 24-hour sampling to characterize PK.

Time Frame Cycle 1 Day 1 (C1D1) and Cycle 1 Day 15 (C1D15): pre-dose, 1, 2, 4, 8 and 24 hours post-dose.

Analysis Participants in the pharmacokinetic analysis set (PAS) who received LXH254 and had an available value for the outcome measure. PAS
Population consisted of all participants who provided an evaluable PK profile.
Description

Triplet Arm 2

DRB436 75mg BID + LTT462 100mg QD + LXH254
200mg BID

Arm/Group Description

Triplet Arm 2: dabrafenib 75 mg BID + LTT462 100 mg
QD + LXH254 200 mg BID; 28-day cycles.

Number of Participants Analyzed [units: participants] 7
Time to maximum observed plasma concentration (Tmax) of LXH254 Median
(units: hours) (Full Range)
_ 3.93
C1D1 (n=6) (1.97 to 24.0)
_ 2.12
C1D15 (n=4) (2.00 to 4.30)
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Area under the plasma concentration-time curve from time zero to the time of the last quantifiable
concentration (AUClast) of LXH254

Description PK parameters were calculated based on LXH254 plasma concentrations by using non-compartmental methods. The linear trapezoidal
method was used for AUClast calculation.

Time Frame Cycle 1 Day 1 (C1D1) and Cycle 1 Day 15 (C1D15): pre-dose, 1, 2, 4, 8 and 24 hours post-dose.

Analysis Participants in the pharmacokinetic analysis set (PAS) who received LXH254 and had an available value for the outcome measure. PAS
Population consisted of all participants who provided an evaluable PK profile.
Description

Triplet Arm 2

DRB436 75mg BID + LTT462 100mg QD + LXH254
200mg BID

Triplet Arm 2: dabrafenib 75 mg BID + LTT462 100 mg

Arm/Group Description QD + LXH254 200 mg BID; 28-day cycles.

Number of Participants Analyzed [units: participants] 7

Area under the plasma concentration-time curve from time zero to the time of the last
quantifiable concentration (AUClast) of LXH254
(units: h*ng/mL)

Geometric Mean
(Geometric Coefficient of Variation)

C1D1 (n=6) 8280 (133.3%)

C1D15 (n=4) 22000 (15.6%)

Maximum observed plasma concentration (Cmax) of TNO155

Description PK parameters were calculated based on TNO155 plasma concentrations by using non-compartmental methods. Cmax is defined as the
maximum (peak) observed concentration following a dose.

Time Frame Cycle 1 Day 1 (C1D1) and Cycle 1 Day 14 (C1D14): pre-dose, 1, 2, 4, 8 and 24 hours post-dose.

Analysis Participants in the pharmacokinetic analysis set (PAS) who received TNO155 and had an available value for the outcome measure. PAS
Population consisted of all participants who provided an evaluable PK profile.
Description

Page 81



(') NOVARTIS

Triplet Arm 3 and Triplet Arm 5

DRB436 DRB436 2';5:‘36 2@5:136 2';5:‘36 DRB436 DRB436 DRB436 DRB436 DRB436
150mg 150mg BID e BID " BIb s 150mg 150mg 150mg 150mg 150mg
BID + BID + LTT462 LTT462 LTT462 BID + BID + BID + BID + BID +
LTT462 LTT462 100m 100m 200m TMT212 TMT212 TMT212 TMT212 TMT212
100mg QD 200mgQD oo 19 ab N9 ab "  05mgQD 1mgQD+ 1mgQD+ 1mgQD+ 2mgQD +
+TNO155 + TNO155 TNO155 TNO155 TNO155 + TNO155 TNO155 TNO155 TNO155 TNO155
20mg QD 20mg QD 40mgQD 40mg QD  40mg QD 20mg QD 20mg QD 20mgQD 40mgQD 20mg QD
3wiw 3wiw 9 9 9 3wiw 3wiw 2wiw 2wiw 2wilw
3w/1w 2w/1w 2w/1w
. . Triplet Triplet Triplet .
Trlplet. Arm Trlplet. Arm Arm 3: Arm 3: Arm 3: Triplet Arm Triplet Arm  Triplet Arm Trlplet. Triplet Arm
3: 3: feni feni feni . ) ) Arm 5: .
dabrafenib  dabrafenib dabrafenib  dabrafenib  dabrafenib 5: . 5: . 5: . dabrafenib 5: .
150 m 150 m 150 mg 150 mg 150 mg dabrafenib  dabrafenib  dabrafenib 150 m dabrafenib
BID 9 BID 9 BID + BID + BID + 150 mg 150 mg 150 mg BID "9 150 mg
LTT462 LTT462 LTT462 BID + BID + BID + - BID +
Arm/Group LTT462 LTT462 . - - trametinib .
Description 100 mg 200 mg 100 mg 100 mg 200 mg trametinib trametinib trametinib 1mg QD trametinib
QD + QD + QD + QD + QD + 05mgQD 1mgQD+ 1mgQD + + TNO155 2mg QD +
TNO155 TNO155 TNO155 TNO155 TNO155 + TNO155 TNO155 TNO155 40 ma QD TNO155
20mg QD 20 mg QD 40mgQD 40mgQD 40mgQD 20mgQD 20mgQD 20mgQD 2w/1v€- 21- 20 mg QD
g. g. 3w/iw; 28-  2w/1w; 21-  2w/1w; 21-  3w/1w; 28-  3w/1w; 28-  2w/1w; 21- ’ 2w/1w; 21-
3w/1w; 28-  3w/1w; 28- day
dav cvoles.  day cvcles day day day day cycles. day cycles. day cycles. cveles day cycles.
y cycles. y ey ’ cycles. cycles. cycles. ycles.
Number of
Participants
Analyzed [units: 4 3 4 4 4 3 6 4 4 4
participants]
Geometric Geometric Geometri Geometri Geometri Geometric Geometric Geometric Geometri Geometric
Maximum Mean Mean ¢ Mean ¢ Mean ¢ Mean Mean Mean Mean ¢ Mean Mean
22:§Zﬁ?afilg:ma (Geometri (Geometri (Geometri (Geometri (Geometri (Geometri (Geometri (Geometri (Geometri (Geometri
(Cmax) of TNO155 & Coefficien Coefficien Coefficien Coefficien Coeffici Coeffici Coefficien  Coefficien  Coeffici
(units: ng/mL) oefficien oefficien oefficien oefficien oefficien oefficien oefficien oefficien oefficien oefficien
t of t of tof t of t of t of t of t of t of t of
Variation)  Variation) Variation) Variation) Variation) Variation) Variation) Variation) Variation) Variation)
C1D1 62.4 (23.1 84.4(34.3 204 (29.7 158 (36.0 150(5.9% 83.4(21.5 69.7(494 72.4(32.8 190 (18.5  75.0(22.8

(n=4,33,4,33,54,4
4)

%)

%)

%)

%)

)

%)

%)

%)

%)

%)
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(Cn1=3114322 1543 118(538 570 297 (232  228(66.1  251(29.8 119 100(39.1  97.4(242 256 (30.8 107 (33.9
a s A %) ' %) %) %) %) %) %) %)

Time to maximum observed plasma concentration (Tmax) of TNO155

Description PK parameters were calculated based on TNO155 plasma concentrations by using non-compartmental methods. Tmax is defined as the time
to reach maximum (peak) observed concentration following a dose. Actual sampling times were considered for the calculation of PK
parameters.

Time Frame Cycle 1 Day 1 (C1D1) and Cycle 1 Day 14 (C1D14): pre-dose, 1, 2, 4, 8 and 24 hours post-dose.

Analysis Participants in the pharmacokinetic analysis set (PAS) who received TNO155 and had an available value for the outcome measure. PAS
Population consisted of all participants who provided an evaluable PK profile.
Description

Triplet Arm 3 and Triplet Arm 5

DRB436 DRB436 DRB436 DRB436 DRB436

150mg 150mg 150mg 150mg 150mg DRB436 DRB436 DRB436 DRB436 DRB436

BID + BID + BID + BID + BID + 135::3’“3 135:’D’"f 1;’:’Dmf 13533’“3 135:’D’"f
';ngnsgz Ii-(l;(l)-fnsgz ';ngnsgz ';;;:fgz '51(;;:‘“6: TMT212  TMT212  TMT212  TMT212  TMT212
QD + QD + QD + QD + QD + 0.5mgQD 1mgQD+ 1mgQD+ 1mgQD+ 2mgQD +

+TNO155 TNO155 TNO155 TNO155 TNO155

TNO155 TNO155 TNO155 TNO155 TNO155 20mgQD 20mgQD 20mgQD 40mg QD  20mg QD

20mgQD 20mgQD 40mgQD 40mg QD  40mg QD

3wiw 3wiw 3wiw 2wiiw 2wiiw 3w/iw 3w/iw 2w/1w 2w/1w 2w/1w
Triplet Triplet Triplet Triplet Arm  Triplet Arm . . . . .

Arm 3: Arm 3: Arm 3: 3: 3: Trlplgt. Arm Trlplgt- Arm Trlplzt. Arm Trlplgt. Arm Trlplgt. Arm
dabrafenib  dabrafenib  dabrafenib  dabrafenib  dabrafenib dabrafenib  dabrafenib dabrafenib dabrafenib  dabrafenib

150 mg 150 mg 150 mg 150 mg 150 mg 150 mg 150 mg 150 mg 150 mg 150 mg

Arm/Group TTaez  LiTae2  LHe2  LiTae2  LiTae2 BID + BID + BID + BID + BID +
Description 100 200 100 100 200 trametinib  trametinib  trametinib  trametinib  trametinib
mg mg mg mg mg 05mgQD 1mgQD+ 1mgQD+ 1mgQD+ 2mgQD +

QD + QD + QD + QD + QD +

+TNO155  TNO155 TNO155 TNO155 TNO155
20mgQD 20mgQD 20mgQD 40mgQD 20mgAQD
3w/1w; 28-  3w/1w; 28-  2w/1w; 21-  2w/1w; 21- 2w/1w; 21-

TNO155 TNO155 TNO155 TNO155 TNO155
20mgQD 20mgQD 40mgQD 40mgQD 40mgQD
3w/1w; 28-  3w/1w; 28-  3w/1w; 28-  2w/1w; 21-  2w/1w; 21-
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day day day day day day day day day day
cycles. cycles. cycles. cycles. cycles. cycles. cycles. cycles. cycles. cycles.
Number of
Participants
Analyzed [units: 4 3 4 4 4 3 6 4 4 4
participants]
Time to maximum
observed plasma Median Median Median Median Median Median Median Median Median Median
concentration (Full (Full (Full (Full (Full (Full (Full (Full (Full (Full
(Tmax) of TNO155 Range) Range) Range) Range) Range) Range) Range) Range) Range) Range)
(units: hours)
c1D1 2.00 1.08 1.00 1.55 215 1.00 2.00 1.07 1.03 1.15
(n=4,3,3,4.3.35,4,44) (1.00 to (1.05to (1.00 to (1.05to (1.02 to (0.983 to (1.00 to (0.533 to (1.00 to (1.02 to
T R R 4.00) 1.95) 2.18) 8.08) 3.82) 3.83) 2.15) 1.95) 2.05) 2.12)
Cc1D14 3.52 1.02 2.08 3.18 3.13 1.05 1.17 1.49 1.07 1.43
(n=3,1,3.2,2,1,5,4,3.4) (2.00 to (1.02 to (0.933 to (212 to (2.08 to (1.05to (1.08 to (0.517 to (1.05to (1.05to
TS S LTS 8.00) 1.02) 2.10) 4.23) 4.17) 1.05) 2.17) 1.95) 2.07) 4.08)

Area under the plasma concentration-time curve from time zero to the time of the last quantifiable
concentration (AUClast) of TNO155

Description

method was used for AUClast calculation.

Time Frame

Analysis
Population
Description

Triplet Arm 3 and Triplet Arm 5

DRB436
150mg
BID +
LTT462
100mg QD

DRB436
150mg
BID +
LTT462
200mg

DRB436
150mg
BID +
LTT462
100mg QD

DRB436
150mg
BID +
LTT462
100mg QD

DRB436
150mg
BID +

LTT462

200mg QD

Cycle 1 Day 1 (C1D1) and Cycle 1 Day 14 (C1D14): pre-dose, 1, 2, 4, 8 and 24 hours post-dose.

Participants in the pharmacokinetic analysis set (PAS) who received TNO155 and had an available value for the outcome measure. PAS
consisted of all participants who provided an evaluable PK profile.

DRB436 DRB436
150mg 150mg
BID + BID +

TMT212 TMT212
0.5mg 1mg QD +

DRB436
150mg
BID +
TMT212
1mg QD +

DRB436
150mg
BID +

TMT212

1mg QD +

PK parameters were calculated based on TNO155 plasma concentrations by using non-compartmental methods. The linear trapezoidal

DRB436
150mg
BID +
TMT212
2mg QD +
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+ TNO155 QD + +TNO155 +TNO155 + TNO155 QD + TNO155 TNO155 TNO155 TNO155
20mg QD TNO155 40mg QD 40mg QD 40mg QD TNO155 20mg QD 20mg QD 40mg QD 20mg QD
3w/1w 20mg QD 3w/lw 2w/1w 2w/1w 20mg QD 3w/iw 2w/iw 2w/1w 2w/1w
3w/1w 3w/iw
Triplet Triplet
Triplet Arm Arm 3: Triplet Arm  Triplet Arm  Triplet Arm Arm 5: Triplet Arm  Triplet Arm  Triplet Arm Triplet Arm
3: dabrafeni 3: 3: 3: dabrafeni 5: 5: 5: 5:
dabrafenib b 150 mg dabrafenib  dabrafenib  dabrafenib b 150 mg dabrafenib  dabrafenib  dabrafenib  dabrafenib
150 mg BID + 150 mg 150 mg 150 mg BID + 150 mg 150 mg 150 mg 150 mg
Arm/Grou BID + LTT462 BID + BID + BID + trametinib BID + BID + BID + BID +
Descri tior:‘l LTT462 200 mg LTT462 LTT462 LTT462 0.5mg trametinib trametinib trametinib trametinib
P 100 mg QD QD + 100mgQD 100mg QD 200 mg QD QD + 1mgQD+ 1mgQD+ 1mgQD+ 2mgQD+
+ TNO155 TNO155 +TNO155 +TNO155 + TNO155 TNO155 TNO155 TNO155 TNO155 TNO155
20mgQD 20mgQD 40mgQD 40mgQD 40mgQD 20mgQD 20mgQD 20mgQD 40mgQD 20 mgQD
3w/1w; 28- 3w/1w; 3w/iw; 28-  2w/1w; 21-  2w/1w; 21- 3w/1w; 3w/1w; 28-  2w/1w; 21-  2w/1w; 21-  2w/1w; 21-
day cycles. 28-day day cycles. day cycles. day cycles. 28-day day cycles. day cycles. day cycles. day cycles.
cycles. cycles.
Number of
Participants
Analyzed [units: 4 3 4 4 4 3 6 4 4 4
participants]
Area under the
plasma . Geometric Geometri Geometric Geometric Geometric Geometri Geometric Geometric Geometric Geometric
concentration-
- Mean ¢ Mean Mean Mean Mean ¢ Mean Mean Mean Mean Mean
time curve from
::mg z‘fe';?‘;ﬁ;gte (Geometri (Geometr (Geometri (Geometri (Geometri (Geometr (Geometri (Geometri (Geometri (Geometri
uantifiable c ic c c c ic c c c c
q - Coefficien Coefficie Coefficien Coefficien Coefficien Coefficie Coefficien Coefficien Coefficien Coefficien
concentration f t of f t of t of t of t of t of t of t of
(AUClast) of t of nt o t of t of t of nt o t of t of t of t of
TNO155 Variation) Variation) Variation) Variation) Variation) Variation) Variation) Variation) Variation) Variation)
(units: h*ng/mL)
C1D1 o o o
(n=4,3,34.33,54, 817 (14.2% 9870(41.1 224(3 (23.6 219(3 (41.8 199(3 (20.6 8430(12.6 857 (33.7% 619 (24.6% 185(3 (39.3 829 (6.9%)
4.4) ) %) %) %) %) %) ) ) %)
C1D14 1 3 3600 (37.1 3680 (6 640 1360 (522 906 (103.1 2980 (27.5 1110 (33
(n=3,1,3,2.21,5,4 660 (39. 535 00 (37. 80 (65.3 4640 (27.9 1360 360 (52.2 906 (103. 2980 (27.5 0(33.7
3y V& 1HYy' Ty %) %) %) %) %) %) %) %)

3,4)
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Maximum observed serum concentration (Cmax) of spartalizumab (PDR001)

Description PK parameters were calculated based on spartalizumab serum concentrations by using non-compartmental methods. Cmax is defined as the
maximum (peak) observed concentration following a dose.

Time Frame Cycle 1 Day 1 (C1D1) and Cycle 3 Day 1 (C3D1): pre-infusion, end of infusion, 168 hours (only C1D1), 336 hours and 672 hours after end of

infusion.
Analysis Participants in the pharmacokinetic analysis set (PAS) who received spartalizumab and had an available value for the outcome measure. PAS
Population consisted of all participants who provided an evaluable PK profile.
Description
Triplet Arm 4

DRB436 150mg BID + LTT462 100mg QD + PDR001
400mg Q4W

Triplet Arm 4: dabrafenib 150 mg BID + LTT462 100 mg
QD + spartalizumab 400 mg Q4W; 28-day cycles.

Arm/Group Description

Number of Participants Analyzed [units: participants] 5

Maximum observed serum concentration (Cmax) of spartalizumab (PDR001) Geometric Mean

(units: pg/mL) (Geometric Coefficient of Variation)
C1D1 (n=5) 106 (20.5%)

C3D1 (n=2) 132 (8.0%)

Time to maximum observed serum concentration (Tmax) of spartalizumab (PDR001)

Description PK parameters were calculated based on spartalizumab serum concentrations by using non-compartmental methods. Tmax is defined as the
time to reach maximum (peak) observed concentration following a dose. Actual sampling times were considered for the calculation of PK
parameters.

Time Frame Cycle 1 Day 1 (C1D1) and Cycle 3 Day 1 (C3D1): pre-infusion, end of infusion, 168 hours (only C1D1), 336 hours and 672 hours after end of
infusion.
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Analysis Participants in the pharmacokinetic analysis set (PAS) who received spartalizumab and had an available value for the outcome measure. PAS
Population consisted of all participants who provided an evaluable PK profile.
Description

Triplet Arm 4

DRB436 150mg BID + LTT462 100mg QD + PDR001
400mg Q4W

Triplet Arm 4: dabrafenib 150 mg BID + LTT462 100 mg
QD + spartalizumab 400 mg Q4W; 28-day cycles.

Arm/Group Description

Number of Participants Analyzed [units: participants] 5

Time to maximum observed serum concentration (Tmax) of spartalizumab (PDR001) Median

(units: hours) (Full Range)
_ 0.60

C1D1 (n=5) (0.517 to 0.683)
_ 0.567

C3D1 (n=2) (0.517 t0 0.617)

Area under the serum concentration-time curve from time zero to the time of the last quantifiable
concentration (AUClast) of spartalizumab (PDR001)

Description PK parameters were calculated based on spartalizumab serum concentrations by using non-compartmental methods. The linear trapezoidal
method was used for AUClast calculation.

Time Frame Cycle 1 Day 1 (C1D1) and Cycle 3 Day 1 (C3D1): pre-infusion, end of infusion, 168 hours (only C1D1), 336 hours and 672 hours after end of

infusion.
Analysis Participants in the pharmacokinetic analysis set (PAS) who received spartalizumab and had an available value for the outcome measure. PAS
Population consisted of all participants who provided an evaluable PK profile.
Description
Triplet Arm 4
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DRB436 150mg BID + LTT462 100mg QD + PDR001
400mg Q4W

Arm/Group Description

Triplet Arm 4: dabrafenib 150 mg BID + LTT462 100 mg
QD + spartalizumab 400 mg Q4W; 28-day cycles.

Number of Participants Analyzed [units: participants]

5

Area under the serum concentration-time curve from time zero to the time of the last
quantifiable concentration (AUClast) of spartalizumab (PDR001)

(units: h*ug/mL)

Geometric Mean
(Geometric Coefficient of Variation)

C1D1 (n=5)

26300 (28.5%)

C3D1 (n=2)

46700 (31.5%)

Maximum observed serum concentration (Cmax) of tislelizumab (VDT482)

Description PK parameters were calculated based on tislelizumab serum concentrations by using non-compartmental methods. Cmax is defined as the

maximum (peak) observed concentration following a dose.

Time Frame Cycle 1 Day 1 (C1D1) and Cycle 3 Day 1 (C3D1): pre-infusion, end of infusion, 24 hours (only C1D1), 168 hours (only C1D1), 336 hours and

672 hours after end of infusion.

Analysis Participants in the pharmacokinetic analysis set (PAS) who received tislelizumab and had an available value for the outcome measure. PAS
Population consisted of all participants who provided an evaluable PK profile.
Description

Triplet Arm 6

DRB436 100mg BID +
LTT462 100mg QD + VDT482
300mg Q4W

DRB436 150mg BID + LTT462  DRB436 150mg BID + LTT462
100mg QD + VDT482 300mg 200mg QD + VDT482 300mg

Arm/Group Description

Triplet Arm 6: dabrafenib 100
mg BID + LTT462 100 mg QD
+ tislelizumab 300 mg Q4W;
28-day cycles.

