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Sponsor
Novartis Pharmaceuticals
Generic Drug Name

WVT078 and WHG626

Trial Indication(s)

Relapsed and/or refractory multiple myeloma

Protocol Number
CWVTO078A12101

Protocol Title

A Phase |, open-label, multicenter, study of WVTO078 in subjects with relapsed and/or refractory multiple myeloma

Clinical Trial Phase
Phase 1

Phase of Drug Development

Phase |

Study Start/End Dates

Study Start Date: December 05, 2019 (Actual)
Primary Completion Date: December 02, 2024 (Actual)
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Study Completion Date: December 02, 2024 (Actual)

Reason for Termination (If applicable)

Enrollment to WVTO078 single agent of this study was halted on 18-Oct-2021 and enrollment to WVT078 + WHG626
combination arm of this study was halted on 15-Mar-2023; in both cases, enrolment halt was due to business reasons and
the decision was not based on any safety or tolerability concerns.

Due to the enroliment halt of both arms, the dose expansion part of the study was not initiated.

Study Design/Methodology

This was a first-in-human, phase |, multicenter, open-label study to determine the safety and tolerability of WVT078 alone
and in combination with WHG626 in participants with multiple myeloma (MM). Eligible participants had received two or more
standard of care (SoC) lines of therapy including an immunomodulatory drug (IMiD) (