Number of Participants Analyzed [units:
participants]

Q4w Q4w
Triplet Arm 6: dabrafenib 150 mg  Triplet Arm 6: dabrafenib 150 mg
BID + LTT462 100 mg QD + BID + LTT462 200 mg QD +
tislelizumab 300 mg Q4W; 28- tislelizumab 300 mg Q4W; 28-
day cycles. day cycles.
5 4
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Maximum observed serum concentration (Cmax) Geometric Mean Geometric Mean Geometric Mean

of tislelizumab (VDT482) (Geometric Coefficient of (Geometric Coefficient of (Geometric Coefficient of
(units: ng/ml) Variation) Variation) Variation)

C1D1 (n=2,5,4) 97900 (30.7%) 72900 (21.3%) 103000 (47.8%)
C3D1 (n=0,3,1) 110000 (13.7%) 143000

Time to maximum observed serum concentration (Tmax) of tislelizumab (VDT482)

Description PK parameters were calculated based on tislelizumab serum concentrations by using non-compartmental methods. Tmax is defined as the
time to reach maximum (peak) observed concentration following a dose. Actual sampling times were considered for the calculation of PK
parameters.

Time Frame Cycle 1 Day 1 (C1D1) and Cycle 3 Day 1 (C3D1): pre-infusion, end of infusion, 24 hours (only C1D1), 168 hours (only C1D1), 336 hours and
672 hours after end of infusion.

Analysis Participants in the pharmacokinetic analysis set (PAS) who received tislelizumab and had an available value for the outcome measure. PAS
Population consisted of all participants who provided an evaluable PK profile.
Description

Triplet Arm 6

DRB436 100mg BID + LTT462 DRB436 150mg BID + LTT462 DRB436 150mg BID + LTT462
100mg QD + VDT482 300mg 100mg QD + VDT482 300mg 200mg QD + VDT482 300mg
Q4w Q4w Q4w

Triplet Arm 6: dabrafenib 100 Triplet Arm 6: dabrafenib 150 Triplet Arm 6: dabrafenib 150
mg BID + LTT462 100 mg QD mg BID + LTT462 100 mg QD mg BID + LTT462 200 mg QD

Arm/Group Description

+ tislelizumab 300 mg Q4W; + tislelizumab 300 mg Q4W,; + tislelizumab 300 mg Q4W;
28-day cycles. 28-day cycles. 28-day cycles.
Number of Participants Analyzed [units: 2 5 4
participants]
Time to maximum observed serum concentration . . .
s Median Median Median

(Tmax) of tislelizumab (VDT482)
(units: hours) (Full Range) (Full Range) (Full Range)

_ 1.07 19.8 1.1
C1D1 (n=2,54) (1.05 to 1.08) (1.17 to 24.1) (1.02 to 24.1)
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C3D1 (n=0,3,1)

0.750
(0.60 to 1.08)

0.667
(0.667 to 0.667)

Area under the serum concentration-time curve from time zero to the time of the last quantifiable
concentration (AUClast) of tislelizumab (VDT482)

Description
method was used for AUClast calculation.
Time Frame
672 hours after end of infusion.
Analysis
Population consisted of all participants who provided an evaluable PK profile.
Description

Triplet Arm 6

DRB436 100mg BID + LTT462
100mg QD + VDT482 300mg
Q4w

DRB436 150mg BID + LTT462
100mg QD + VDT482 300mg
Q4w

PK parameters were calculated based on tislelizumab serum concentrations by using non-compartmental methods. The linear trapezoidal
Cycle 1 Day 1 (C1D1) and Cycle 3 Day 1 (C3D1): pre-infusion, end of infusion, 24 hours (only C1D1), 168 hours (only C1D1), 336 hours and

Participants in the pharmacokinetic analysis set (PAS) who received tislelizumab and had an available value for the outcome measure. PAS

DRB436 150mg BID + LTT462
200mg QD + VDT482 300mg
Q4w

Arm/Group Description

Triplet Arm 6: dabrafenib 100 mg
BID + LTT462 100 mg QD +
tislelizumab 300 mg Q4W; 28-day
cycles.

Triplet Arm 6: dabrafenib 150 mg
BID + LTT462 100 mg QD +
tislelizumab 300 mg Q4W; 28-day
cycles.

Triplet Arm 6: dabrafenib 150 mg
BID + LTT462 200 mg QD +
tislelizumab 300 mg Q4W; 28-day
cycles.

Number of Participants Analyzed [units:
participants]

2

5

4

Area under the serum concentration-time
curve from time zero to the time of the last
quantifiable concentration (AUClast) of
tislelizumab (VDT482)

(units: h*ng/ml)

Geometric Mean
(Geometric Coefficient of
Variation)

Geometric Mean
(Geometric Coefficient of
Variation)

Geometric Mean
(Geometric Coefficient of
Variation)

C1D1 (n=2,5,4)

21300000 (37.5%)

22500000 (16.3%)

22800000 (54.6%)

C3D1 (n=0,3,1)

44800000 (30.9%)

52700000
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Percent change from baseline of DUSP6 in tumor tissue

Description

Time Frame

Analysis
Population
Description

During dose escalation, quantitative polymerase chain reaction (QPCR) was used to assess levels of DUSP6 mRNA in baseline and on-
treatment tumor biopsies.

Baseline (screening), post-baseline (during cycle 1). The duration of each cycle was 28 or 21 days, depending on the dosing schedule.

Participants who received at least one dose of study treatment and had a valid assessment of DUSP6 expression in tumor samples at both
baseline and post-baseline.

Backbone Arm 1, Triplet Arm 1 and Triplet Arm 2

DRB436 DRB436 DRB436 DRB436 DRB436

DRB436 DRB436 DRB436 DRB436 DRB436 150mg BID 150mgBID 150mgBID 150mgBID 75mg BID
150mg BID 150mg BID 150mg BID 150mgBID 150mgBID  + LTT462 + LTT462 + LTT462 + LTT462 + LTT462
+ LTT462 + LTT462 + LTT462 + LTT462 + LTT462 100mgQD 200mgQD 100mgQD 200mgQD 100mg QD
100mg QD 200mgQD 250mgQD 300mgQD 400mgQD + TMT212 + TMT212 + TMT212 + TMT212 + LXH254
1mg QD 1mg QD 2mg QD 2mg QD 200mg BID

Triplet Arm Triplet Arm Triplet Arm Triplet Arm Triplet Arm

Backbone Backbone Backbone Backbone Backbone 1: 1: 1: 1: 2:
Arm 1: Arm 1: Arm 1: Arm 1: Arm 1: dabrafenib dabrafenib dabrafenib dabrafenib dabrafenib
Arm/Group dabrafenib dabrafenib dabrafenib dabrafenib dabrafenib 150 mgBID 150mgBID 150mgBID 150 mgBID 75 mgBID
Descriptio 150 mgBID 150mgBID 150mgBID 150mgBID 150mgBID  +LTT462 + LTT462 + LTT462 + LTT462 + LTT462
n + LTT462 + LTT462 + LTT462 + LTT462 + LTT462 100mgQD 200mgQD 100mgQD 200mgQD 100 mg QD
100 mg 200 mg 250 mg 300 mg 400 mg + trametinib  + trametinib  + trametinib  + trametinib  + LXH254
QD; 28-day QD; 28-day QD;28-day QD; 28-day QD; 28-day 1 mg QD; 1 mg QD; 2 mg QD; 2 mg QD; 200 mg
cycles. cycles. cycles. cycles. cycles. 28-day 28-day 28-day 28-day BID; 28-day
cycles. cycles. cycles. cycles. cycles.
Number of
Participant
s Analyzed 4 3 0 1 1 1 2 0 2 0
[units:
participant
s]
Percent
change Mean Mean Mean Mean Mean Mean Mean Mean Mean Mean
from + + + + + + + + + +
baseline of

Page 91



(') NOVARTIS

DUSP6 in Standard Standard Standard Standard Standard Standard Standard Standard Standard Standard
tumor Deviation Deviation Deviation Deviation Deviation Deviation Deviation Deviation Deviation Deviation
tissue
(units:
percent
change
from
baseline)
-51.40 -20.14 -75.37 -17.90 =
10.034 59.545 -56.66 231 -25.06 12.009 66.049
Triplet Arm 3, Triplet Arm 4, Triplet Arm 5 and Triplet Arm 6
DRGB43 DRGB43 DRGB43 DRGB43 DR6B43 DRGB43 DRB43 DRB43 DRB43 DRB43
150mg 150mg 150mg 150mg 150mg DRB436 150mg 6 6 6 6 DRB43 DRB43 DRB43
150mg 150mg 150mg 150mg 6 6 6
BID+ BID+ BID+ BID+  BID+  150mg  BID+ pgn " pgpy pBp+ BD+ 100mg 150mg 150mg
LTZ46 LT;46 LT;46 LT;46 LT;46 L?.!P“;z TM; 21 TMT21 TMT21 TMT21 TMT21 BID + BID + BID +
21img 21mg 21mg 22mg LTT462 LTT462 LTT462
100mg 200mg 100mg 100mg 200mg 100mg 0.5mg
QD + QD + QD + QD + 100mg 100mg 200mg
QD + QD + QD + QD + QD + QD + QD +
TNO15 TNO15 TNO15 TNO15 TNO15 PDR001 TNoO15 ['NO15 TNO15 TNO15 TNO15 QD+ — QD+ QD+
5 5 5 5 5 400mg 5 5 5 5 5 VDT482 VDT482 VDT482
20mg 20mg 40mg 40mg 40mg Q4W 20mg 20mg 20mg 40mg 20mg 300mg 300mg 300mg
QD QD QD QD Q4w Q4w Q4w
Qb Qb Qo Qb Qp Qb 3wiiw  2w/iw  2w/iw  2w/1w
3wiw  3w/iw  3w/iw  2w/iw  2w/1w 3w/iw
Triplet Triplet Triplet Triplet Triplet Triplet Triplet Triplet Triplet Triplet Triplet . . .
Am3: Am3: Am3: Am3: Am3: Ar:fw) 4 Arm5: Arm5: Am5:  Arm5:  Arm5: Zmlgt ,I:Irgkét xlrﬁlzt
dabrafe dabrafe dabrafe dabrafe dabrafe dabrafe'ni dabrafe dabrafe dabrafe dabrafe dabrafe dabrafé dabrafé dabrafé
nib 150 nib 150 nib 150 nib 150 nib 150 450 mg nib 150 nib 150 nib 150 nib 150 nib 150 nib 100 nib 150  nib 150
mgBID mgBID mgBID mgBID mgBID BID + mgBID mgBID mgBID mgBID mgBID BID BID BID
Arm/Gro + + + + + LTT462 + + + + + mg+ mg+ mg+
up LTT46 LTT46 LTT46 LTT46 LTT46 100 m trameti trameti trameti trameti trameti
Descripi 2100 2200 2100 2100 2200 oo nbO5 nib1  nib1  nib1 nib2 71402 L77d62 L1462
on mgQD mgQD mgQD mgQD mgQD spartalizu M9 QD mgQD mgQD mgQD mgQD ) +g QD +g QD +g
* * * * Y . mab400 _ * ! . : O, tislelizu  tislelizu tislelizu
TNO15 TNO15 TNO15 TNO15 TNO15 mg Q4W; TNO15 TNO15 TNO15 TNO15 TNO15 mab mab mab
520 520 540 540 540 28-day ’ 520 520 520 540 520 300 m 300 m 300 m
mgQD mgQD mgQD mgQD mgQD cycles mgQD mgQD mgQD mgQD mgQD Q4W-g Q4W-g Q4W-g
3w/tw;  3w/iw;  3w/lw;  2w/1w;  2w/1w; ' 3w/iw;  3w/lw;  2w/1w;  2w/1w;  2w/1w; ’ ’ ’
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28-day 28-day 28-day 21-day 21-day 28-day 28-day 21-day 21-day 21-day 28-day 28-day 28-day
cycles. cycles. cycles. cycles. cycles. cycles. cycles. cycles. cycles. cycles. cycles. cycles. cycles.
Number
of
Participa
ns 4 4 1 1 1 2 0 1 2 2 2 0 1 0
nalyze
d [units:
participa
nts]
Percent
change
from
baseline M
ean Mean Mean Mean Mean Mean Mean Mean Mean Mean Mean Mean Mean
of + + + + + Mef" + + + + + + + +
PUSPG Standa Standa Standa Standa Standa - Standa Standa Standa Standa Standa Standar Standar Standar
in tumor Standard
tissue rc! . rc! . rc! . rc! . rc! . Deviatio rc! . rc! . rc! . rc! . rc! . d. . d. . d. .
(units: Deviati Deviati Deviati Deviati Deviati n Deviati Deviati Deviati Deviati Deviati Deviati Deviati Deviati
on on on on on on on on on on on on on
percent
change
from
baseline)
- - -49.18 + . - -
4259+ 46.07+ -13.06 -67.47 -86.98 18.946 -26.22 7580+ 3825+ 88.52% 134.44
31.588 17.455 ) 9.302 40.238 10.670

Post-Hoc Outcome Result(s)
All-Collected Deaths

ContinDescription

Deaths in the on-treatment and post-treatment safety follow-up (FU) were collected from the first dose of study treatment through 30 days
after the last dose of dabrafenib, LTT462, trametinib, LXH254, or TNO155; 150 days after the last dose of spartalizumab; and 120 days
after the last dose of tislelizumab, whichever was longer.

Deaths in the disease progression FU period were collected from 31 days after the last dose of dabrafenib, LTT462, trametinib, LXH254, or
TNO155; 151 days after the last dose of spartalizumab; and 121 days after the last dose of tislelizumab, until the end of study. All deaths
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Time Frame

Analysis
Population
Description

refer to the combined total of on-treatment and post-treatment safety follow-up (FU) deaths, as well as deaths in the disease progression
FU.

On-treatment and post-treatment safety FU deaths: up to approximately 90 weeks. Disease progression FU deaths: up to approximately 90
weeks.

All participants who received at least one dose of study treatment.

Backbone Arm 1, Triplet Arm 1 and Triplet Arm 2

DRB436 DRB436 DRB436 DRB436 DRB436

DRB436 DRB436 DRB436 DRB436 DRB436 150mg BID 150mgBID 150mgBID 150mgBID 75mg BID
150mg BID 150mgBID 150mgBID 150mgBID 150mg BID + LTT462 + LTT462 + LTT462 + LTT462 + LTT462
+ LTT462 + LTT462 + LTT462 + LTT462 + LTT462 100mgQD 200mgQD 100mgQD 200mgQD 100mg QD
100mgQD 200mgQD 250mgQD 300mgQD 400mg QD + TMT212 + TMT212 + TMT212 + TMT212 + LXH254
1mg QD 1mg QD 2mg QD 2mg QD 200mg BID

Triplet Arm Triplet Arm Triplet Arm Triplet Arm Triplet Arm

Backbone Backbone Backbone Backbone Backbone 1: 1: 1: 1: 2:
Arm 1: Arm 1: Arm 1: Arm 1: Arm 1: dabrafenib dabrafenib dabrafenib dabrafenib dabrafenib
dabrafenib dabrafenib dabrafenib dabrafenib dabrafenib 150 mgBID 150mgBID 150mgBID 150mgBID 75 mgBID

Sg'géﬁ::i‘;p 150 mgBID 150 mgBID 150mgBID 150mgBID 150 mgBID  +LTT462  +LTT462  +LTT462  +LTT462  +LTT462
n + LTT462 + LTT462 + LTT462 + LTT462 + LTT462 100mgQD 200mgQD 100mgQD 200mgQD 100 mg QD
100 mg 200 mg 250 mg 300 mg 400 mg + trametinib  + trametinib  + trametinib  + trametinib  + LXH254
QD; 28-day QD; 28-day QD;28-day QD; 28-day QD; 28-day 1 mg QD; 1 mg QD; 2 mg QD; 2 mg QD; 200 mg
cycles. cycles. cycles. cycles. cycles. 28-day 28-day 28-day 28-day BID; 28-day
cycles. cycles. cycles. cycles. cycles.
Number of
Participant
s Analyzed 9 11 9 7 2 6 4 4 6 7
[units:
participant
s]
On-
treatment
and post- 2 0 1 0 1 1 1 1 0 1
treatment
safety FU
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deaths
(n=9,11,9,7
,2,6,4,4,6,7)
Disease
progression
FU deaths 1 0 1 0 2 2 0 0
(n=7,11,8,7
,1,5,3,3,6,6)
All deaths
(n=9,11,9,7 1 0 2 1 3 3 0 1
.2,6,4,4,6,7)
Triplet Arm 3, Triplet Arm 4, Triplet Arm 5 and Triplet Arm 6
D§GB4 D§GB4 D§§4 D§GB4 D§GB4 DRB4 DRB4 DRB4 DRB4 DRB4
36 36 36 36 36 DRB43 DRB43 DRB43
150m 150m 150m 150m 150m
150m 150m 150m 150m 150m 6 6 6
gBID gBID g¢gBID gBID gBID DRB436
gBID g¢gBID gBID gBID gBID 100mg 150mg 150mg
¥ ¥ * * *  150mg T + * * + BID+ BID+ BID+
LTT46 LTT46 LTT46 LTT46 LTT46 BID + TMT2 TMT2 TMT2 TMT2 TMT2 LTT46 LTT46 LTT46
2 2 2 2 2 LTT462
12 12 12 12 12 2 2 2
100m 200m 100m 100m 200m 100mg 0.5 1 1 1 2 100 100 200
QD g QD g QD g QD g QD QD + .5mg mg mg mg mg mg mg mg
9 " " + " " PDR001 QD + QD + QD + QD + QD + QD + QD + QD +
TNO1 TNO1 TNO1 TNO1 TNO1 400mg TNO1 TNO1 TNO1 TNO1 TNO1 VDT48 VDT48 VDT48
55 55 55 55 55 2 2 2
55 55 55 55 55 Q4w
20mg 20mg 40mg 40mg 40mg 20mg 20mg 20mg 40mg 20mg 300mg 300mg 300mg
QD QD QD QD QD Q4w Q4w Q4w
Qp Qp Qb QD QD 3w/iw  3w/iw  2w/iw  2w/iw  2w/1w
3w/iw  3w/iw  3w/iw  2w/1w  2w/1w
Triplet  Triplet  Triplet Triplet  Triplet Triplet Triplet  Triplet  Triplet  Triplet  Triplet  Triplet Triplet Triplet
Arm3: Arm3: Arm3: Arm3: Arm 3: Arm 4: Arm5: Arm5 Amb5 Amb5 Arm5: Arm6: Arm 6: Arm 6:
dabraf dabraf dabraf dabraf dabraf dabrafen dabraf dabraf dabraf dabraf dabraf dabrafe dabrafe dabrafe
enib enib enib enib enib ib 150 enib enib enib enib enib nib 100 nib 150 nib 150
Arm/Group 150 150 150 150 150 mg BID 150 150 150 150 150 mgBID mgBID mgBID
Description mg mg mg mg mg + mg mg mg mg mg + + +
BID + BID + BID + BID + BID + LTT462 BID + BID + BID + BID + BID + LTT46 LTT46 LTT46
LTT46 LTT46 LTT46 LTT46 LTT46 100mg trameti trameti trameti trameti trameti 2 100 2100 2200
2100 2200 2100 2100 2200 QD + nib0.5 nib1 nib 1 nib 1 nib 2 mgQD mgQD mgQD
mg mg mg mg mg spartaliz mg mg mg mg mg + + +
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QD + QD + QD + QD + QD + umab QD + QD + QD + QD + QD +  tislelizu ftislelizu tislelizu
TNO1 TNO1 TNO1 TNO1  TNO1 400mg TNO1 TNO1 TNO1 TNO1 TNO1 mab mab mab
55620 5520 5540 5540 5540 Q4w; 5520 5520 5520 5540 5520 300mg 300mg 300mg
mg mg mg mg mg 28-day mg mg mg mg mg Q4w; Q4w; Q4w;
QD QD QD QD QD cycles. QD QD QD QD QD 28-day 28-day 28-day
3w/1w w/1w w/lw  2w/1w w/1w 3w/tw - 3w/1lw - 2w/1w w/1w w/1w  cycles. cycles. cycles.
; 28- ; 28- ; 28- ;21- 0 21- ; 28- ; 28- ;21- ;0 21- ;21-
day day day day day day day day day day
cycles. cycles. cycles. cycles. cycles. cycles. cycles. cycles. cycles. cycles.
Number of
Participants
Analyzed [units: 4 4 4 4 4 5 3 6 4 4 4 2 5 4
participants]
On-treatment and
post-treatment
safety FU deaths 0 0 0 0 1 3 0 0 1 0 0 1 2 2
(n=4,4,4,4,4,5,3,6,
4,4,4254)
Disease
progression FU
deaths 0 1 1 0 1 1 1 2 1 1 0 0 0 1
(n=4,4,4,4,3,2,3,6,
3,4,4,1,3,2)
All deaths
(n=4,4,4,4,4,5,3,6, 0 1 1 0 2 4 1 2 2 1 0 1 2 3
4,4,42,54)

Safety Results

Time Frame

On- and post-treatment safety FU: from the first dose of study treatment through 30 days after the last dose of dabrafenib, LTT462,

trametinib, LXH254, or TNO155; 150 days after the last dose of spartalizumab; and 120 days after the last dose of tislelizumab,

whichever was longer, up to maximum 90 weeks.
Deaths in disease progression FU period: after completing safety FU until end of study, up to maximum 90 weeks.
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Source Vocabulary MedDRA (27.1)

for Table Default

Collection
Approach for Table
Default

All-Cause Mortality

Systematic Assessment

Safety FU - Backbone Arm 1, Triplet Arm 1 and Triplet Arm 2

DRB436 DRB436 DRB436 DRB436 DRB436
150mg BID 150mgBID 150mgBID 150mgBID 75mg BID
DRB436 DRB436 DRB436 DRB436 DRB436 + LTT462 + LTT462 +LTT462 + LTT462 + LTT462
150mg BID 150mgBID 150mgBID 150mgBID 150mgBID 100mgQD 200mgQD 100mgQD 200mgQD 100mg QD
+ LTT462 + LTT462 + LTT462 + LTT462 + LTT462 + TMT212 + TMT212 + TMT212 + TMT212 + LXH254
100mgQD 200mgQD 250mgQD 300mgQD 400mg QD 1mg QD 1mg QD 2mg QD 2mg QD 200mg BID
N=9 N=11 N=9 N=7 N=2 N=6 N=4 N=4 N=6 N=7
Backbone Backbone Backbone Backbone Backbone Triplet Arm  Triplet Arm Triplet Arm  Triplet Arm  Triplet Arm
Arm 1: Arm 1: Arm 1: Arm 1: Arm 1: 1: 1: 1: 1: 2:
dabrafenib dabrafenib dabrafenib dabrafenib dabrafenib dabrafenib dabrafenib dabrafenib dabrafenib dabrafenib
Arm/Group 150 mgBID 150mgBID 150mgBID 150mgBID 150mgBID 150mgBID 150mgBID 150 mgBID 150 mgBID 75 mgBID
Descriptio + LTT462 + LTT462 + LTT462 + LTT462 + LTT462 + LTT462 + LTT462 + LTT462 + LTT462 + LTT462
n 100 mg 200 mg 250 mg 300 mg 400 mg 100mgQD 200mgQD 100mgQD 200mgQD 100 mg QD
QD; 28-day QD; 28-day QD; 28-day QD;28-day QD;28-day + trametinib + trametinib + trametinib  + trametinib  + LXH254
cycles. cycles. cycles. cycles cycles. 1 mg QD; 1 mg QD; 2 mg QD; 2 mg QD; 200 mg
28-day 28-day 28-day 28-day BID; 28-day
cycles. cycles. cycles. cycles. cycles.
Total 2 0 1 0 1 1 1 1 0 1
Number
Affected
Total 9 11 9 7 2 6 4 4 6 7
Number At
Risk
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Safety FU - Triplet Arm 3, Triplet Arm 4, Triplet Arm 5 and Triplet Arm 6

DRB43 DRB43 DRB43 DRB43 DRB43 DRB43
6 6 6 6 6 6 DRB43 DRB43 DRB43 DRB43
150mg 150mg 150mg 150mg 150mg 150mg 6 6 6 6
BID + BID + BID + BID + BID + BID+ 150mg 150mg 150mg 150mg DRB43 DRB43 DRB43
LTT46 LTT46 LTT46 LTT46 LTT46 DRB436 TMT21 BID + BID + BID + BID + 6 6 6
2 2 2 2 2 150mg 2 TMT21 TMT21 TMT21 TMT21 100mg 150mg 150mg
100mg 200mg 100mg 100mg 200mg BID + 05mg 21mg 21mg 21mg 22mg BID + BID + BID +
QD + QD + QD + QD + QD + LTT462 QD + QD + QD + QD + QD + LTT462 LTT462 LTT462
TNO15 TNO15 TNO15 TNO15 TNO15 100mg TNO15 TNO15 TNO15 TNO15 TNO15 100mg 100mg 200mg
5 5 5 5 5 QD + 5 5 5 5 5 QD + QD + QD +
20mg 20mg 40mg 40mg 40mg PDR001 20mg 20mg 20mg 40mg 20mg VDT482 VDT482 VDT482
Qb QD QD QD QD 400mg QD QD QD QD QD 300mg 300mg 300mg
3wMw  3w/iw  3w/iw  2w/iw  2w/1w Q4w 3wiw  3w/iw  2w/iw  2w/iw  2w/1w Q4w Q4w Q4w
N=4 N=4 N=4 N=4 N=4 N=5 N=3 N=6 N=4 N=4 N=4 N=2 N=5 N=4
Triplet Triplet  Triplet Triplet  Triplet Triplet Triplet  Triplet  Triplet Triplet  Triplet Triplet Triplet Triplet
Arm3: Am3: Am3: Am3: Arm3: Arm 4: Arm5:  Arm5. Armb5: Armb5:  Armb5: Arm 6: Arm 6: Arm 6:
dabrafe dabrafe dabrafe dabrafe dabrafe dabrafeni dabrafe dabrafe dabrafe dabrafe dabrafe dabrafe dabrafe dabrafe
nib 150 nib 150 nib 150 nib150 nib150 b150mg nib 150 nib 150 nib 150 nib 150 nib 150 nib 100 nib 150  nib 150
mgBID mgBID mgBID mgBID mgBID BID + mgBID mgBID mgBID mgBID mgBID mgBID mgBID mgBID
+ + + + + LTT462 + + + + + + + +
Arm/Gr LTT46 LTT46 LTT46 LTT46 LTT46 100 mg trameti trameti trameti trameti trameti LTT462 LTT462 LTT462
oup 2100 2200 2100 2100 2200 QD + nib 0.5 nib 1 nib 1 nib 1 nib 2 100mg 100mg 200 mg
Descrip mgQD mgQD mgQD mgQD mgQD spartaizu mgQD mgQD mgQD mgQD mgQD QD + QD + QD +
tion + + + + + mab 400 + + + + + tislelizu  tislelizu tislelizu
TNO15 TNO15 TNO15 TNO15 TNO15 mgQ4Ww; TNO15 TNO15 TNO15 TNO15 TNO15 mab mab mab
520 520 540 540 540 28-day 520 520 520 540 520 300mg 300mg 300 mg
mgQD mgQD mgQD mgQD mgQD cycles. mgQD mgQD mgQD mgQD mgQD Q4Ww; Q4W; Q4W;
3w/tw;  3w/lw;  3w/iw;  2w/1w;  2w/1w; 3w/tw;  3w/iw;  2w/1w;  2w/1w;  2w/1w; 28-day 28-day 28-day
28-day 28-day 28-day 21-day 21-day 28-day 28-day 21-day 21-day 21-day cycles. cycles. cycles.
cycles. cycles. cycles. cycles. cycles. cycles. cycles. cycles. cycles. cycles.
Total 0 0 0 0 1 3 0 0 1 0 0 1 2 2
Number
Affecte
d
Total 4 4 4 4 4 5 3 6 4 4 4 2 5 4
Number
At Risk
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Disease Progression FU - Backbone Arm 1, Triplet Arm 1 and Triplet Arm 2

DRB436
DRB436 DRB436 DRB436 DRB436 75mg BID
DRB436 DRB436 DRB436 DRB436 DRB436 150mg BID 150mgBID 150mgBID 150mgBID  + LTT462
150mg BID 150mgBID 150mgBID 150mgBID 150mgBID  + LTT462 + LTT462 + LTT462 + LTT462 100mg QD
+ LTT462 + LTT462 +LTT462 + LTT462 + LTT462 100mgQD 200mgQD 100mgQD 200mgQD  +LXH254
100mg 200mg 250mg 300mg 400mg + TMT212 + TMT212 + TMT212 + TMT212 200mg
QD_Diseas QD_ QD_ QD_ QD_ 1mg QD_ 1mg QD_ 2mg QD_ 2mg QD_ BID_
e Disease Disease Disease Disease Disease Disease Disease Disease Disease
Progressio Progressio Progressio Progressio Progressio Progressio Progressio Progressio Progressio Progressio
n FU n FU n FU n FU n FU n FU n FU n FU n FU n FU
period period period period period period period period period period
N=7 N=11 N=8 N=7 N=1 N=5 N=3 N=3 N=6 N=6
Backbone Backbone Backbone Backbone Backbone Triplet Arm Triplet Arm Triplet Arm  Triplet Arm  Triplet Arm
Arm 1: Arm 1: Arm 1: Arm 1: Arm 1: 1: Deaths 1: Deaths 1: Deaths 1: Deaths 2: Deaths
Deaths Deaths Deaths Deaths Deaths collectedin  collectedin  collected in  collected in  collected in
collected in  collectedin  collected in  collected in  collectedin  the disease the disease the disease the disease the disease
Arm/Group the disease the disease the disease the disease the disease progression progression progression progression progression
D L progression  progression  progression progression progression follow-up follow-up follow-up follow-up follow-up
eseriptio "t llow- follow- follow- follow- follow- iod. N iod. N iod. N iod. N iod. N
n ollow-up ollow-up ollow-up ollow-up ollow-up period. No period. No period. No period. No period. No
period. No period. No period. No period. No period. No AEs were AEs were AEs were AEs were AEs were
AEs were AEs were AEs were AEs were AEs were collected collected collected collected collected
collected collected collected collected collected during this during this during this during this during this
during this during this during this during this during this period. period. period. period. period.
period. period. period. period. period.
Total 2 1 1 0 1 0 2 2 0 0
Number
Affected
Total 7 11 8 7 1 5 3 3 6 6
Number At
Risk

Disease Progression FU - Triplet Arm 3, Triplet Arm 4, Triplet Arm 5 and Triplet Arm 6
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DRB43
DRB43 DRB43 DRB43 DRB43 DRB43 DRB43 6 DRB43 DRB43 DRB43 DRB43 DRB43 DRB43 DRB43
6 6 6 6 6 6 150mg 6 6 6 6 6 6 6
150mg 150mg 150mg 150mg 150mg 150mg BID + 150mg 150mg 150mg 150mg 100mg 150mg 150mg
BID + BID + BID + BID + BID + BID + TMT21 BID + BID + BID + BID + BID + BID + BID +
LTT462 LTT462 LTT462 LTT462 LTT462 LTT462 2 TMT21 TMT21 TMT21 TMT21 LTT462 LTT462 LTT462
100mg 200mg 100mg 100mg 200mg 100mg 0.5mg 21mg 21mg 21mg 22mg 100mg 100mg 200mg
QD + QD + QD + QD + QD + QD + QD + QD + QD + QD + QD + QD + QD + QD +
TNO15 TNO15 TNO15 TNO15 TNO15 PDR00 TNO15 TNO15 TNO15 TNO15 TNO15 VDT48 VDT48 VDT48
520mg 520mg 540mg 540mg 540mg 1 520mg 520mg 520mg 540mg 520mg 2 2 2
QD QD QD QD QD 400mg QD QD QD QD QD 300mg 300mg 300mg
3wiw_  3w/iw_  3w/iw_  2w/iw_  2w/iw_  Q4W_  3w/iw_ 3w/iw_ 2w/iw_ 2w/iw_ 2w/iw_ Q4W_ Q4wW_ Q4W_
Diseas Diseas Diseas Diseas Diseas Diseas Diseas Diseas Diseas Diseas Diseas Diseas Diseas Diseas
e e e e e e e e e e e e e e
Progre Progre Progre Progre Progre Progre Progre Progre Progre Progre Progre Progre Progre Progre
ssion ssion ssion ssion ssion ssion ssion ssion ssion ssion ssion ssion ssion ssion
FU FU FU FU FU FU FU FU FU FU FU FU FU FU
period period period period period period period period  period period  period period  period period
N=4 N=4 N=4 N=4 N=3 N=4 N=3 N=6 N=3 N=4 N=4 N=2 N=5 N=4
Triplet Triplet Triplet Triplet Triplet Triplet Triplet Triplet Triplet Triplet Triplet Triplet Triplet Triplet
Arm 3: Arm 3: Arm 3: Arm 3: Arm 3: Arm 4: Arm 5: Arm 5: Arm 5: Arm 5: Arm 5: Arm 6: Arm 6: Arm 6:
Deaths Deaths Deaths Deaths Deaths Deaths Deaths Deaths Deaths Deaths Deaths Deaths Deaths Deaths
collecte collecte collecte collecte collecte collecte collecte collecte collecte collecte collecte collecte collecte collecte
dinthe dinthe dinthe dinthe dinthe dinthe dinthe dinthe dinthe dinthe dinthe dinthe dinthe dinthe
disease disease disease disease disease disease disease disease disease disease disease disease disease disease
progres progres progres progres progres progres progres progres progres progres progres progres progres progres
Arm/G sion sion sion sion sion sion sion sion sion sion sion sion sion sion
roup follow- follow- follow- follow- follow- follow- follow- follow- follow- follow- follow- follow- follow- follow-
Descri up up up up up up up up up up up up up up
ption period. period. period. period. period. period. period. period. period. period. period. period. period. period.
NoAEs NoAEs NoAEs NoAEs NoAEs NoAEs NoAEs NoAEs NoAEs NoAEs NoAEs NoAEs NoAEs NoAEs
were were were were were were were were were were were were were were
collecte collecte collecte collecte collecte collecte collecte collecte collecte collecte collecte collecte collecte collecte
dduring dduring dduring dduring dduring dduring d d d d d d d d
this this this this this this during during during during during during during during
period period period period period period this this this this this this this this
period period period period period period period period
Total 0 1 1 0 1 1 1 2 1 1 0 0 0 1
Numbe
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Affecte
d
Total 4 4 4 4 3 6 3 4 4 5 4
Numbe
r At
Risk
Serious Adverse Events
On- and post-treatment safety FU: from the first dose of study treatment through 30 days after the last dose of dabrafenib, LTT462,
Time Frame trametinib, LXH254, or TNO155; 150 days after the last dose of spartalizumab; and 120 days after the last dose of tislelizumab,
whichever was longer, up to maximum 90 weeks.
Source Vocabulary
for Table Default MedDRA (27.1)
Collection
Approach for Table Systematic Assessment
Default
Backbone Arm 1, Triplet Arm 1 and Triplet Arm 2
DRB436 DRB436 DRB436 DRB436 DRB436
150mg 150mg 150mg 150mg 75mg BID
DRB436 DRB436 DRB436 DRB436 DRB436 BID + BID + BID + BID + + LTT462
150mg 150mg 150mg 150mg 150mg LTT462 LTT462 LTT462 LTT462 100mg
BID + BID + BID + BID + BID + 100mg 200mg 100mg 200mg QD +
LTT462 LTT462 LTT462 LTT462 LTT462 QD + QD + QD + QD + LXH254
100mg 200mg 250mg 300mg 400mg TMT212 TMT212 TMT212 TMT212 200mg
QD QD QD QD QD 1mg QD 1mg QD 2mg QD 2mg QD BID
N=9 N=11 N=9 N=7 N=2 N=6 N=4 N=4 N=6 N=7
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Backbone Backbone Backbone Backbone Backbone Triplet Triplet Triplet Triplet Triplet
Arm 1: Arm 1: Arm 1: Arm 1: Arm 1: Arm 1: Arm 1: Arm 1: Arm 1: Arm 2:
dabrafenib  dabrafeni dabrafenib dabrafenib dabrafenib dabrafenib dabrafenib dabrafenib dabrafenib dabrafenib

150 mg b 150 mg 150 mg 150 mg 150 mg 150 mg 150 mg 150 mg 150 mg 75 mg BID

BID + BID + BID + BID + BID + BID + BID + BID + BID + + LTT462
Arm/Group Description LTT462 LTT462 LTT462 LTT462 LTT462 LTT462 LTT462 LTT462 LTT462 100 mg
up Pt 100mg  200mg 250 mg 300 mg 400 mg 100 mg 200 mg 100 mg 200 mg QD +
QD; 28- QD; 28- QD; 28- QD; 28- QD; 28- QD + QD + QD + QD + LXH254
day day day day cycles day trametinib  trametinib  trametinib  trametinib 200 mg
cycles. cycles. cycles. cycles. 1mgQD; 1mgQD; 2mgQD; 2mgAQD; BID; 28-
28-day 28-day 28-day 28-day day
cycles. cycles. cycles. cycles. cycles.
Total # Affected by any 4 3 6 3 2 2 2 2 3 3
Serious Adverse Event
Total # at Risk by any 9 11 9 7 2 6 4 4 6 7
Serious Adverse Event
Blood and lymphatic
system disorders
Anaemia 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%)
Gastrointestinal
disorders
Abdominal pain 0(0.00%) 0(0.00%) 2(22.22% 0(0.00%) 0(0.00%) 0(0.00%) 1(25.00% 0(0.00%) 1(16.67% 1(14.29%
) ) ) )
Diarrhoea 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(14.29%
)
Duodenal ulcer 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%)
lleus 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%)

Intestinal obstruction 1(11.11% 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 1(25.00% 0(0.00%) 0(0.00%) 0 (0.00%)
) )

Large intestine 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%)
perforation
Pancreatitis 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 1(50.00% 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)

)
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Small intestinal 0(0.00%) 0(0.00%) 1(11.11% 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)
obstruction )
Vomiting 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(16.67% 0 (0.00%)
)
General disorders and
administration site
conditions
Asthenia 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 1(50.00% 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)
)
Fatigue 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 1(25.00% 0(0.00%) 0 (0.00%)
)
Gait disturbance 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 1(50.00% 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)
)
General physical health 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 (14.29%
deterioration )
Pyrexia 0(0.00%) 1(9.09%) 0(0.00%) 1(14.29% 0(0.00%) 1(16.67% 0(0.00%) 0(0.00%) 2(33.33% 0 (0.00%)
) ) )
Sudden death 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 1(25.00% 0(0.00%) 0 (0.00%)
)
Hepatobiliary disorders
Hyperbilirubinaemia 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%)
Hypertransaminasaemi 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%)
a
Subcapsular hepatic 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%)
haematoma
Infections and
infestations
Abdominal infection 0(0.00%) 1(9.09%) 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%) 1(11.11% 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)
)
Cellulitis 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%)
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Device related infection 0 (0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 1(16.67% 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)
)

Ophthalmic herpes 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%)

simplex

Pneumonia 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 1(16.67% 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)
)

Staphylococcal 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%)

infection

Injury, poisoning and
procedural
complications

Procedural 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%)
complication

Investigations

Amylase increased 0(0.00%) 0(0.00%) 1(11.11% 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)
)

Blood bilirubin 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%)

increased

Lipase increased 0(0.00%) 0(0.00%) 1(11.11% 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)

)

Metabolism and
nutrition disorders

Failure to thrive 0(0.00%) 0(0.00%) 1(11.11% 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%) 0 (0.00%)
)

Hypokalaemia 0(0.00%) 1(9.09%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)

Hyponatraemia 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%)

Musculoskeletal and
connective tissue
disorders

Back pain 2(22.22% 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 (14.29%
) )
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Neoplasms benign,
malignant and
unspecified (incl cysts

and polyps)
Tumour pain 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%)
Nervous system
disorders
Brain oedema 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 (14).29%
Cerebrovascular 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%)
accident
Epilepsy 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%)
Hydrocephalus 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%)
Peripheral motor 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%)
neuropathy
Spinal cord 0(0.00%) 1(9.09%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)
compression
Syncope 0(0.00%) 0(0.00%) 1 (11).11% 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)
Psychiatric disorders
Confusional state 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 (14).29%
Renal and urinary
disorders
Calculus urinary 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 1 (16).67% 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)
Chronic kidney disease 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%)
Haematuria 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%)
Renal failure 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%)
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Renal impairment 0(0.00%) 0(0.00%) 0(0.00%) 1(14.29% 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)
)
Urinary bladder 0(0.00%) 0(0.00%) 0(0.00%) 1(14.29% 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)
haemorrhage )
Respiratory, thoracic
and mediastinal
disorders
Bronchospasm 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%)
Dyspnoea 1(11.11% 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%)
)
Pleural effusion 0(0.00%) 0(0.00%) 0(0.00%) 1(14.29% 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)
)
Productive cough 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%)
Pulmonary embolism 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 1(25.00% 0(0.00%) 0(0.00%) 0 (0.00%)
)
Skin and subcutaneous
tissue disorders
Rash pruritic 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%)
Vascular disorders
Hypotension 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 1(25.00% 0(0.00%) 0 (0.00%)
)
Triplet Arm 3, Triplet Arm 4, Triplet Arm 5 and Triplet Arm 6
DRB4 DRB4 DRB4 DRB4 DRB4 DRB4 DRB4 DRB4 DRB4 DRB4 DRB43 DRB43 DRB43
36 36 36 36 36 DRB436 36 36 36 36 36 6 6 6
150mg 150mg 150mg 150mg 150mg 150mg 150m 150mg 150mg 150mg 150mg 100mg 150mg 150mg
BID+ BID+ BID+ BID+ BID+ BID + gBlD BID+ BID+ BID+ BID+ BID + BID + BID +
LTT46 LTT46 LTT46 LTT46 LTT46 LTT462 + TMT21 TMT21 TMT21 TMT21 LTT46 LTT46 LTT46
2 2 2 2 2 100mg TMT2 21mg 21mg 21mg 22mg 2 2 2
100mg 200mg 100mg 100mg 200mg QD + 12 QD + QD + QD + QD+ 100mg 100mg 200mg
QD + QD + QD + QD + QD+ PDR001 0.5mg TNO1 TNO1 TNO1 TNO1 QD + QD + QD +
TNO1 TNO1 TNO1 TNO1 TNO1 400mg QD + 55 55 55 55 VDT48 VDT48 VDT48
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55 55 55 55 55 Q4w TNO1 20mg 20mg 40mg 20mg 2 2 2
20mg 20mg 40mg 40mg 40mg N=5 55 QD QD QD QD 300mg 300mg 300mg
QD QD QD QD QD 20mg 3w/iw  2w/iw  2w/iw  2w/1lw = Q4W Q4w Q4w
3wMw  3w/iw  3w/iw  2w/1iw  2w/1w QD N=6 N=4 N=4 N=4 N=2 N=5 N=4
N=4 N=4 N=4 N=4 N=4 3w/iw
N=3
Triplet  Triplet  Triplet  Triplet  Triplet Triplet Triplet  Triplet  Triplet  Triplet  Triplet  Triplet Triplet Triplet
Arm3: Am3: Arm3: Armm3: Arm3: Arm 4: Arm5: Am5: Amb5: Am5 Amb5 Am6: Arm6: Arm6:
dabraf dabraf dabraf dabraf dabraf dabrafen dabraf dabraf dabraf dabraf dabraf dabrafe dabrafe dabrafe
enib enib enib enib enib ib 150 enib enib enib enib enib nib 100 nib 150 nib 150
150 150 150 150 150 mg BID 150 150 150 150 150 mgBID mgBID mgBID
mg mg mg mg mg + mg mg mg mg mg + + +
BID + BID + BID + BID + BID + LTT462 BID + BID + BID + BID + BID + LTT46 LTT46 LTT46
LTT46 LTT46 LTT46 LTT46 LTT46 100 mg trameti trameti trameti trameti trameti 2100 2100 2200
Arm/Group 2100 2200 2100 2100 2200 QD + nib0.5 nib1 nib 1 nib 1 nib 2 mgQD mgQD mgQD
Description mgQD mgQD mgQD mgQD mgQD spartaliz mg mgQD mgQD mgQD mgQD + + +
+ + + + + umab QD + + + + + tislelizu tislelizu tislelizu
TNO1 TNO1 TNO1 TNO1 TNO1 400mg TNO1  TNO1 TNO1 TNO1 TNO1 mab mab mab
55 20 5520 5540 55 40 5540 Q4w; 55 20 55 20 55 20 55 40 55620 300mg 300mg 300mg
mgQD mgQD mgQD mgQD mgQD  28-day mg mgQD mgQD mgQD mgQD Q4Ww; Q4Ww; Q4W;
3w/lw;  3w/lw;  3w/lw;  2w/lw;  2w/1w; cycles. QD 3w/iw;  2w/1w;  2w/1w;  2w/1w; 28-day 28-day  28-day
28-day 28-day 28-day 21-day 21-day 3w/iw  28-day 21-day 21-day 21-day «cycles. cycles. cycles.
cycles. cycles. cycles. cycles. cycles. ; 28- cycles. cycles. cycles. cycles.
day
cycles.
Total # Affected 1 2 1 1 3 3 0 4 1 3 2 1 3 2
by any Serious
Adverse Event
Total # at Risk 4 4 4 4 4 5 3 6 4 4 4 2 5 4
by any Serious
Adverse Event
Blood and
lymphatic
system
disorders
Anaemia 0(0.00 0(.00 0(.00 0(O.0O0 0(0.00 1(2000 00O O0(.00 O0(0.00 0(0.00 0(.00 0(.00 0(.00 1(25.0
%) %) %) %) %) %) 0%) %) %) %) %) %) %) 0%)
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Gastrointestinal

disorders
Abdominal 0(0.00 0(0.O0 O0(0.O0 0(.00 1(25.0 0(0.00% O0(O O0(O0O0 O0(OO0 O0(O0 O0(.0O0 0(.00 1(20.0 o0¢(0.00
pain %) %) %) %) 0%) ) 0%) %) %) %) %) %) 0%) %)
Diarrhoea 0(0.00 1(25.0 1(25.0 0(0.00 0(0.00 0(0.00% 0O O0(.00 O0(.00 0(.00 0(.00 0(.00 0(.00 0¢(0.00
%) 0%) 0%) %) %) ) 0%) %) %) %) %) %) %) %)
Duodenal ulcer 0(0.00 0(0.00 0(.00 000 0(OO0 1(2000 OO O0(O0 OO0 OO0 OO0 O0(OO0 0(.00 1(25.0
%) %) %) %) %) %) 0%) %) %) %) %) %) %) 0%)
lleus 0(0.00 0(00 O0(.00 OO0 OO0 0(.00% 0O O0(O0 O0(O0 OO0 O0O(OO0 O0(OO0 1(200 0¢(0.00
%) %) %) %) %) ) 0%) %) %) %) %) %) 0%) %)
Intestinal 0(0.00 0(0.00 0(.0O0 O0(.O0 O0(OO0 0(0.00% 0O O0(OO0 0(O0O0 1(250 0(.00 0(.00 0(.00 o0¢(0.00
obstruction %) %) %) %) %) ) 0%) %) %) 0%) %) %) %) %)
Large intestine 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(0.00% 0O O0(©0O0 O0(O0 O0(O0 O0(O0 0(.00 1(200 o0¢(0.00
perforation %) %) %) %) %) ) 0%) %) %) %) %) %) 0%) %)
Pancreatitis 0(0.00 0(.00 0(.00 0(0.00 O0(0.00 0(0.00% 0O O0(.0O0 O0(.00 0(.00 0(.00 0(.00 1(20.0 0¢(0.00
%) %) %) %) %) ) 0%) %) %) %) %) %) 0%) %)
Small intestinal 1(25.0 0(0.00 0(0.00 0(.00 0(0.00 0(.00% 0O 1(166 0(0.00 0(0.00 O0(.00 0(.00 0(.00 o0¢(0.00
obstruction 0%) %) %) %) %) ) 0%) 7%) %) %) %) %) %) %)
Vomiting 0(0.00 0(.00 O0(.0O0 OO0 O0(OO0 0(0.00% 0O O0(O0 O0(O0 0(O0 O0(OO0 O0(O0 0(.00 o0¢(0.00
%) %) %) %) %) ) 0%) %) %) %) %) %) %) %)
General
disorders and
administration
site conditions
Asthenia 0(0.00 1(250 0(.00 0(.00 O0(.O0 0(0.00% 0O O0(OO0 O0(O0 0(O0 O0(.OO0 0(.0O0 0(.00 0¢(0.00
%) 0%) %) %) %) ) 0%) %) %) %) %) %) %) %)
Fatigue 0(0.00 0(.00 0(.00 0(0.00 O0(0.00 0(0.00% 0O O0(0O0 O0(.00 0(.00 0(.00 0(.00 o0(.00 0¢(0.00
%) %) %) %) %) ) 0%) %) %) %) %) %) %) %)
Gait 0(0.00 0(.00 O0(.0O0 OO0 OO0 0(.00% 0O O0(O0 OO0 0O0(O0 O0O(OO0 O0(OO0 0(.00 o0¢(0.00
disturbance %) %) %) %) %) ) 0%) %) %) %) %) %) %) %)
General 0(0.00 0(00 O0(.O0 OO0 O(MOO 1(2000 0O O0(OO0 OO0 OO0 O0O(OO0 O0(OO0 0(.00 o0¢(0.00
physical health %) %) %) %) %) %) 0%) %) %) %) %) %) %) %)
deterioration
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Pyrexia 0(0.00 1(250 0(.00 0(.00 2(50.0 0(0.00% O0(O O0(O0O0 O0(OO0 O0(.0O0 O0(.00 1(50.0 1(20.0 o0¢(0.00
%) 0%) %) %) 0%) ) 0%) %) %) %) %) 0%) 0%) %)
Sudden death 0(0.00 0(0.00 0(.0O0 O0(.O0 O0(OO0 0(.00% O0(O O0(OO0 0(O0 0(O0 O0(.OO0 0(.0O0 0(.00 0¢(0.00
%) %) %) %) %) ) 0%) %) %) %) %) %) %) %)
Hepatobiliary
disorders
Hyperbilirubina 0(0.00 1(250 0(.00 0(.00 0(.00 0(0.00% 0O O0(©0O00 O0(O0 O0(O0 OO0 O0(.O0 0(.00 1(25.0
emia %) 0%) %) %) %) ) 0%) %) %) %) %) %) %) 0%)
Hypertransami 0(0.00 1(250 0(.00 0(.00 0(.00 0(0.00% 0O O0(0O0 O0(O0 O0(O0 O0O(OO0 O0(.O0 1(200 0¢(0.00
nasaemia %) 0%) %) %) %) ) 0%) %) %) %) %) %) 0%) %)
Subcapsular 0(0.00 0(0.00 0(0O0 OO0 OO0 1(2000 0O O0(OOO0 O0(OO0 0(OO0 O0(.OO0 0(.0O0 0(.00 o0¢(0.00
hepatic %) %) %) %) %) %) 0%) %) %) %) %) %) %) %)
haematoma

Infections and
infestations

Abdominal 0(0.00 0(0.00 0(0.00 0(0.O0 0(.00 0(0.00% 0.0 O0(.00 0(.00 0(.00 0(.00 0(.00 0(.00 0(0.00
infection %) %) %) %) %) ) 0%) %) %) %) %) %) %) %)
Bacteraemia 0(0.00 0(.00 0(.00 0(.00 0(.00 0(.00% 00O O0(@.00 0(.00 0(.00 0(.00 0(.00 0(.00 0(0.00
% k)W %K) %) ) 0%) %) %) k) %K) %) %) %)
Cellulitis 0(0.00 0(.00 0(.00 0(.O0 0(.00 0(.00% 00O O0(@.00 O0(.00 0(.00 1(25.0 0(.00 0(0.00 0(0.00
%) %) %) %) %) ) 0%) %) %) %) 0%) %) %) %)
Device related 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(.0 0(.00 0(.00 0(.00 0(0.00 0(.00 0(0.00 0(0.00
infection %) %) %) %) %) ) 0%) %) %) %) %) %) %) %)
Ophthalmic 0(0.00 0(0.00 0(0.00 0(0.O0 0(.00 0(0.00% 0O O0(.00 0(.00 0(.00 1(25.0 0(.00 0(0.00 0(0.00
herpes simplex %) %) %) %) %) ) 0%) %) %) %) 0%) %) %) %)
Pneumonia 0(0.00 0(0.00 0(0.00 0(0.O0 0(.00 0(0.00% 00 0(.00 0(.00 0(.00 0(0.00 0(.00 0(.00 0(0.00
%) %) %) %) %) ) 0%) %) %) %) %) %) %) %)
Staphylococcal 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(.0 O0(0.00 0(.00 1(250 0(0.00 0(0.00 0(0.00 0¢(0.00
infection %) %) %) %) %) ) 0%) %) %) 0%) %) %) %) %)
Injury,
poisoning and
procedural

complications
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Procedural 0(0.00 0O0(.00 0(.00 0(.0O0 O0(00 0(0.00% 0O O0(@©O0 O0(.00 1(250 0(.00 0(.00 0(.00 0¢(0.00
complication %) %) %) %) %) ) 0%) %) %) 0%) %) %) %) %)
Investigations
Amylase 0(0.00 0(00 O0(.0O0 OO0 O0(OO 0(.00% 0O O0(O0 OO0 OO0 OO0 O0(OO0 0(.00 o0¢(0.00
increased %) %) %) %) %) ) 0%) %) %) %) %) %) %) %)
Blood bilirubin 0 (0.00 0(0.00 0(0.00 0(.00 0(0.00 1(2000 0(.0 O0(.00 O0(.C0 0(.00 0(.00 0(.00 0(.00 0¢(0.00
increased %) %) %) %) %) %) 0%) %) %) %) %) %) %) %)
Lipase 0(0.00 0(.00 0(.00 0(.0O0 O0(.00 0(0.00% 0O o000 O0(.00 0(.00 0(.O0 0(.00 0(.00 0¢(0.00
increased %) %) %) %) %) ) 0%) %) %) %) %) %) %) %)
Metabolism and
nutrition
disorders
Failure to 0(0.00 0(.00 O0(.O0 OO0 O0(OO 0(.00% 0O O0(OO0 OO0 OO0 O0O(OO0 O0(OO0 0(.00 o0¢(0.00
thrive %) %) %) %) %) ) 0%) %) %) %) %) %) %) %)
Hypokalaemia 0(0.00 0(0.00 0(.00 0(.00 0(.00 0(0.00% OO O0(O0 O0(O0 O0(O0 O0O(OO0 O0(.O0 0(.00 o0¢(0.00
%) %) %) %) %) ) 0%) %) %) %) %) %) %) %)
Hyponatraemi  0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% O0(0O0 1(166 0(0.00 0(0.00 0(.00 0(.00 0(0.00 0(0.00
a %) %) %) %) %) ) 0%) 7%) %) %) %) %) %) %)
Musculoskeletal
and connective
tissue disorders
Back pain 0(0.00 0(.00 0(.00 0(.00 O0(0.00 0(0.00% 0O O0(.0O0 O0(.00 0(.00 0(.00 0(.00 0(.00 0¢(0.00
%) %) %) %) %) ) 0%) %) %) %) %) %) %) %)
Neoplasms
benign,
malignant and
unspecified
(incl cysts and
polyps)
Tumour pain 0(0.00 0(.00 0(.00 0(0.00 O0(0.00 0(0.00% 0O O0(0O0 O0(.00 0(.00 0(.00 0(.00 1(20.0 0¢(0.00
%) %) %) %) %) ) 0%) %) %) %) %) %) 0%) %)

Nervous system
disorders
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Brain oedema  0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.0 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0/(0.00

%) %) %) %) %) ) 0%) %) %) %) %) %) %) %)
Cerebrovascul 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(0.00% O0(.0O0 0(.00 1(250 0(0.00 0(0.00 0(0.00 0(0.00 0¢(0.00
ar accident %) %) %) %) %) ) 0%) %) 0%) %) %) %) %) %)
Epilepsy 0(0.00 0(0.00 0(0.00 0(0.O0 0(.00 0(0.00% 00O 1(166 0(0.00 0(0.00 0(0.00 O0(.00 0(0.00 0(0.00
%) %) %) %) %) ) 0%) 7%) %) %) %) %) %) %)
Hydrocephalus 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 00 1(166 0(0.00 0(0.00 0(0.00 0(.00 0(0.00 0(0.00
%) %) %) %) %) ) 0%) 7%) %) %) %) %) %) %)
Peripheral 0(0.00 0(0.00 0(.00 0(OO0 O0(0.00 0(0.00% 0O O0(@©O0 0(00 0(.O0 1(250 0(0.00 0(0.00 0¢(0.00
motor %) %) %) %) %) ) 0%) %) %) %) 0%) %) %) %)
neuropathy
Spinal cord 0(0.00 0(0.00 0(.00 0(O0 O0(0.O0 0(0.00% 0O O0(@©O0 0(0.00 0(.00 0(.00 0(.00 0(.00 0¢(0.00
compression %) %) %) %) %) ) 0%) %) %) %) %) %) %) %)
Syncope 0(0.00 0(0.00 0(0.00 0(O0 O0(0.O0 1(2000 O0(O0 O0(@O0 O0(0.00 0(.00 0(.00 0(.00 0(.00 0¢(0.00
%) %) %) %) %) %) 0%) %) %) %) %) %) %) %)
Psychiatric
disorders
Confusional 0(0.00 0(.00 0(.00 0(OO0 O0(0.00 0(0.00% 0O O0(@©O0 O0(00 O0(.00 0(.00 0(.00 0(.00 0¢(0.00
state %) %) %) %) %) ) 0%) %) %) %) %) %) %) %)
Renal and
urinary
disorders
Calculus 0(0.00 0(0.00 0(.00 0(O0 O0(0.00 0(0.00% 0O O0(@O0 0(00O00 0(.00 0(.00 0(.00 0(.00 0¢(0.00
urinary %) %) %) %) %) ) 0%) %) %) %) %) %) %) %)
Chronic kidney 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% O0(.0 0(.00 0(.00 0(0.O0 0(0.00 0(0.00 1(20.0 0¢(0.00
disease %) %) %) %) %) ) 0%) %) %) %) %) %) 0%) %)
Haematuria 0(0.00 0(0.00 0(0.00 0(0.O0 1(25.0 0(0.00% 0.0 0(.00 0(.00 0(.00 0(0.00 0(.00 0(.00 0(0.00
%) %) %) %) 0%) ) 0%) %) %) %) %) %) %) %)
Renal failure 0(0.00 0(.00 0(.00 0(OO0 O0(0.00 0(0.00% 0O O0(@©O0 0(00 0(.O0 0(.00 0(.00 0(.00 1(25.0
%) %) %) %) %) ) 0%) %) %) %) %) %) %) 0%)
Renal 0(0.00 0(.00 0(.00 0(O0 O0(0.00 0(0.00% 0O O0(@©O0 O0(00 O0(.00 0(.00 0(.00 0(.00 0¢(0.00
impairment %) %) %) %) %) ) 0%) %) %) %) %) %) %) %)
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Urinary 0(0.00 0(0.00 O0(.0O0 OO0 OO0 0(.00% 0O O0(O0 O0(O0 0(OO0 O0(OO0 0(O0 0(.00 o0¢(0.00
bladder %) %) %) %) %) ) 0%) %) %) %) %) %) %) %)
haemorrhage
Respiratory,
thoracic and
mediastinal
disorders
Bronchospasm 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(0.00% 0O O0(©0O0 O0(0O0 O0(.O0 O0(.00 1(50.0 0(.00 o0¢(0.00
%) %) %) %) %) ) 0%) %) %) %) %) 0%) %) %)
Dyspnoea 0(0.00 0(.00 0(.00 0(0.00 O0(0.00 0(0.00% 0O O0(.0O0 O0(.00 0(.00 0(.00 0(.00 o0(.00 0¢(0.00
%) %) %) %) %) ) 0%) %) %) %) %) %) %) %)
Pleural 0(0.00 0(.00 O0(.O0 OO0 O0(OO 0(.00% 0O O0(OO0 OO0 OO0 O0O(OO0 O0(OO0 0(.00 o0¢(0.00
effusion %) %) %) %) %) ) 0%) %) %) %) %) %) %) %)
Productive 0(0.00 0(0.00 0(O0 OO0 O(MOO 1(2000 0O O0(OOO0 O0(OO0 OO0 O0O(OO0 0(O0 0(.00 o0¢(0.00
cough %) %) %) %) %) %) 0%) %) %) %) %) %) %) %)
Pulmonary 0(0.00 0(0.00 0(0.00 1(250 0(.00 0(0.00% OO O0(O0 O0(O0 O0(O0 O0(OO0 O0(.O0 0(.00 o0¢(0.00
embolism %) %) %) 0%) %) ) 0%) %) %) %) %) %) %) %)
Skin and
subcutaneous
tissue disorders
Rash pruritic 0(0.00 1(25.0 0(.00 0(0.00 0(0.00 0(0.00% 0O O0(.00 O0(.00 0(.00 0(.00 0(.00 o0(.00 0¢(0.00
%) 0%) %) %) %) ) 0%) %) %) %) %) %) %) %)
Vascular
disorders
Hypotension 0(0.00 0(0.00 0(.0O0 O0(OO0 O0(OO0 0(0.00% 0O O0(OO0 O0(O0 0(O0 O0(.00 1(50.0 0(.00 0¢(0.00
%) %) %) %) %) ) 0%) %) %) %) %) 0%) %) %)

Other (Not Including Serious) Adverse Events
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On- and post-treatment safety FU: from the first dose of study treatment through 30 days after the last dose of dabrafenib, LTT462,
Time Frame trametinib, LXH254, or TNO155; 150 days after the last dose of spartalizumab; and 120 days after the last dose of tislelizumab,
whichever was longer, up to maximum 90 weeks.

Source Vocabulary

for Table Default MedDRA (27.1)

Collection
Approach for Table Systematic Assessment
Default

Frequent Event Reporting Threshold 5%

Backbone Arm 1, Triplet Arm 1 and Triplet Arm 2

DRB436 DRB436 DRB436 DRB436
150mg 150mg 150mg 75mg BID
DRB436 DRB436 DRB436 DRB436 BID + BID + BID + DRB436 + LTT462
150mg 150mg 150mg 150mg LTT462 LTT462 LTT462 150mg BID 100mg
BID + BID + BID + BID + DRB436 100mg 200mg 100mg + LTT462 QD +
LTT462 LTT462 LTT462 LTT462 150mg BID QD + QD + QD + 200mg QD  LXH254
100mg 200mg 250mg 300mg + LTT462 TMT212 TMT212 TMT212 + TMT212 200mg
QD QD QD QD 400mg QD 1mg QD 1mg QD 2mg QD 2mg QD BID
N=9 N=11 N=9 N=7 N=2 N=6 N=4 N=4 N=6 N=7
Backbone Backbone Backbone Backbone  Backbone Triplet Triplet Triplet Triplet Arm Triplet
Arm 1: Arm 1: Arm 1: Arm 1: Arm 1: Arm 1: Arm 1: Arm 1: 1: Arm 2:

dabrafeni  dabrafeni  dabrafeni  dabrafeni dabrafenib  dabrafeni  dabrafeni dabrafeni  dabrafenib  dabrafeni
b150mg b150mg b150mg b 150 mg 150 mg b150mg b150mg b 150 mg 150 mg b 75 mg
BID + BID + BID + BID + BID + BID + BID + BID + BID + BID +
Arm/Group Description LTT462 LTT462 LTT462 LTT462 LTT462 LTT462 LTT462 LTT462 LTT462 LTT462
100 mg 200 mg 250 mg 300 mg 400 mg 100 mg 200 mg 100 mg 200 mg QD 100 mg
+

QD; 28- QD; 28- QD; 28- QD; 28- QD; 28-day QD + QD + QD + QD +
day day day day cycles. trametinib  trametinib  trametinib  trametinib LXH254
cycles. cycles. cycles. cycles 1mgQD; 1mgQD; 2mgQD; 2 mg QD; 200 mg

BID; 28-
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28-day  28day  28-day 28-day day
cycles. cycles. cycles. cycles. cycles.
Total # Affected by any
Other Adverse Event 9 M 9 7 2 6 4 4 6 7
Total # at Risk by any
Other Adverse Event 9 M 9 7 2 6 4 4 6 7
Blood and lymphatic
system disorders
0, 0, 0,
Anaemia 0(0.00%) 1(9.09%) ° (33)'33 oo 2 (28)'57 % 0(0.00%) 0(0.00%) 0(0.00%) 2 (50)'00 % 2(33.33%) 0 (0.00%)
Lymphopenia 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, 0,
Neutropenia 1@ 1)'1 % 00.00%) 0(0.00%) (14)'29 % 0(0.00%) 0(0.00%) (25)'00 % 0(0.00%) 1(16.67%) 0 (0.00%)
Thrombocytopenia 0(0.00%) 0(0.00%) 1% 5000%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)
ytop ;
Cardiac disorders
Bundle branch block o o o o o o o o o o
B 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 0,
(Ljszﬂ‘;ﬁ’c‘tt;%“'ar 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) (25)'00 % 0(0.00%) 0(0.00%)
Palpitations 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(16.67%) 0 (0.00%)
Sinus bradycardia 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,
Sinus tachycardia 0(0.00%) 0(0.00%) 1)'11 % 0(0.00%) 0(0.00%) 0(0.00%) (25)'00 % 0(0.00%) 0(0.00%) 0 (0.00%)
Tachycardia 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%)
Ear and labyrinth
disorders
0,
Ear pain 0(0.00%) 0(0.00%) M11%  5000%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)

)
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Eg:ttﬁj‘ﬁ:gg tube 0(0.00%) 0(0.00%) 0(0.00%) (14)'29% 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) O (0.00%)
)
Tinnitus 1@ 1)'1 1% 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) (16)'67 % 0(0.00%) 0(0.00%) 0(0.00%) O (0.00%)
. 1(11.11% , . , \ \ .
Vertigo 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%)

)

Endocrine disorders

Adrenal insufficiency 0 (0.00%) 0 (0.00%) 0(0.00%) 0(0.00%) 1(50.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)
Hypothyroidism 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%)
Thyroiditis 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%)

Eye disorders

o,
Blepharitis 0(0.00%) 0(0.00%) 0(0.00%) (14)'29 % 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)
Central vision loss 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%)
ggfg‘;"’" epithelium 0(0.00%) 0(0.00%) 1)'11% 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)
Dry eye 0(0.00%) 1(9.09%) 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,
Eye disorder 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) (25)'00 % 0(0.00%) 0(0.00%) 0 (0.00%)
0, 0, 0, 0, 0, 0, 1 (25'00% 0, 0, 0,
Eye haemorrhage 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 0, 0, 0, 1 (14'29% 0, 0, 0, 0, 0, 0,
Eye pain 0(0.00%) 0(0.00%) 0 (0.00%) ) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 1(16.67%) 0 (0.00%)
Eyelid oedema 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,
Eyelid pain 0(0.00%) 0(0.00%) 0(0.00%) 1429% 000%) 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(0.00%) 0(0.00%) 0 (0.00%)

Foreign body
sensation in eyes
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Keratitis ) 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%)
Lens disorder 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%)
Periorbital oedema 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%)
;zg'r‘jér"ascu'ar 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%)
Retinal vein occlusion 0 (0.00%) 0 (0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%) (25)'00% 0(0.00%) 0(0.00%) 0 (0.00%)
Retinopathy 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 1(50.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)
Subretinal fluid 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%)
Uveitis 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) (16)'67% 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)
Vision blurred 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%)
Visual field defect 0(0.00%) 0(0.00%) 0(0.00%) (14)'29% 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)
0,
Visual impairment T11%  §0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) O (0.00%)
)
Vitreous detachment 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%) O (0.00%)
Gastrointestinal
disorders
Abdominal discomfort 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%) O (0.00%)
0, 0,
Abdominal distension 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) (16)'67 % 0(0.00%) 0(0.00%) 1(16.67%) | (14)'29 Yo
Abdominal hernia 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%)
Abdominal pain 2 (22).22% — (44).44% 4 (57).14% 2 (10()).00% 3 (50).00% 3 (75).00% 0(0.00%) 3(5000%) (14).29%
Abdominal pain lower 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%) O (0.00%)
Abdominal pain upper 0 (0.00%) 0 (0.00%) 0(0.00%) 2®857% " 0(000%) 0(0.00%) 0(0.00%) 0(0.00%) 1(16.67%) 0 (0.00%)

)
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Anal incontinence 0(0.00%) 0(0.00%) 1)'11% 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)
)
Anal inflammation 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) (16)'67 % 0(0.00%) 0(0.00%) 0(0.00%) O (0.00%)
Aphthous ulcer 0(0.00%) 1(9.09%) 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,
Ascites 0(0.00%) 0(0.00%) 1)'1 % 0(0.00%) 0(0.00%) 0(0.00%) (25)'00 % 0(0.00%) 0(0.00%) 0 (0.00%)
Cheilitis 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,
Constipation 0(0.00%) 0(0.00%) 2 (22)'22% 3 (42)'86% 1(50.00%) (1 6)'67 % 0(0.00%) 2 (50)'00 ® 0(0.00%) (14)'29 o
. 1(1111% 7(63.64% 3(33.33% 2(2857% 2(100.00% 4 (66.67% 3 (75.00% 1(25.00% 6(100.00% 2 (28.57%
Diarrhoea ) ) ) ) ) ) ) ) ) )
0, 0,
Dry mouth 0(0.00%) 0(0.00%) (11)'”% 0(0.00%) 0(0.00%) (16)'6”’ 2 (50)'00/" 0(0.00%) 1(16.67%) 0 (0.00%)
) 0,
Dyspepsia 0(0.00%) 0(0.00%) 1)'1 % 0(0.00%) 0(0.00%) (16)'67 % 0(0.00%) 0(0.00%) 0(0.00%) (14)'29 o
Dysphagia 1@ 1)'1 1% 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%)
Faecaloma 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%)
o, 0,
Flatulence 0(0.00%) 0(0.00%) 0(0.00%) 1429% 40 00%) 1(1867% 4 000%) 0(0.00%) 0(0.00%) 0 (0.00%)

) )
Gastric ulcer 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(16.67%) 0 (0.00%)

1(14.29%
)

Gastrointestinal pain 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%)

Gastrooesophageal 4 5 g99) 0 (0.00%) 1 1% 1(1429% 4 600%)  0(0.00%) 0(0.00%) 0(0.00%) 1(16.67%) 0 (0.00%)
reflux disease ) )

. . . . . 1(25.00% \ \ .
Gingival bleeding 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%)
Haematochezia 0(0.00%) 1(9.09%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)
Haemorrhoids 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%)
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Intestinal obstruction ) 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%)
;2;?;;;?:“”3 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, 0, ) 0, 0, 0, 0,
Nausen 5 (55).56 % 4 (36).36 % 4 (44).44 % 3 (42).86 % 1 (5000%) 5 (83).33 % 1 (25).00 % 2 (50).00 b 4 (0667%) 2 (28).57 %
Odynophagia 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%)
Oesophageal pain 0(0.00%) 0(0.00%) 0(0.00%) (14)'29% 0(0.00%) 0 (0.00%) (25)'00% 0(0.00%) 0(0.00%) 0 (0.00%)
O 0, 0, 0, 1 (14'29% 0, 0, 0, 0, 0, 0,
esophageal spasm  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%)
H 0, 0, 0, 0, 0, 0, 0, 0, 0, 1 (14'29%
Rectal discharge 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%) ;
Rectal haemorthage 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(16.67%) 0 (0.00%)
ﬁ;g;?srgcretion 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%)
Stomatitis 0(0.00%) 1(9.09%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)
Subileus 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%)
Tongue discomfort 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%)
Toothache 0(0.00%) 0(0.00%) 0(0.00%) (14)'29% 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)
Umbilical hernia 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, 0, 0, 0, 0, 0, 0,
Vomiting 3 (33).33/0 3 (27).274, 2 (22).22/o 4 (57).14@  (5000%) 3 (50).00@ 1 (25).004, 1 (25).00/o 466.57%) (14).29@
General disorders and
administration site
conditions
Asthenia 2 (22)'22% 1000%) (1 1)'11% 2 (28)'57% 1(50.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 2 (28)'57%
Chills 1% o0y 111 11%  T(1429% o 000 1(1867% 0 ooo 1(25.00% 4 1ocoe s 1(1429%

)

)

)

)

)

)
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Cyst 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%)
Face oedema 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%)
Fatique 2 (22).22% 2 (18).18% 3 (33).33% 4 (57).14% 5000%) | (16).67% 1 (25).00% 3 (75).00% 4 66.57%) ° (42).86%
Feeling abnormal 0(0.00%) 0©00%) V1T 0(000%) 0(000%) 0(0.00%) 0(000%) 0(0.00%) 0(0.00%) 0(0.00%)
Gait disturbance 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%)
Influenza like ilness ~ 0(0.00%)  1(9.09%) 0 (0.00%) (14)'29% 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 1(16.67%) 0 (0.00%)

0,

Localised oedema 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) O0(0.00%) (25)'00 % 0(0.00%) 0(0.00%)
Malaise 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%)
Mucosal inflammation 0 (0.00%) 0 (0.00%) 0 (0.00%) ' (14)'29% 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) O (0.00%)
N H H 0, 0, 0, 1 (14'29% 0, 0, 0, [ 0, 0,

on-cardiac chest pain 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%)
Oedema peripheral 1@ 1)'1 % 00.00% 10 1)'“% 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 1(16.67%) (14)'29%
Pain 1@ 1)'1 % 0(0.00%) 0(0.00%) (14)'29% 0(0.00%) (16)'67% 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)
pyrexia 3 (33).33% 5 (45).45% 5 (55).56% 3 (42).86% 1 (5000%) ° (83).33% 2 (50).00% 3 (75).00% 46667%) | (14).29%
Thirst decreased 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%)

Hepatobiliary disorders
Hepatic pain 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%) | (1429%

)
0(0.00%) 0(0.00%) 0(0.00%) 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%)

Hyperbilirubinaemia 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)

Hypertransaminasaem
ia
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Jaundice 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%)
Portal vein thrombosis 0 (0.00%) 0 (0.00%) ' (! 1)'11% 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)

Immune system

disorders
Drug hypersensitivity 0 (0.00%) 1 (9.09%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)
Hypersensitivity 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%)

Infections and

infestations
:E:C"e”;?a' wall 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%)
Bacteriuria 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%)
Body tinea 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) (16)'67% 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)
Bronchitis 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%)
Conjunctivitis 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%)
COVID-19 1@ 1)'1 % 0(0.00%) 0(0.00%) (14)'29% 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) (14)'29%
Cvstiti 1(1.11% o 0 0 0 ) 0 o, 0 0

ystitis ) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 1(16.67%) 0 (0.00%)
Gastroenteritis viral 0(0.00%) 1(9.09%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)
i':?fcr{‘ig?bgica' 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%)
Influenza 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%)
Nasopharyngitis 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(16.67%) 0 (0.00%)
Oral candidiasis 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,

Oral herpes 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) (16)'67 % 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)
Periumbilical abscess 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%)

Page 120



(! NOVARTIS

Rash pustular 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) (16)'67% 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)
Skin infection 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%)
Subcutaneous

bSomsa 0(0.00%) 1(9.09%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)

Tongue fungal

s 0(0.00%) 1(9.09%) 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(14.29%

Tooth abscess 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%)

Upper respiratory tract 1 (11.11%

Ll ) 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(11.11%

Urinary tract infection 0 (0.00%) 1 (9.09%) )

0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)

Injury, poisoning and
procedural
complications

Immunisation reaction 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%)

Infusion related

oaation 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%)

Post procedural

discomort 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%)

Post procedural 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
Procedural pain 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%)
Tendon rupture 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%)

Toxicity to various

agents 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%)

Investigations

Alanine
aminotransferase
increased

1(11.11% 1(16.67%

)

1 (25.00%
)

1(14.29%

0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%) )

0 (0.00%) 0 (0.00%)
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1(14.29%
)

1(14.29%
)

1(14.29%
)

Amylase increased 0(0.00%) 0(0.00%) 0 (0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)

Aspartate o
aminotransferase 1( 1)'1 1%
increased

2 (50.00%

0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%) )

1(16.67%)

Blood alkaline \
phosphatase 0(0.00%) 0(0.00%) (11).11 %
increased

- o
!3Iood bilirubin 0(0.00%) 0 (0.00%) 1(11.11%
increased )

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(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(16.67%) 0 (0.00%)

Blood cholesterol

increased

Blood creatine 1 (25.00%

phosphokinase 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) O (0.00%) 0% 2(33.33%)  0(0.00%)
increased

Blood creatinine 0(0.00%) 1 (9.09%) 1(11)'11% 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)

Blood magnesium
decreased

Blood thyroid
stimulating hormone 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 1(50.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)
increased

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%)

Brain natriuretic

peptide increased 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%)

C-reactive protein

o 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%)

Ejection fraction

dooreased 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%)

Gamma-
glutamyltransferase
increased

1(11.11%
)

1(16.67%
)

1 (25.00%

0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%) )

0 (0.00%) 0(0.00%) 0 (0.00%)

Glomerular filtration

e docramsed 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%)
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Inflammatory marker

i 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(11.11%

9 o
Lipase increased ) 0(0.00%) 0(0.00%) 0(0.00%) 2 (100-00% 2(28.57%

) )
0(0.00%) 1(50.00%) 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(16.67%)

Lymphocyte count
decreased

1(11.11%
)

0(0.00%) 1(9.09%) 0(0.00%) 0(0.00%) 0(0.00%)

0(0.00%) 1 (9.09%)

Neutrophil count
decreased

2(33.33%
)

1(25.00%

0 (0.00%) )

1(16.67%) 0 (0.00%)

N-terminal
prohormone brain
natriuretic peptide
increased

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%)

Platelet count 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%)

decreased

Prohormone brain

natriuretic peptide 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%)
increased

Sg‘sﬁiﬁ'ecw'z test 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%)
Troponin T increased 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(16.67%) 0 (0.00%)

0,

Weight decreased 2 (22)'22% 1(9.09%) 0(0.00%) 0(0.00%) 1(50.00%) 0(0.00%) 0 (0.00%) 2 (50)'00 % 1(16.67%) 0 (0.00%)
Weight increased 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%)
ywhite bload cell count 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%)

Metabolism and
nutrition disorders

2(22.22% 3(27.27% 3(33.33% 4 (57.14%
) ) ) )

Dehydration 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)

1(16.67% 1(25.00% 2 (50.00%
) ) )

1 (25.00%
)

2 (28.57%
)

1(14.29%
)

Decreased appetite 1 (50.00%) 3 (50.00%)

0 (0.00%)
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Diabetic metabolic 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%)

decompensation
Hypercalcaemia 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%)
o,
Hyperglycaemia 0(0.00%) 0(0.00%) 0(0.00%) 1429% 000%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)
)

Hypoalbuminaemia 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 1(50.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) (14)'29%
Hypocalcaemia 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%)
Hypokalaemia 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) (16)'67% 0(0.00%) 0(0.00%) 1(16.67%) (14)'29%
Hypomagnesaemia 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%)
Hyponatraemia L (11)'1 % 4 (9.00%) 2 (22)'22% 1 (14)'29% 1(50.00%) 0(0.00%) 0(0.00%) (25)'00% 0(0.00%) (14)'29%
Hypophosphataemia 0 (0.00%) 1 (9.09%) (! 1)'11% 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) (25)'00% 0(0.00%) 0 (0.00%)
Hypoproteinaemia 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) O0(0.00%) 0(0.00%) 0(0.00%) (14)'29%
Hypovolaemia 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%)
Iron deficiency 0(0.00%) 0(0.00%) 1)'1 %  0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)
Polydipsia 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%)

Musculoskeletal and
connective tissue

disorders
0, 0, 0, 0, [ 0,
Arthralgia 2 (22).22/o 4 (36).36& 2 (22).22/0 3 (42).86A: 0 (0.00%) 2 (33).33A: 0(0.00%) 0(0.00%) 1(16.67%) 1 (14).29A:
1+ 0, 0, 0, 0, 0, 1 (1667% 0, 0, 0, 0,
Arthritis 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, 0, 0, 0, 0,
Back pain 2(22.22% 3((27.27% 1(11.11% 1(14.29% 0 (0.00%) 0 (0.00%) 1 (25.00% 0 (0.00%) 0 (0.00%) 2 (28.57%

) ) ) ) ) )
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Flank pain 0(0.00%) 1(9.09%) 0(0.00%) (14)'29% 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) O (0.00%)
H H 0, 0, 0, 0, 0, 1 (16'67% 0, [ 0, 0,
Groin pain 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%) 0(0.00%) 0(0.00%) 0(0.00%) O (0.00%)
)
Joint stiffness 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%)
Mobility decreased 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(16.67%) 0 (0.00%)
1(11.11% 1(16.67% 1(14.29%

Muscle spasms 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)

)

) )

1(11.11%  1(14.29%

Muscular weakness 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,
'F\)"a‘:z"”'os"e'eta' chest 6 0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) (25)'00 % 0(0.00%) 0(0.00%) 0 (0.00%)
Zi‘;;‘;“;gs"e'eta' 0(0.00%) 0(0.00%) 0(0.00%) (14)'29% 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)
0, 0,
Myalgia 0(0.00%) 2U818% 40005 101429% 40 00%) 0@00%) @300%  g0o0%) 1(1667%) 2(2857%
) ) ) )
Neck pain 0(0.00%) 0(0.00%) M1%  5000%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)
)
0, 0, 0,
Pain in extremity 0(0.00%) 2(1818% 1(1111% 4 600%) 0(0.00%) 0(0.00%) ' @300% 1(2500% 4 g age, 1(14.29%

) ) ) ) )

Neoplasms benign,
malignant and
unspecified (incl cysts
and polyps)

1(11.11%
)

Seborrhoeic keratosis 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%)
2 (18.18% 1(14.29%

) )
Tumour pain 1(11)'11% 0(0.00%) 0 (0.00%) 1(14)-29%

Melanocytic naevus 1(9.09%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)

Skin papilloma 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(16.67%) 0 (0.00%)
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Nervous system

disorders
Anosmia 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,
Dizziness 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) (25)'00 % 0(0.00%) 0(0.00%) 0 (0.00%)
Dysgeusia 0(0.00%) 0(0.00%) 2 (22)'22% 0(0.00%) 0(0.00%) 0(0.00%) (25)'00% 0(0.00%) 0(0.00%) (14)'29%
H H 0,
g;”s‘j:‘ur;‘gtti‘;:fk"' 0(0.00%) 0(0.00%) 0(0.00%) (14)'29 % 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) O (0.00%)
Headache 3 (33).33% 2 (18).18% 2 (22).22% 1 (14).29% 00.00%) | (16).67% 1 (25).00% 1 (25).00% 40667%) | (14).29%
—— -
E:;"éi@‘;ﬁ’éi . 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) (25)'00 % 0(0.00%) 0(0.00%)
Hemiparesis 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%)
Hypoaesthesia 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%)
Memory impairment ~ 0(0.00%) 0 (0.00%) 0 (0.00%) (14)'29% 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)
Neurotoxicity 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%)
Paraesthesia 0(0.00%) 1(9.09%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)
i:l:ir%';zrtﬂymmm 0(0.00%) 1(9.09%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)

Peripheral sensory
neuropathy

1(11.11% 1(16.67% 1(14.29%
) ) )

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 (9.09%) 0(0.00%) 0 (0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)

Restless legs
syndrome

Syncope 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(16.67%) 0 (0.00%)

1(14.29%
)

Trigeminal neuralgia 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%)

Psychiatric disorders
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Anxiety 0(0.00%) 2 (18)'18% 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 2 (50)'00% 0(0.00%) 0 (0.00%)
Fear 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, 0, 0,
Insomnia 0(0.00%) 0(0.00%) (! 1)'“ o 3 (42)'86 % 00.00%) (16)'67 oo 1 (25)'00 oo 1 (25)'00 % 0(0.00%) 0(0.00%)
Mental status changes 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%)
Nervousness 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%)
Personality change 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%)
Restlessness 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%)
Renal and urinary
disorders
Acute kidney injury 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%)
Bladder pain 0(0.00%) 0(0.00%) 0(0.00%) (14)'29% 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)
Bladder spasm 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%)
Chromaturia 1@ 1)'1 1% 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%)
H H 0, 0, 0, 1 (14'29% 0, 0, 0, [ 0, 0,
aematuria 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%)
Nocturia 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,
Oliguria 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%) (1429%
)
P 1 H 0, 0, 1 (1 1 '1 1 % 0, 0, 0, 0, 0, 0, 0,
ollakiuria 0(0.00%) 1 (9.09%) ; 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)
P 1 0, 0, 0, 0, 0, 0, 0, 0, 0, 1 (14'29%
olyuria 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%) ;
Proteinuria 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%) (14:29%

)
Urinary incontinence 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(16.67%) 0 (0.00%)
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1(25.00%

Urinary retention 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%)
Reproductive system
and breast disorders
Erectile dysfunction  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(16.67%) 0 (0.00%)
Vaginal haemorthage 0 (0.00%) 1(9.09%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) O (0.00%)
Respiratory, thoracic
and mediastinal
disorders
Cough 0(0.00%) 2 (18)'18% 2 (22)'22% L (14)'29% 1(50.00%) 0 (0.00%) | (25)'00% 2 (50)'00% 0(0.00%) 0 (0.00%)
0, 0, 0, 0, 0, ) 0, 1 (25'00% 0, 0,
Dry throat 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%)
H 1 (1 1 '1 1 % 0, 0, o) 0, 0, 0, 0, 0, 0,
Dysphonia \ 1(9.09%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) O (0.00%)
Dyspnoea 1@ 1)'1 % 0(0.00%) 0(0.00%) (14)'29% 0(0.00%) (16)'67% L (25)'00% 1 (25)'00% 0(0.00%) 0 (0.00%)
Dyspnoea exertional | (! 1)'1 1% 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%)
E H H 0, 0, 0, 3 (42'86% 0, 0, 0, [ 0, 0,
pistaxis 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,
;’]ﬁ;i?ssegc‘:gtﬁfg 1 1)'11 % 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) O (0.00%)
E‘ﬁ’;ghg‘;”sa' 0(0.00%) 0(0.00%) 0(0.00%) (14)'29% 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)
Oropharyngeal pain 0 (0.00%) 0 (0.00%) 0 (0.00%) | (14)'29% 0(0.00%) (16)'67% 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)
Pleural effusion 0(0.00%) 1(9.09%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) (25)'00% 1 (25)'00% 0(0.00%) 0 (0.00%)
Pneumothorax 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%)
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Productive cough 0(0.00%) 0(0.00%) 0(0.00%) (14)'29% 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%) (14)'29%
Pulmonary embolism  0(0.00%) 0 (0.00%) 0 (0.00%) (14)'29% 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)
0, 0,
Rhinorrhoea 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%) (25)'00 % 0(0.00%) 0(0.00%) (14)'29 Yo
Sneezing 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%)
Skin and subcutaneous
tissue disorders
Alopecia 0(0.00%) 0(0.00%) 0(0.00%) (14)'29% 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 1(16.67%) 0 (0.00%)
Dermatitis 0(0.00%) 1(9.09%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)
Dermatitis acneiform | (] 1)'1 % 1 (0.00% 10 1)'1 % 1 (14)'29% 0(0.00%) (16)'67% 1 (25)'00% 0(0.00%) 1(16.67%) 2 (28)'57%
Dry skin 2 (22)'22% 0(0.00%) 0(0.00%) (14)'29% 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 2(33.33%) 0 (0.00%)
Ecchymosis 0(0.00%) 1(9.09%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)
Erythema 1@ 1)'1 % 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) O (0.00%)
H H H 0, 0, 0, 0, 0, 1 (16'67% 0, 0, 0, 0,
yperhidrosis 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%)
Hyperkeratosis 1@ 1)'1 1% 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%)
Night sweats 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%)
Palmar-plantar
erythrodysaesthesia 1 (! 1)'1 1% 1(0.09%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) (25)'00% 0(0.00%) 0 (0.00%)
syndrome
Papule 0(0.00%) 0(0.00%) 0(0.00%) (14)'29% 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)
Bruritu 2(2222% 3(27.27% 1(11.11% 2@857% o000 2G33% o0 0000w 2(aasn | (1429%

) ) ) ) ) )
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Rash 2 (22).22% 0000%) (11).11% 2 (28).57% 2 (10()).00% 00.00%) (25).00% 00.00%) 1(1667%) (14).29%
Rash maculo-papular (! 1)'1 1% 1(0.09%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) (25)'00% 1(16.67%) 0 (0.00%)
0,
Rash pruritic 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%) (14)'29 L
Skin burning sensation 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%) O (0.00%)
ﬁ;g‘erpigmemation 0(0.00%) 1(9.09%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)
Skin lesion 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) (16)'67% 0(0.00%) 0(0.00%) 0(0.00%) (14)'29%
0,
Skin mass 0(0.00%) 0(0.00%) 0(0.00%) (14)'29 % 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) O (0.00%)
Urticaria 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%)
Vascular disorders
Deep vein thrombosis 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%) (14)'29%
Embolism 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(16.67%) 0 (0.00%)
Hot flush 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) (16)'67% 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)
Hypertension 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) (16)'67% 0(0.00%) 0(0.00%) 1(16.67%) 0 (0.00%)
Hypotension 0(0.00%) 0(0.00%) 0(0.00%) (14)'29% 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)
rompnosis . (s} . (s} . () . (s} . ("} . ("} . (¢} . (] . (] . (]
Thrombosi 0(0.00%) 1(9.09%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)
Triplet Arm 3, Triplet Arm 4, Triplet Arm 5 and Triplet Arm 6
DRB4 DRB4 DRB4 DRB4 DRB43 DRB436 DRB4 DRB4 DRB4 DRB4 DRB43 DRB43 DRB43 DRB43
36 36 36 36 6 150mg 36 36 36 36 6 6 6 6
150m 150m 150m 150m  150mg BID + 150m 150m 150m 150m 150mg 100mg 150mg 150mg

Page 130



(') NOVARTIS

gBID gBID g¢gBID ¢gBID BID + LTT462 ¢gBID gBID gBID gBID BID + BID + BID + BID +
+ + + + LTT46 100mg + + + + TMT21 LTT46 LTT46 LTT46
LTT46 LTT46 LTT46 LTT46 2 QD + TMT2 TMT2 TMT2 TMT2 22mg 2 2 2
2 2 2 2 200mg PDRO001 12 12 12 12 QD + 100mg 100mg 200mg
100m 200m 100m  100m QD + 400mg 0.5mg 1mg 1mg img TNO15 QD+ QD + QD +
g QD g QD g Qb gQD TNO15 Q4w QD + QD + QD + QD+ 520mg VDT48 VDT48 VDT48
+ + + + 540mg N=5 TNO1 TNO1 TNO1 TNO1 QD 2 2 2
TNO1 TNO1 TNO1 TNO1 QD 55 55 55 55 2w/1iw  300mg 300mg 300mg
55 55 55 55 2w/1w 20mg 20mg 20mg 40mg N=4 Q4w Q4w Q4w
20mg 20mg 40mg 40mg N=4 QD QD QD QD N=2 N=5 N=4
QD QD QD QD 3wiw  3w/iw  2w/1iw  2w/1w
3wiw  3w/iw  3w/iw  2w/1w N=3 N=6 N=4 N=4
N=4 N=4 N=4 N=4
Triplet  Triplet  Triplet  Triplet  Triplet Triplet Triplet  Triplet  Triplet  Triplet  Triplet Triplet Triplet  Triplet
Arm3: Arm3: Am3: Am3: Arm3: Arm 4: Arm5: Arm5: Arm5: Armb5: Amb5:  Arm6: Arm6:  Arm6:
dabraf dabraf dabraf dabraf dabrafe dabrafen dabraf dabraf dabraf dabraf dabrafe dabrafe dabraf dabraf
enib enib enib enib nib 150 ib 150 enib enib enib enib nib 150 nib 100 enib enib
150 150 150 150 mg BID mgBID 150 150 150 150 mgBID mgBID 150mg 150 mg
mg mg mg mg + + mg mg mg mg + + BID + BID +
BID + BID + BID + BID+ LTT462 LTT462 BID+ BID + BID + BID+ trameti LTT462 LTT46 LTT46
LTT46 LTT46 LTT46 LTT46 200mg 100mg trameti trameti trameti trameti nib 2 100mg 2100 2200
Arm/Group 2100 2200 2100 2100 QD + QD + nib0.5 nib1 nib 1 nib 1 mg QD QD + mgQD mgQD
Description mg mg mg mg TNO15  spartaliz mg mg mg mg + tislelizu + +
QD + QD + QD + QD + 540 umab QD + QD + QD + QD+ TNO15 mab tislelizu tislelizu
TNO1 TNO1 TNO1 TNO1 mgQD 400mg TNO1 TNO1 TNO1  TNOf1 520 300 mg mab mab
55 20 5520 5540 5540 2w/1w; Q4Ww; 55620 5520 55 20 5540 mgQD Q4W; 300mg 300 mg
mg mg mg mg 21-day  28-day mg mg mg mg 2w/iw;  28-day  Q4W; Q4w;
QD QD QD QD cycles. cycles. QD QD QD QD 21-day cycles. 28-day 28-day
3w/iw;  3w/lw;  3w/iw;  2w/1w; 3w/lw;  3w/1w;  2w/1w;  2w/1w;  cycles. cycles. cycles.
28-day 28-day 28-day 21-day 28-day 28-day 21-day 21-day
cycles. cycles. cycles. cycles. cycles. cycles. cycles. cycles.
Total # Affected
by any Other 4 4 4 4 4 5 3 6 4 4 4 2 5 4
Adverse Event
Total # at Risk
by any Other 4 4 4 4 4 5 3 6 4 4 4 2 5 4

Adverse Event

Blood and
lymphatic
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system
disorders
Anaemia 0(0.00 1(25.0 2(500 0(0.00 1(25.0 O0(0O0 0(0.O0 2(33.3 1(25.0 1(25.0 2(50.0 0(0.00 3(60.0 3(75.0
%) 0%) 0%) %) 0%) %) %) 3%) 0%) 0%) 0%) %) 0%) 0%)
Lvmphopenia 0(0.00 0(.00 0(0.00 0(O00 O0(O0 O0(O0 O0(0.00 0(0.00 1(25.0 0(0.00 0(.00 0(0.00 0(0.00 0(0.00
ymphop %) %) %) %) %) %) %) %) 0% %) %) %) %) %)
Neutropenia 0(0.00 0(.00 0(0.00 1(25.0 0(.00 O0(O0 1(33.3 0(0.00 0(0.00 0(0.00 0(.00 0(0.00 0(0.00 0(0.00
P %) %) %) 0%) %) %) 3%) %) %) %) %) %) %) %)
Thrombocytop 0(0.00 0(0.00 0(0.00 1(25.0 0(.00 0(.00 1(333 0(0.00 0(.00 1(250 0(.00 0(.00 0(0.00 0(0.00
enia %) %) %) 0%) %) %) 3%) %) %) 0%) %) %) %) %)
Cardiac
disorders
Bundle branch 0(0.00 0(0.00 1(250 0(.00 0(.00 0(.00 0(0.00 0(0.00 0(.00 0(0.00 0(0.00 0(.00 0(.00 0¢(0.00
block left %) %) 0%) %) %) %) %) %) %) %) %) %) %) %)
Left ventricular 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(.00 0(0.00 0(.00 0(.00 0(.00 0(0.00 0(.00 0(.00 0¢(0.00
dysfunction %) %) %) %) %) %) %) %) %) %) %) %) %) %)
Palbitations 0(0.00 0(.00 0(0.00 0(.0O0 O0(OO0 O0(O0 O0(.00 0(.00 0(.00 0(.00 O0(.00 0(.00 1(20.0 0¢(0.00
P %) %) %) %) %) %) %) %) %) %) %) %) 0%) %)
Sinus 0(0.00 0(.00 1(250 0(.00 O0(.O0 O0(OO0 O0(.00 0(.00 0(.00 0(.00 O0(.00 0(.00 0(.00 0(0.00
bradycardia %) %) 0%) %) %) %) %) %) %) %) %) %) %) %)
Sinus 0(0.00 0(.00 0(00 0(.0O0 1(25.0 O0(0O0 0(0.O0 0(0.00 0(0.00 0(.00 O0(.00 0(.00 0(.00 0(0.00
tachycardia %) %) %) %) 0%) %) %) %) %) %) %) %) %) %)
Tachvcardia 0(0.00 0(.00 0(0.00 1(25.0 0(.00 O0(.O0 0(0.O0 0(0.00 0(0.00 0(.00 0(.00 1(50.0 0(0.00 0(0.00
Y %) %) %) 0%) %) %) %) %) %) %) %) 0%) %) %)
Ear and
labyrinth
disorders
Ear pain 0(0.00 0(.00 0(000 O0(.0O0 O0(OO0 O0(O0 O0(.00 0(.00 0(.00 0(.00 O0(.00 0(.00 0(.00 0(0.00
P %) %) %) %) %) %) %) %) %) %) %) %) %) %)
Ejfgacman 0(0.00 0(.00 0(0.00 O0(.0O0 O0(OO0 OO0 O0(.00 0(.00 0(.00 0(.00 O0(.00 0(.00 0(.00 0(0.00
obstruction %) %) %) %) %) %) %) %) %) %) %) %) %) %)
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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(0.00 0/(0.00

Tinnitus %) %) %) %) %) %) %) %) %) %) %) %) %) %)

Vertico 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(0.00 0(0.00
9 %) %) %) %) %) %) %) %) %) %) %) %) %) %)

Endocrine

disorders

Adrenal 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(500 0(0.00 0(0.00

insufficiency %) %) %) %) %) %) %) %) %) %) %) 0%) %) %)

Hypothyroidis  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(250 0(0.00 1(200 1 (250

m %) %) %) %) %) %) %) %) %) %) 0%) %) 0%)  0%)

Thvroiits 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(200 0(0.00
y %) %) %) %) %) %) %) %) %) %) %) %) 0%) %)

Eye disorders

0(0.00 0(.00 0(.00 0(.0O0 O0(O0 O0(O0 O0(.00 0(.O0 0(.O0 O0(OO0 O0(O0 0(.00 0(.00 o0(.00

Blepharitis %) %) %) %) %) %) %) %) %) %) %) %) %) %)
Central vision  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(250 0(0.00 0(0.00 0/(0.00
loss %) %) %) %) %) %) %) %) %) %) 0%) %) %) %)
gﬂ:ﬂ:ﬁbm 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(0.00 0/(0.00
i %) %) %) %) %) %) %) %) %) %) %) %) %) %)
efect
Drv eve 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(250 0(0.00 0(0.00 0/(0.00
yey %) %) %) %) %) %) %) %) %) %) 0%) %) %) %)
Eve disorder 0 (000 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(0.00
y %) %) %) %) %) %) %) %) %) %) %) %) %) %)
Eye 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(0.00 0/(0.00
haemorrhage %) %) %) %) %) %) %) %) %) %) %) %) %) %)
Eve bain 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(0.00 0/(0.00
yep %) %) %) %) %) %) %) %) %) %) %) %) %) %)
Eyelid 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(250 0(0.00 1(20.0 0/(0.00
oedema %) %) %) %) %) %) %) %) %) %) 0%) %) 0%) %)
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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(0.00 0/(0.00

Eyelid pain %) %) %) %) %) %) %) %) %) %) %) %) %) %)

Foreignbody 4 659 (0.00 0(0.00 0(000 1(250 0(0.00 0(0.00 1(166 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 O /(0.00

23223“0" in %) %) %) %) 0%) %) %) 7%) %) %) %) %) %) %)
Keratitis 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(0.00 0/(0.00
%) %) %) %) %) %) %) %) %) %) %) %) %) %)
Lens disorger (000 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(250 0(0.00 0(0.00 0(0.00 0(0.00
%) %) %) %) %) %) %) %) %) 0%) %) %) %) %)
Periorbital 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(333 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0/(0.00
oedema %) %) %) %) %) %) 3%) %) %) %) %) %) %) %)
\Ff:stg‘j;r 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(250 0(0.00 0(0.00 0(0.00 0/(0.00
. %) %) %) %) %) %) %) %) %) 0%) %) %) %) %)
isorder
Retinalvein ~ 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(0.00 0/(0.00
occlusion %) %) %) %) %) %) %) %) %) %) %) %) %) %)
Retinonath 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(0.00 0/(0.00
PR % %) %) %) %) %) %) %) %) %) %) %) %)
Subretinal 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 2(50.0 0(0.00 0(0.00 0/(0.00
fluid %) %) %) %) %) %) %) %) %) %) 0%) %) %) %)
Uveitis 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(0.00 0/(0.00
%) %) %) %) %) %) %) %) %) %) %) %) %) %)
Vision blureq 0 (000 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(333 0(0.00 1(250 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
%) %) %) %) %) %) 3%) %) 0%) %) %) %) %) %)
Visual field 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(250 0(0.00 0(0.00 0(0.00 0/(0.00
defect %) %) %) %) %) %) %) %) %) 0%) %) %) %) %)
Visual 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(0.00 0/(0.00
impairment %) %) %) %) %) %) %) %) %) %) %) %) %) %)
Vitreous 0(0.00 1(250 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
detachment %) 0%) %) %) %) %) %) %) %) %) %) %) %) %)
Gastrointestina
| disorders
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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 0(0.00 1(250 0(0.00 0(0.00 0(0.00 0/(0.00
discomfort %) %) %) %) %) %) %) %) %) 0%) %) %) %) %)
Abdominal 0(0.00 0(0.00 0(0.00 1(250 0(0.00 0(0.00 0(0.00 1(16.6 0(0.00 1(250 0(0.00 0(0.00 0(0.00 0 (0.00
distension %) %) %) 0%) %) %) %) 7%) %) 0%) %) %) %) %)
Abdominal 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(16.6 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0 /(0.00
hernia %) %) %) %) %) %) %) 7%) %) %) %) %) %) %)
Abdominal 1(25.0 0(0.00 1(250 1(250 1(250 2(40.00 0(0.00 1(16.6 0(0.00 1(250 2(50.0 1(50.0 2(40.0 0(0.00
pain 0%) %) 0%)  0%) 0%) %) %) 7%) %) 0%) 0%) 0%) 0%) %)
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 0(0.00 0(0.00 0(0.00 0(0.00 1(20.0 0/(0.00
pain lower %) %) %) %) %) %) %) %) %) %) %) %) 0%) %)
Abdominal 1(250 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(33.3 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(25.0
pain upper 0%) %) %) %) %) %) 3%) %) %) %) %) %) %) 0%)
Anal 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(0.00 0/(0.00
incontinence %) %) %) %) %) %) %) %) %) %) %) %) %) %)
Anal 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(0.00 0/(0.00
inflammation %) %) %) %) %) %) %) %) %) %) %) %) %) %)
Aphthous 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(20.0 0/(0.00
ulcer %) %) %) %) %) %) %) %) %) %) %) %) 0%) %)
Ascites 0(0.00 0(0.00 0(0.00 2(50.0 0(0.00 0(0.00 0(0.00 1(16.6 0(0.00 0(0.00 0(0.00 1(50.0 0(0.00 0 (0.00
%) %) %) 0%) %) %) %) 7%) %) %) %) 0%) %) %)

Cheiliis 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(333 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0/(0.00
%) %) %) %) %) %) 3%) %) %) %) %) %) %) %)

Constioation 1250 0(0.00 1(250 2(50.0 1(250 0(0.00 0(0.00 1(166 0(0.00 0(0.00 1(250 2(100. 0(0.00 0(0.00
P 0%) %) 0%)  0%) 0%) %) %) 7%) %) %) 0%) 00%) %) %)
Diarhoea 1(25.0 3(75.0 2(50.0 1(250 1(25.0 3(60.00 2(66.6 3(50.0 3(75.0 3(75.0 4(100. 1(50.0 2(40.0 2 (50.0
0%)  0%)  0%)  0%) 0%) %) 7%)  0%)  0%)  0%)  00%) 0%) 0%) 0%)

Drv mouth 0(0.00 0(0.00 0(0.00 0(0.00 1(250 0(0.00 0(0.00 1(16.6 0(0.00 1(250 2(50.0 0(0.00 0(0.00 0 (0.00
y %) %) %) %) 0%) %) %) 7%) %) 0%) 0%) %) %) %)
Dvsoensia 0(0.00 0(0.00 1(250 0(0.00 1(25.0 0(0.00 0(0.00 1(16.6 1(250 1(250 0(0.00 0(0.00 0(0.00 0 (0.00
yspep %) %) 0%) %) 0%) %) %) 7%)  0%)  0%) %) %) %) %)
Dvsohagia 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(0.00 0/(0.00
ysphag %) %) %) %) %) %) %) %) %) %) %) %) %) %)
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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(50.0 0(0.00 0/(0.00

Faecaloma %) %) %) %) %) %) %) %) %) %) %) 0%) %) %)
Flatulonce 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(20.00 0(0.00 0(0.00 0(0.00 1(250 0(0.00 0(0.00 0(0.00 0/(0.00
%) %) %) %) %) %) %) %) %) 0%) %) %) %) %)
Gastric ulcer 0 (000 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(0.00
%) %) %) %) %) %) %) %) %) %) %) %) %) %)
Gastrointestin 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(25.0 0(0.00 0(0.00 0(0.00 0(0.00 0/(0.00
al pain %) %) %) %) %) %) %) %) 0%) %) %) %) %) %)
Sa:;"r‘e’ﬁﬁiph 1(25.0 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(250 0(0.00 0(0.00 0(0.00
o 0%) %) %) %) %) %) %) %) %) %) 0%) %) %) %)
ISsease
Gingival 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(20.0 0(0.00
bleeding %) %) %) %) %) %) %) %) %) %) %) %) 0%) %)
Haematochezi 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(250 0(0.00 0(0.00 0(0.00 0/(0.00
a %) %) %) %) %) %) %) %) %) 0%) %) %) %) %)
Haemorhoids 0 (000 0(000 1(250 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%) %) %) %) %) %) %) %) %) %) %) %)
Intestinal 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(0.00 0/(0.00
obstruction %) %) %) %) %) %) %) %) %) %) %) %) %) %)
Large intestine  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(20.0 0/(0.00
perforation %) %) %) %) %) %) %) %) %) %) %) %) 0%) %)
Nauses 0(0.00 1(250 2(50.0 3(75.0 4(100. 3(60.00 0(0.00 3(50.0 1(25.0 1(25.0 1(25.0 1(50.0 2(40.0 1(25.0
%) 0%)  0%)  0%)  00%) %) %) 0%)  0%)  0%) 0%) 0%) 0%) 0%)
odvioonagia  © (000 0(0.00 0(0.00 0(0.00 0(000 0(0.00 0(000 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(200 0(0.00
yhophag %) %) %) %) %) %) %) %) %) %) %) %) 0%) %)
Oesophageal  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(0.00 0/(0.00
pain %) %) %) %) %) %) %) %) %) %) %) %) %) %)
Oesophageal  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(0.00 0/(0.00
spasm %) %) %) %) %) %) %) %) %) %) %) %) %) %)
Rectal 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(0.00 0/(0.00
discharge %) %) %) %) %) %) %) %) %) %) %) %) %) %)
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Rectal 1(25.0 0( .00 0(0.00 0(.0O0 0(.0O0 0(.00 O0(.00 0(0.00 0(.0 0(.00 0(.00 0(.00 1(200 0(0.00
haemorrhage 0%) %) %) %) %) %) %) %) %) %) %) %) 0%) %)

Salivary 0(0.00 0(0.00 1(250 0(0.00 0(.00 0(0.00 0(.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00 0(0.00 0(0.00
hypersecretion %) %) 0%) %) %) %) %) %) %) %) %) %) %) %)

Stomatitis 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(166 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
%) %) %) %) %) %) %) 7%) %) %) %) %) %) %)

Subileus 0(0.00 0(.00 0(0.00 1(25.0 0(0.00 0(0.00 O0(.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00 0(0.00 0(0.00
%) %) %) 0%) %) %) %) %) %) %) %) %) %) %)

Tongue 0(0.00 0(.00 0(0.00 0(0.00 0(.00 0(0O0 O0(.00 1(166 0(0.00 0(0.00 0(.00 0(0.00 0(0.00 0(0.00
discomfort %) %) %) %) %) %) %) 7%) %) %) %) %) %) %)

Toothache 0(0.00 0(.00 0(.00 0(0.00 0(.00 0(.0O0 O0(.00 0(0.00 0(.00 0(.00 0(.00 0(.00 1(20.0 0(0.00
%) %) %) %) %) %) %) %) %) %) %) %) 0%) %)

Umbilical 0(0.00 0(.00 0(.00 0(0.00 1(250 0(0.00 0(.00 0(0.00 0(0.00 0(0.00 0(.00 0(0.00 0(0.00 0(0.00
hernia %) %) %) %) 0%) %) %) %) %) %) %) %) %) %)

Vomitin 0(0.00 1(25.0 3(75.0 1(250 2(50.0 1(20.00 1(33.3 1(166 0(0.00 1(250 1(250 0(0.00 1(20.0 2(50.0
9 %) 0%) 0%) 0%) 0%) %) 3%) 7%) %) 0%) 0%) %) 0%) 0%)

General

disorders and
administration
site conditions

1(250 1(25.0 0(0.00 1(250 0(0.00 0(0.00 0(0.00 1(166 1(250 2(50.0 1(25.0 0(0.00 0(0.00 2(50.0

Asthenia 0%) 0%) %) 0%) %) %) %) 7%) 0%) 0%) 0%) %) %) 0%)
Chills 1250 0(0.00 1(250 2(50.0 1(250 2(40.00 1(33.3 2(33.3 1(250 1(250 2(500 0(0.00 0(0.00 0(0.00
0%) %) 0%)  0%) 0%) %) 3%)  3%)  0%)  0%) 0%) %) %) %)

et 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(166 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0/(0.00
y %) %) %) %) %) %) %) 7%) %) %) %) %) %) %)
Face oodema 0 (000 0(000 0(0.00 0(0.00 0(0.00 0(000 0(0.00 1(166 0(0.00 0(0.00 0(0.00 0(000 0(0.00 0(0.00
%) %) %) %) %) %) %) 7%) %) %) %) %) %) %)

Fatioue 1250 1(25.0 0(0.00 0(0.00 2(50.0 3(60.00 0(0.00 3(50.0 1(250 1(250 1(250 0(0.00 1(20.0 1(25.0
9 0%)  0%) %) %) 0%) %) %) 0%)  0%)  0%) 0%) %) 0%) 0%)
Feeling 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(0.00 0/(0.00
abnormal %) %) %) %) %) %) %) %) %) %) %) %) %) %)
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Gait 0(0.00 0(0.00 0(0.00 1(25.0 0¢(0.00 0(0.00 0(.00 0(©0O0 O0(.00 OO0 O0(O0 0(.00 0(.00 0¢(0.00
disturbance %) %) %) 0%) %) %) %) %) %) %) %) %) %) %)
Influenza like 0(0.00 0(0.00 0(0.00 1(25.0 0¢(0.00 0(0.00 0(.00 0(0.O0 0(0.00 1(25.0 0(.00 0(.00 1(20.0 0¢(0.00
iliness %) %) %) 0%) %) %) %) %) %) 0%) %) %) 0%) %)
Localised 0(0.00 0(0.00 0(0.00 1(25.0 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(000 O0(00 O0(.00 1(20.0 0¢(0.00
oedema %) %) %) 0%) %) %) %) %) %) %) %) %) 0%) %)
Malaise 0(0.00 0(0.00 0(0.00 1(25.0 0¢(0.00 0(0.00 0(.00 0(0O0 O0(.00 OO0 OO0 O0(.0O0 0(.00 0¢(0.00
%) %) %) 0%) %) %) %) %) %) %) %) %) %) %)
Mucosal 0(0.00 0(.00 0(.0O0 O0O(.O0 O0(O0 1(2000 O0(O.0O 0O(OOO0 O0O(.O0 0(O.0O0 0(.00 O0(.00 0(.00 o0¢(0.00
inflammation %) %) %) %) %) %) %) %) %) %) %) %) %) %)
Non-cardiac 0(0.00 0(0.00 0(0.00 0(0.00 0¢(0.00 0(0.00 0(.00 0(©0O0 O0(.00 0O0(OO0 O0(@O0 0(.00 0(.00 0¢(0.00
chest pain %) %) %) %) %) %) %) %) %) %) %) %) %) %)
Oedema 1(250 0(0.00 1(250 0(0.00 1(250 1(2000 1(33.3 1(16.6 1(250 3(75.0 3(75.0 O0(0.00 2(40.0 0(0.00
peripheral 0%) %) 0%) %) 0%) %) 3%) 7%) 0%) 0%) 0%) %) 0%) %)
Pain 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(000 O0(.00 1(50.0 0(0.00 O0(0.00
%) %) %) %) %) %) %) %) %) %) %) 0%) %) %)
Pvrexia 1(250 0(.00 2(500 1(250 0(0.00 3(60.00 1(33.3 3(50.0 3(750 1(250 1(25.0 1(50.0 3(60.0 1(25.0
y 0%) %) 0%) 0%) %) %) 3%) 0%) 0%) 0%) 0%) 0%) 0%) 0%)
Thirst 0(0.00 0(0.00 0(0.00 1(25.0 0¢(0.00 0(0.00 0(.00 0(©0O0 O0(.00 OO0 O0(O0 0(.00 0(.00 0¢(0.00
decreased %) %) %) 0%) %) %) %) %) %) %) %) %) %) %)
Hepatobiliary
disorders
Hepatic pain 0(0.00 0(0.00 0(0.00 0(0.00 0¢(0.00 0(0.00 0(.00 0(©.0O0 O0(.00 0O0(OO0 O0(O0 0(.00 0(.00 0¢(0.00
P P %) %) %) %) %) %) %) %) %) %) %) %) %) %)
Hyperbilirubin 0(0.00 0(0.00 0(0.00 0(0.00 0¢(0.00 0(0.00 0(.00 0(O00 O0(.00 OO0 O0(@O0 0(.00 1(200 1(25.0
aemia %) %) %) %) %) %) %) %) %) %) %) %) 0%) 0%)
Hypertransami 0 (0.00 1(25.0 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(0O0 O0(.L0 OO0 O0(O0 0(.00 1(20.0 0¢(0.00
nasaemia %) 0%) %) %) %) %) %) %) %) %) %) %) 0%) %)
Jaundice 0(0.00 0(0.00 0(0.00 0(0.00 0¢(0.00 0(0.00 0(.00 0(0.0O0 0(0.00 1(25.0 0(.00 0(.00 0(.00 0¢(0.00
%) %) %) %) %) %) %) %) %) 0%) %) %) %) %)
Portal vein 0(0.00 0(0.00 0(0.00 0(0.00 1(25.0 0(0.00 0(.00 0(©.0O0 O0(.00 0O(.OO0 O0(O0 0(.00 0(.00 0¢(0.00
thrombosis %) %) %) %) 0%) %) %) %) %) %) %) %) %) %)
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Immune system

disorders
Erugrsensitivit 0(0.00 0(0.00 0(0.00 0(0.00 0¢(0.00 0(0.00 0(.00 0(©.0O0 O0(.00 0O(.OO0 O0(O0 0(.00 0(.00 0¢(0.00
yyp %) %) %) %) %) %) %) %) %) %) %) %) %) %)
Hypersensitivit 0 (0.00 0(0.00 0(0.00 0(0.00 0 (0.00 0(0.00 0(0.00 1(166 0(0.00 0(0.00 0(0.00 O0(0.00 O0(0.00 0(0.00
y %) %) %) %) %) %) %) 7%) %) %) %) %) %) %)
Infections and
infestations
Abdominal 1(25.0 0(0.00 0(0.00 0(0.00 0¢(0.00 0(0.00 0(.00 0(©0O0 O0(.00 OO0 O0(O0 0(.00 0(.00 0¢(0.00
wall abscess 0%) %) %) %) %) %) %) %) %) %) %) %) %) %)
Bacteriuria 0(0.00 0(0.00 0(0.00 0(0.00 0¢(0.00 0(0.00 0(.00 0(©0O0 O0(.00 OO0 O0(O0 0(.00 1(20.0 0¢(0.00
%) %) %) %) %) %) %) %) %) %) %) %) 0%) %)
Body tinea 0(0.00 0(0.00 0(0.00 0(0.00 0¢(0.00 0(0.00 0(.00 0(©.0O0 0.0 0O(OO0 O0(@O0 0(.00 0(.00 0¢(0.00
y %) %) %) %) %) %) %) %) %) %) %) %) %) %)
Bronchitis 0(0.00 0(0.00 0(0.00 0(.00 0(.00 1(2000 0(.00 0(.00 0O(.00 0(©O0 O0(0O0 O0(.00 O0(0.00 O0(0.00
%) %) %) %) %) %) %) %) %) %) %) %) %) %)
Coniunctivitis 0(0.00 0(0.00 0(0.00 0(0.00 0¢(0.00 0(0.00 0(.00 0(0O0 0(.00 0(.O0 1(250 0(.00 0(.00 0¢(0.00
! %) %) %) %) %) %) %) %) %) %) 0%) %) %) %)
COVID-19 0(0.00 1(250 1(250 1(25.0 0(0.00 1(2000 O0(0.00 0(0.00 1(25.0 0(©O0 O0(0O0 O0(.00 1(20.0 0¢(0.00
%) 0%) 0%) 0%) %) %) %) %) 0%) %) %) %) 0%) %)
Cystitis 0(0.00 0(0.00 1(25.0 0(0.00 0¢(0.00 0(0.00 0(.00 0(0.O0 0(0.00 0(0.00 1(250 0(0.00 0(.00 0¢(0.00
¥ %) %) 0%) %) %) %) %) %) %) %) 0%) %) %) %)
Gastroenteritis  0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(0.O0 O0(O.00 0O0(O0 O0(O0 0(.00 0(.00 0¢(0.00
viral %) %) %) %) %) %) %) %) %) %) %) %) %) %)
Haematologic 0(0.00 0(0.00 0(0.00 1(25.0 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(000 O0(0O0 O0(.00 O0(0.00 O0(0.00
al infection %) %) %) 0%) %) %) %) %) %) %) %) %) %) %)
Influenza 0(0.00 0(0.00 0(0.00 0(0.00 0¢(0.00 0(0.00 0(.00 0(©0O0 O0(.00 OO0 O0(O0 0(.0O0 0(.00 1(25.0
%) %) %) %) %) %) %) %) %) %) %) %) %) 0%)
Nasopharyngit 0(0.00 0(0.00 1(25.0 0(0.00 0(0.00 0(0.00 0(.00 1(166 O0(0.00 0O(O.O00 O0(.O0 0(.00 0(.00 0¢(0.00
is %) %) 0%) %) %) %) %) 7%) %) %) %) %) %) %)
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Oral 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(33.3 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0/(0.00
candidiasis %) %) %) %) %) %) 3%) %) %) %) %) %) %) %)

Oral herbes 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(0.00 0/(0.00
P %) %) %) %) %) %) %) %) %) %) %) %) %) %)

Periumbilical  1(25.0 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(0.00
abscess 0%) %) %) %) %) %) %) %) %) %) %) %) %) %)

Rash pustular 0000 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(0.00
P %) %) %) %) %) %) %) %) %) %) %) %) %) %)

Skin infection  ©(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(250 0(0.00 0(0.00 0(0.00 0(0.00
%) %) %) %) %) %) %) %) %) 0%) %) %) %) %)

Subcutaneous 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(0.00 O0/(0.00
abscess %) %) %) %) %) %) %) %) %) %) %) %) %) %)

Tongue fungal 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(0.00 0(0.00
infection %) %) %) %) %) %) %) %) %) %) %) %) %) %)

Tooth abscess 0 (000 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(0.00
%) %) %) %) %) %) %) %) %) %) %) %) %) %)

i@gﬁ;ww 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(33.3 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0/(0.00

tract infection %) %) %) %) %) %) 3%) %) %) %) %) %) %) %)

Urinary tract 0(.00 0(.00 0(.00 0(.0O0 O0(O0 O0(O0 O0(.00 1(166 0(0.00 0(.00 O0(.00 0(0.00 0(0.00 o0(0.00
infection %) %) %) %) %) %) %) 7%) %) %) %) %) %) %)

Injury,
poisoning and
procedural
complications

Immunisation ~ 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(166 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00

reaction %) %) %) %) %) %) %) 7%) %) %) %) %) %) %)

'rg‘;:fé‘é” 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(20.0 0(0.00
. %) %) %) %) %) %) %) %) %) %) %) %) 0%) %)

reaction

P%i;te dural 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(166 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0/(0.00

giscomfo " %) %) %) %) %) %) %) 7%) %) %) %) %) %) %)
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POSt el 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(2000 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
Eaemorrhage %) %) %) %) %) %) %) %) %) %) %) %) %) %)
Procedural 1(250 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(000 0(0.00 0(0.00 0(0.00 0(0.00 1(200 0(0.00
pain 0%) %) %) %) %) %) %) %) %) %) %) %) 0%) %)
Tendon 0(000 0(0.00 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(20.0 0(0.00
rupture %) %) %) %) %) %) %) %) %) %) %) %) 0%) %)
Toxicity to 0(000 0(0.00 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(25.0
various agents %) %) %) %) %) %) %) %) %) %) %) %) %) 0%)

Investigations

Q\rl‘r?inr:(r)]teransfer 1(250 1(25.0 0(0.00 1(250 O0(0.00 1(2000 O0(0.00 0(0O00 2(500 1(250 O0(0.00 O0(0.00 O0(.00 1(25.0
. 0%) 0%) %) 0%) %) %) %) %) 0%) 0%) %) %) %) 0%)

ase increased

Amylase 0(0.00 0(0.00 0(0.00 1(25.0 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(0.00 1(250 O0(0.00 1(20.0 1(25.0

increased %) %) %) 0%) %) %) %) %) %) %) 0%) %) 0%) 0%)

Aspartate
aminotransfer
ase increased

1(250 1(25.0 0(0.00 1(250 0(0.00 1(20.00 0(0.00 1(16.6 2(50.0 1(25.0 2(50.0 0(0.00 0(0.00 1(25.0
0%)  0%) %) 0%) %) %) %) 7%)  0%)  0%) 0%) %) %) 0%)

Blood alkaline

Shosphatase (000 1(250 1(250 0(000 0(000 0(000 0(000 0(000 0(0.00 0(000 1(250 0(0.00 0(0.00 0(0.00

oS %) 0%)  0%) %) %) %) %) %) %) %) 0%) %) %) %)
Blood bilirubin 0 (0.00 0(0.00 0(0.00 0(0.00 0(0.00 2(40.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0/(0.00
increased %) %) %) %) %) %) %) %) %) %) %) %) %) %)
E;%?gsterol 1(25.0 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(0.00
increased 0%) %) %) %) %) %) %) %) %) %) %) %) %) %)

Blood creatine

Showphokings 1 (250 0(0.00 0(0.00 0(000 0(0.00 0(0.00 0(000 0(000 1(250 0(000 1(250 0(0.00 0(0.00 0(0.00

s 0%) %) %) %) %) %) %) %) 0%) %) 0%) %) %) %)
Sr'ggﬁnme 0(0.00 0(0.00 0(0.00 1(250 0(0.00 2(40.00 1(33.3 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0 (0.00
oo %) %) %) 0%) %) %) 3%) %) %) %) %) %) %) %)
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i'g°gesium 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(250 0(0.00 0(0.00 0/(0.00
dec%eased %) %) %) %) %) %) %) %) %) %) 0%) %) %) %)
Blood thyroid
stimulating 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(20.0 0/(0.00
hormone %) %) %) %) %) %) %) %) %) %) %) %) 0%) %)
increased
Brain
natriuretic 1(250 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(0.00
peptide 0%) %) %) %) %) %) %) %) %) %) %) %) %) %)
increased
Cr':f:iﬁ”ve 0(0.00 0(0.00 0(0.00 1(250 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
P %) %) %) 0%) %) %) %) %) %) %) %) %) %) %)
increased
Egec‘iit(i)on” 0(0.00 0(0.00 1(25.0 1(250 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 2(50.0 0(0.00 1(20.0 0/(0.00
decreased %) %) 0%) 0%) %) %) %) %) %) %) 0%) %) 0%) %)
Gamma-
glutamyltransf 0 (0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(20.00 0(0.00 0(0.00 0(0.00 0(0.00 1(250 0(0.00 0(0.00 0(0.00
erase %) %) %) %) %) %) %) %) %) %) 0%) %) %) %)
increased
ﬁlg;ﬁ;“'rg:e 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(20.00 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, 0, 0, 0, 0, 0, 0, 0, 0, 0, 0, 0, 0,
decroased %) %) %) %) %) %) %) %) %) %) %) %) %) %)
'mngfg:“atmy 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(20.0 0(0.00
increased %) %) %) %) %) %) %) %) %) %) %) %) 0%) %)
Lipase 1(250 0(0.00 1(250 1(250 1(250 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(250 0(0.00 1(20.0 1(25.0
increased 0%) %) 0%)  0%) 0%) %) %) %) %) %) 0%) %) 0%) 0%)
té’umnﬁh“yte 1(25.0 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(0.00
docreased 0%) %) %) %) %) %) %) %) %) %) %) %) %) %)
’g‘fﬁof’h" 1(25.0 0(0.00 0(0.00 0(0.00 1(250 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%) %) %) %) %) %) %) %) %) %)
decreased
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N-terminal
prohormone
brain 0(0.00 0(0.00 1(25.0 0(0.00 0¢(0.00 0(0.00 0(.00 0(©0O0 O0(.00 OO0 O0(O0 0(.0O0 0(.00 0¢(0.00
natriuretic %) %) 0%) %) %) %) %) %) %) %) %) %) %) %)
peptide
increased
Platelet count 1(25.0 0(0.00 1(25.0 0(0.00 0(0.00 0(0.00 0(.00 0(©0O0 0(.00 OO0 O0(O0 0(.00 0(.00 0¢(0.00
decreased 0%) %) 0%) %) %) %) %) %) %) %) %) %) %) %)
Prohormone
g:$mm 0(0.00 0(0.00 0(0.00 0(0.00 0¢(0.00 0(0.00 1(33.3 0(0.0O0 O0(O.00 OO0 OO0 0(.00 0(.00 0¢(0.00
h %) %) %) %) %) %) 3%) %) %) %) %) %) %) %)
peptide
increased
SARS-CoV-2 0(0.00 0(0.00 0(0.00 0(0.00 0¢(0.00 0(0.00 1(33.3 0(0.O0 O0(O.00 0O(O0 O0(.O0 0(.00 0(.00 0¢(0.00
test positive %) %) %) %) %) %) 3%) %) %) %) %) %) %) %)
Troponin T 0(0.00 0(0.00 1(25.0 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(000 O0(00 O0(.00 O0(0.00 O0(0.00
increased %) %) 0%) %) %) %) %) %) %) %) %) %) %) %)
Weight 0(0.00 O0(.00 0(.00 O0(.O0 O0(O0 2(40.00 O0(0.00O 1(16.6 0(0.00 0(0.00 O0(0.00 O0(0.00 2(40.0 0¢(0.00
decreased %) %) %) %) %) %) %) 7%) %) %) %) %) 0%) %)
Weight 2(50.0 0(0.00 0(0.00 0(0.00 0¢(0.00 0(0.00 0(.00 0(0O0 O0(.L0 OO0 OO0 0(.0O0 0(.00 0¢(0.00
increased 0%) %) %) %) %) %) %) %) %) %) %) %) %) %)
White blood
cell count 1(25.0 0(0.00 0(0.00 0(0.00 0¢(0.00 0(0.00 0(.00 0(©0O0 0(.00 OO0 O0(O0 0(.0O0 0(.00 0¢(0.00
decreased 0%) %) %) %) %) %) %) %) %) %) %) %) %) %)
Metabolism and
nutrition
disorders
Decreased 2(50.0 0(0.00 2(50.0 1(250 2(50.0 2(40.00 0(0.00 2(33.3 1(250 2(50.0 1(25.0 O0(0.00 1(20.0 1(25.0
appetite 0%) %) 0%) 0%) 0%) %) %) 3%) 0%) 0%) 0%) %) 0%) 0%)
Dehvdration 0(0.00 0(0.00 0(0.00 1(25.0 0¢(0.00 0(0.00 0(.00 0(0O0 0.0 OO0 OO0 O0(.0O0 0(.00 0¢(0.00
y %) %) %) 0%) %) %) %) %) %) %) %) %) %) %)
Diabetic
metabolic 0(0.00 0(0.00 0(0.00 0(0.00 0¢(0.00 0000 0(.00 0(O0 1(250 000 OO0 O0(.00 0(.00 0¢(0.00
decompensati %) %) %) %) %) %) %) %) 0%) %) %) %) %) %)
on
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Hypercalcaem 0 (0.00 0(0.00 0(0.00 0(0.00 1(250 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

ia %) %) %) %) 0%) %) %) %) %) %) %) %) %) %)
Hyperglycaem 0 (0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(©0O0 O0(.00 0O0(OO0 O0(O0 0(.00 0(.00 0¢(0.00
ia %) %) %) %) %) %) %) %) %) %) %) %) %) %)
Hypoalbumina 0(0.00 0(0.00 1(25.0 1(25.0 1(25.0 0(0.00 0(0.00 0(0.00 0(.00 0(0.00 0(©00 O0(.00 O0(0.00 1(25.0
emia %) %) 0%) 0%) 0%) %) %) %) %) %) %) %) %) 0%)
Hypocalcaemi 0(0.00 0(0.00 0(0.00 0(0.00 1(25.0 0(0.00 0(.00 0(0O0 O0(.00 OO0 OO0 O0(.0O0 0(.00 1(25.0
a %) %) %) %) 0%) %) %) %) %) %) %) %) %) 0%)
Hvookalaemia 0(0.00 0(0.00 0(0.00 1(25.0 1(25.0 0(0.00 0(.00 0(00O00 0(0.00 1(25.0 0(0.00 1(50.0 0(0.00 2(50.0
yp %) %) %) 0%) 0%) %) %) %) %) 0%) %) 0%) %) 0%)
Hypomagnesa 0(0.00 0(0.00 0(0.00 0(0.00 1(25.0 0(0.00 0(.00 0(©0O0 O0(.00 0O0(OO0 O0(@O0 0(.00 0(.00 0¢(0.00
emia %) %) %) %) 0%) %) %) %) %) %) %) %) %) %)
Hyponatraemi 0 (0.00 0(0.00 1(25.0 0(0.00 1(25.0 0(0.00 0(.00 1(166 0(0.00 0(0.00 O0(.00 0(.00 1(20.0 1(25.0
a %) %) 0%) %) 0%) %) %) 7%) %) %) %) %) 0%) 0%)
Hypophosphat 1(25.0 0(0.00 0(0.00 0(0.00 1(25.0 0(0.00 0(0.00 1(166 0(0.00 1(250 O0(0.00 O0(0.00 O0(0.00 0(0.00
aemia 0%) %) %) %) 0%) %) %) 7%) %) 0%) %) %) %) %)
Hypoproteinae 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(©0O0 O0(.00 OO0 O0(O0 0(.00 0(.00 0¢(0.00
mia %) %) %) %) %) %) %) %) %) %) %) %) %) %)
Hvoovolaemia 0(0.00 0(0.00 0(0.00 1(25.0 0¢(0.00 0(0.00 0(.00 0(©0O0 O0(.00 OO0 O0(O0 0(.00 0(.00 0¢(0.00
yp %) %) %) 0%) %) %) %) %) %) %) %) %) %) %)
Iron deficienc 0(0.00 0(0.00 0(0.00 0(0.00 0¢(0.00 0(0.00 0(.00 0(00O0 O0(.00 0O0(OO0 O0(O0 0(.00 0(.00 0¢(0.00
y %) %) %) %) %) %) %) %) %) %) %) %) %) %)
Polvdiosia 0(0.00 0(0.00 0(0.00 0(0.00 0¢(0.00 0(0.00 0(.00 0(0.O0 0(0.00 1(25.0 0(.00 0(.00 0(.00 0¢(0.00
ydip %) %) %) %) %) %) %) %) %) 0%) %) %) %) %)
Musculoskeleta
| and
connective
tissue
disorders
Arthralaia 0(0.00 2(50.0 1(250 0(.00 1(250 2(40.00 O0O(0.00 1(16.6 0(0.00 0(0.00 1(250 O0(0.00 1(20.0 2(50.0
9 %) 0%) 0%) %) 0%) %) %) 7%) %) %) 0%) %) 0%) 0%)
Arthritis 0(0.00 0(0.00 0(0.00 0(0.00 0¢(0.00 0(0.00 0(.00 0(©0O0 0.0 OO0 O0(O0 0(.0O0 0(@.00 1(25.0
%) %) %) %) %) %) %) %) %) %) %) %) %) 0%)

Page 144



(') NOVARTIS

1(250 0(0.00 1(250 0(0.00 1(250 0(0.00 0(0.00 1(166 0(0.00 1(250 0(0.00 0(0.00 1(20.0 0(0.00

Back pain 0%) %) 0%) %) 0%) %) %) T%) %) 0%) %) %) 0%) %)
Flank pain 0(0.00 0(0.00 0(0.00 0(0.00 1(250 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
P %) %) %) %) 0%) %) %) %) %) %) %) %) %) %)
Groin bain 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(0.00 0(0.00
P %) %) %) %) %) %) %) %) %) %) %) %) %) %)
Joint stiffness 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(250 0(0.00 0(0.00 0(0.00 0(0.00
%) %) %) %) %) %) %) %) %) 0%) %) %) %) %)
Mobility 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(0.00 0/(0.00
decreased %) %) %) %) %) %) %) %) %) %) %) %) %) %)
Muscle 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 2(40.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
spasms %) %) %) %) %) %) %) %) %) %) %) %) %) %)
Muscular 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(2000 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
weakness %) %) %) %) %) %) %) %) %) %) %) %) %) %)
Musculoskelet 0 (0.00 1(25.0 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
al chest pain %) 0%) %) %) %) %) %) %) %) %) %) %) %) %)
Musculoskelet 0 (0.00 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 0(0.00 0(0.00
al stiffness %) %) %) %) %) %) %) %) %) %) %) %) %) %)
Mvalaia 0(0.00 1(250 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(250 1(250 1(250 0(0.00 0(0.00 0(0.00
yalg %) 0%) %) %) %) %) %) %) 0%) 0%) 0%) %) %) %)
Neck pain 0(0.00 0(0.00 1(250 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
P %) %) 0%) %) %) %) %) %) %) %) %) %) %) %)
Pain in 1(25.0 1(25.0 1(250 0(0.00 1(250 0(0.00 1(33.3 0(0.00 0(0.00 1(250 1(250 0(0.00 1(200 1(25.0
extremity 0%) 0%) 0%) %) 0%) %) 3%) %) %) 0%) 0%) %) 0%) 0%)
Neoplasms
benign,
malignant and
unspecified
(incl cysts and
polyps)
Melanocytic 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(20.0 0(0.00
naevus %) %) %) %) %) %) %) %) %) %) %) %) 0%) %)
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Seborrhoeic 0(0.00 0(0.00 0(.00 0(0.00 0(0.00 0(0.00 O0(.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00 0(0.00 1(250
keratosis %) %) %) %) %) %) %) %) %) %) %) %) %) 0%)
. . 0(0.00 0(0.00 0(.00 0(0.00 0(0.00 0(0.00 O0(.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00 1(20.0 0(0.00
Skin papilloma
%) %) %) %) %) %) %) %) %) %) %) %) 0%) %)
. 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(20.0 0(0.00
Tumour pain
%) %) %) %) %) %) %) %) %) %) %) %) 0%) %)
Nervous
system
disorders
. 0(0.00 0(0.00 0(.00 0(0.00 0(0.00 0(0.00 0(.00 0(0.00 0(0.00 0(.00 1(25.0 0(0.00 0(0.00 0(0.00
Anosmia
%) %) %) %) %) %) %) %) %) %) 0%) %) %) %)
Dizziness 0(0.00 1(25.0 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(0.00 0(0.00 1(25.0 0(0.00 0(0.00 0(0.00 0(0.00
%) 0%) %) %) %) %) %) %) %) 0%) %) %) %) %)
Dvsgeusia 0(0.00 0(0.00 0(.00 0(0.00 0(0.00 0(0.00 0(.00 0(0.00 0(0.00 1(25.0 1(25.0 0(0.00 1(20.0 0(0.00
ysg %) %) %) %) %) %) %) %) %) 0%) 0%) %) 0%) %)
:I'(’I‘If motor 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(0.00 0/(0.00
dysfunction %) %) %) %) %) %) %) %) %) %) %) %) %) %)
Headache 0(0.00 2(50.0 0(0.00 0(0.00 1(25.0 0(.00 O0(.00 1(166 0(0.00 0(0.00 0(.00 0(0.00 1(20.0 2(50.0
%) 0%) %) %) 0%) %) %) 7%) %) %) %) %) 0%) 0%)
Hemianopia 0(0.00 0(0.00 0(.00 0(0.00 0(0.00 0(0.00 0(.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00 0(0.00 0(0.00
homonymous %) %) %) %) %) %) %) %) %) %) %) %) %) %)
. . 0(0.00 0(0.00 0(.00 0(0.00 0(0.00 0(0.00 1(33.3 0(0.00 0(0.00 0(.00 0(.00 0(0.00 0(0.00 0(0.00
Hemiparesis
%) %) %) %) %) %) 3%) %) %) %) %) %) %) %)
Hypoaesthesi  0(0.00 0(0.00 1(25.0 0(0.00 0(0.00 0(.00 0(.00 0(0.00 0(.00 0(.00 0(.00 0(.00 0(.00 0(0.00
a %) %) 0%) %) %) %) %) %) %) %) %) %) %) %)
Memory 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(0.00 0(0.00
impairment %) %) %) %) %) %) %) %) %) %) %) %) %) %)
- 0(0.00 0(.00 0(0.00 0(0.00 0(0.00 1(20.00 O0(.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00 0(0.00 0(0.00
Neurotoxicity
%) %) %) %) %) %) %) %) %) %) %) %) %) %)
. 0(0.00 0(.00 0(.00 0(.00 0(.00 0(0O0 O0(.00 1(166 0(0.00 0(0.00 0(.00 0(0.00 0(0.00 0(0.00
Paraesthesia
%) %) %) %) %) %) %) 7%) %) %) %) %) %) %)
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mrtig:‘era' 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(0.00 0/(0.00
neuropathy %) %) %) %) %) %) %) %) %) %) %) %) %) %)
Peripheral 0.00 0(0.00 0(0.00 1(250 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
sensory 0 (0. (0. (0. (25. (0. (0. (0. (0. (0. (0. (0. (0. (0. (0.
neuropathy %) %) %) 0%) %) %) %) %) %) %) %) %) %) %)
Restlesslegs ~ 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(20.0 0(0.00
syndrome %) %) %) %) %) %) %) %) %) %) %) %) 0%) %)
Svncope 0(0.00 0(0.00 1(25.0 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
yneop %) %) 0%) %) %) %) %) %) %) %) %) %) %) %)
Trigeminal 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(0.00 0/(0.00
neuralgia %) %) %) %) %) %) %) %) %) %) %) %) %) %)
Psychiatric
disorders
Aniot 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(50.0 0(0.00 0/(0.00
y %) %) %) %) %) %) %) %) %) %) %) 0%) %) %)
Foar 0(0.00 0(0.00 0(0.00 1(250 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%) %) %) %) %) %) %) %) %) %) %)
nsomnia 1(25.0 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(16.6 0(0.00 0(0.00 1(250 0(0.00 0(0.00 1(25.0
0%) %) %) %) %) %) %) 7%) %) %) 0%) %) %) 0%)
Mental status ~ 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(166 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
changes %) %) %) %) %) %) %) 7%) %) %) %) %) %) %)
Nervousness  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(20.0 0(0.00
%) %) %) %) %) %) %) %) %) %) %) %) 0%) %)
Personality 0(0.00 0(0.00 0(0.00 1(250 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
change %) %) %) 0%) %) %) %) %) %) %) %) %) %) %)
Restiessness 0 (000 0(0.00 0(000 1(250 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%) %) %) %) %) %) %) %) %) %) %)
Renal and
urinary
disorders
Acute kidney ~ 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(33.3 0(0.00 0(0.00 0(0.00 1(250 1(50.0 0(0.00 0(0.00
injury %) %) %) %) %) %) 3%) %) %) %) 0%) 0%) %) %)
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Bladder pain 0(0.00 0(.00 0(00 O0(0O0 OO0 OO0 O0(.O0 0(.00 0(.00 0(.00 O0(.00 0(.00 0(.00 0(0.00
P %) %) %) %) %) %) %) %) %) %) %) %) %) %)
Bladder 0(0.00 0(.00 0(000 O0(.00 O0(O0 O0(O0 O0(.00 0(.00 0(000 0(.00 0(.00 1(50.0 0(0.00 0(0.00
spasm %) %) %) %) %) %) %) %) %) %) %) 0%) %) %)
Chromaturia 0(0.00 0(.00 0(0.00 0(O00 O0(O0 O0(O0 O0(0.00 0(.00 0(0.00 0(.00 1(25.0 0(0.00 0(0.00 0(0.00
%) %) %) %) %) %) %) %) %) %) 0%) %) %) %)
Haematuria 0(0.00 0(0.00 0(O.00 0(.00 O0(.O0 O0(O0 O0(.0O0 1(166 0(.00 0(O0 1(250 O0(.00 O0(0.00 0¢(0.00
%) %) %) %) %) %) %) 7%) %) %) 0%) %) %) %)
Nocturia 0(0.00 0(0.00 0(O.00 0(.00 O0(.O0 O0(0O0 O0(.L0 0(.0O0 0(O0 OO0 1(250 O0(.00 O0(.00 0¢(0.00
%) %) %) %) %) %) %) %) %) %) 0%) %) %) %)
Oliquria 0(0.00 0(.00 0(000 O0(.0O0 O0(O0 O0(O0 O0(.00 0(.00 0(0.00 0(.00 0(.00 0(.00 0(0.00 0(0.00
X % %) %) %) %) % %) %K) %) %) k) %K) %) %)
Pollakiuria 0(0.00 0(.00 0(0.00 1(25.0 0(.00 O0(.O0 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00 0(0.00 0(0.00
%) %) %) 0%) %) %) %) %) %) %) %) %) %) %)
Polvuria 0(0.00 0(.00 0(0.00 0(0O0 O0(O0 O0(O0 0(0.00 0(.00 0(0.00 0(.00 0(.00 0(0.00 0(0.00 0(0.00
’ % %) %) %) %) % %) K %) %) k) K %) %)
Proteinuria 0(0.00 0(.00 0(00 O0(0O0 OO0 OO0 O0(.O0 0(.00 0(.00 0(.00 O0(.00 0(.00 0(.00 0(0.00
%) %) %) %) %) %) %) %) %) %) %) %) %) %)
Urinary 0(0.00 0(.00 0(0O0 O0(OO0 O0(OO0 OO0 O0(.O0 0(.00 0(.00 0(.00 O0(.00 0(.00 0(.00 0(0.00
incontinence %) %) %) %) %) %) %) %) %) %) %) %) %) %)
Urinary 0(0.00 0(.00 0(0.00 0(.00 1(25.0 O0(.00 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00 0(0.00 0(0.00
retention %) %) %) %) 0%) %) %) %) %) %) %) %) %) %)
Reproductive
system and
breast
disorders
Erectile 1(25.0 0(0.00 0(0.00 0(0.00 O0(00 O0(.00 O0(0.00 0(0.00 0(000 O0(.00 0(.00 0(.00 0(0.00 0(0.00
dysfunction 0%) %) %) %) %) %) %) %) %) %) %) %) %) %)
Vaginal 0(0.00 0(0.00 0(O.00 0(.00 O0(.O0 O0(O0 O0(.00 0(.0O0 0(O0 OO0 0(O0 O0(.00 O0(.00 O0¢(0.00
haemorrhage %) %) %) %) %) %) %) %) %) %) %) %) %) %)

Respiratory,
thoracic and
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mediastinal

disorders
Coudh 0(0.00 0(0.00 1(250 0(0.00 0(0.00 1(20.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(20.0 0/(0.00
9 %) %) 0%) %) %) %) %) %) %) %) %) %) 0%) %)
Drv throat 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(0.00 0/(0.00
g % %)% %K) %) k) %K) %K) %) %) %) %) %)
Dvsohonia 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(16.6 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0 /(0.00
ysp %) %) %) %) %) %) %) 7%) %) %) %) %) %) %)
Dvsonoea 0(0.00 1(250 0(0.00 1(250 1(25.0 1(20.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(20.0 0(0.00
ysp %) 0%) %) 0%) 0%) %) %) %) %) %) %) %) 0%) %)
Dyspnoea 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(0.00 0/(0.00
exertional %) %) %) %) %) %) %) %) %) %) %) %) %) %)
Epistaxis 0(0.00 0(0.00 0(0.00 1(250 0(0.00 0(0.00 0(0.00 1(16.6 0(0.00 1(250 0(0.00 0(0.00 0(0.00 0 (0.00
P %) %) %) 0%) %) %) %) 7%) %) 0%) %) %) %) %)
L”‘”gfi?r‘jva 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(0.00 0/(0.00
pper airway %) %) %) %) %) %) %) %) %) %) %) %) %) %)

secretion
Nasal mucosal 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(0.00 0(0.00
blistering %) %) %) %) %) %) %) %) %) %) %) %) %) %)
Oropharyngea 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(0.00 0 (0.00
| pain %) %) %) %) %) %) %) %) %) %) %) %) %) %)
Pleural 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(0.00 0/(0.00
effusion %) %) %) %) %) %) %) %) %) %) %) %) %) %)
Proumothorax 1250 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(0.00
0%) %) %) %) %) %) %) %) %) %) %) %) %) %)
Productive 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(250 1(250 0(0.00 0(0.00 0 (0.00
cough %) %) %) %) %) %) %) %) %) 0%) 0%) %) %) %)
Pulmonary 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(0.00 0 /(0.00
embolism %) %) %) %) %) %) %) %) %) %) %) %) %) %)
Rhinorthoea  ©(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(250 0(0.00 0(0.00 0(0.00
%) %) %) %) %) %) %) %) %) %) 0%) %) %) %)
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Sneezin 0(0.00 0(0.00 0(0.00 0(0.00 0¢(0.00 0(0.00 0(.00 0(0.0O0 O0(0.00 0(O.0O00 1(250 0(0.00 0(.00 0¢(0.00
9 %) %) %) %) %) %) %) %) %) %) 0%) %) %) %)
Skin and
subcutaneous
tissue
disorders
Alopecia 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(250 O0(0.00 O0(0.00 0(0.00
P %) %) %) %) %) %) %) %) %) %) 0%) %) %) %)
Dermatitis 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(000 O0(0O0 O0(.00 O0(.00 1(25.0
%) %) %) %) %) %) %) %) %) %) %) %) %) 0%)
Dermatitis 0(0.00 0(0.00 1(25.0 0(0.00 2(50.0 0(0.00 0(.00 1(166 O0(0.00 0(0.00 1(250 0(0.00 0(0.00 0¢(0.00
acneiform %) %) 0%) %) 0%) %) %) 7%) %) %) 0%) %) %) %)
Drv skin 0(0.00 0(.00 0(0O0 O0(O0 O0(OO0 1(2000 0(0.00O OO0 OO0 1(250 1(250 0(0.00 O0(0.00 0¢(0.00
ry %) %) %) %) %) %) %) %) %) 0%) 0%) %) %) %)
Ecchvmosis 0(0.00 0(0.00 0(0.00 0(0.00 0¢(0.00 0(0.00 0(.00 0(©0O0 O0(.00 0O0(OO0 O0(.O0 0(.00 0(.00 0¢(0.00
Y % %) %) k) %) %) %) %) %) k) %) % %) %)
Ervthema 1(25.0 0(0.00 1(25.0 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 1(250 1(25.0 O0(0.00 O0(0.00 0(0.00
ry 0%) %) 0%) %) %) %) %) %) %) 0%) 0%) %) %) %)
Hvoerhidrosis 0(0.00 0(0.00 0(0.00 0(0.00 1(25.0 0(0.00 0(.00 0(0O0 0.0 OO0 OO0 0(.0O0 0(.00 0¢(0.00
yp %) %) %) %) 0%) %) %) %) %) %) %) %) %) %)
Hyperkeratosi 1(25.0 0(0.00 0(0.00 0(0.00 0¢(0.00 0(0.00 0(.00 0(©0O0 0(.00 OO0 O0(O0 0(.00 0(.00 0¢(0.00
S 0%) %) %) %) %) %) %) %) %) %) %) %) %) %)
Night sweats 0(0.00 0(0.00 0(0.00 0(0.00 0¢(0.00 0(0.00 1(33.3 0(0.0O0 0(0.00 0(0.00 1(250 0(0.00 0(.00 0¢(0.00
9 %) %) %) %) %) %) 3%) %) %) %) 0%) %) %) %)
Palmar-plantar
erythrodysaest 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(33.3 0(0.O0O 0(O.00 0O(O0 O0(O0 0(.00 0(.00 0¢(0.00
hesia %) %) %) %) %) %) 3%) %) %) %) %) %) %) %)
syndrome
Papule 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(000 O0(00 O0(.00 O0(0.00 O0(0.00
P %) %) %) %) %) %) %) %) %) %) %) %) %) %)
Pruritus 0(0.00 0(0.00 1(250 1(25.0 0(0.00 1(2000 O0(0.00 0(0.00 0(.00 0(©O0 1(25.0 1(50.0 1(20.0 2(50.0
%) %) 0%) 0%) %) %) %) %) %) %) 0%) 0%) 0%) 0%)
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0(0.00 0(0.00 0(0.00 0(0.00 1(250 0(0.00 0(0.00 0(0.00 1(250 1(250 1(250 0(0.00 1(20.0 2(50.0

Rash %) %) %) %) 0%) %) %) %) 0%)  0%) 0%) %) 0%) 0%)
Rash maculo- 1(250 1(250 0(0.00 1(250 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
papular 0%)  0%) %) 0%) %) %) %) %) %) %) %) %) %) %)
Rash oruritc 0 (000 1(250 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
P %) 0%) %) %) %) %) %) %) %) %) %) %) %) %)
Skinburning  0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(33.3 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0/(0.00
sensation %) %) %) %) %) %) 3%) %) %) %) %) %) %) %)
ﬁki:‘erimem 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(0.00 0/(0.00
aggn P9 %) %) %) %) %) %) %) %) %) %) %) %) %) %)
Skin lesion 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(0.00 1(25.0
%) %) %) %) %) %) %) %) %) %) %) %) %) 0%)
SKin mass 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(0.00 0/(0.00
%) %) %) %) %) %) %) %) %) %) %) %) %) %)
Urticaria 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(166 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(25.0
%) %) %) %) %) %) %) 7%) %) %) %) %) %) 0%)
Vascular
disorders
Deep vein 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(25.0 0(0.00 0(0.00 0(0.00 0(0.00 0/(0.00
thrombosis %) %) %) %) %) %) %) %) 0%) %) %) %) %) %)
Embolism 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(0.00 0/(0.00
%) %) %) %) %) %) %) %) %) %) %) %) %) %)
Hot flush 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(0.00 0/(0.00
%) %) %) %) %) %) %) %) %) %) %) %) %) %)
. 0(0.00 0(0.00 0(0.00 1(250 0(0.00 0(0.00 1(333 0(0.00 1(250 1(250 1(25.0 0(0.00 0(0.00 0(0.00
Hypertension
%) %) %) 0%) %) %) 3%) %) 0%)  0%) 0%) %) %) %)
Hvootension 0 (000 0(0.00 1(250 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 2(40.0 0(0.00
yp %) %) 0%) %) %) %) %) %) %) %) %) %) 0%) %)
Thrombosis 0 (000 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(0.00
%) %) %) %) %) %) %) %) %) %) %) %) %) %)
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Conclusion:

The study was terminated early due to strategic reasons related to the program, and not because of any safety concern. The RD was
not declared for any of the treatment arms.

The safety profile was well characterized in all treatment arms evaluated in this study. Overall, the doses and combinations explored
were manageable and no potential safety concerns were identified.

The PK of each combination therapy was generally consistent with those observed for the individual drugs, with no clear evidence of
pharmacokinetic drug-drug interactions involving DRB436 when combined with other treatment partners. However, these findings
should be interpreted cautiously due to the limited data available.

Modest antitumor effect was demonstrated in all treatment arms evaluated in the study, however, due to limited data, no definitive
conclusion could be drawn on efficacy for any of the individual treatment arms.

Date of Clinical Trial Report
23-Jun-2025
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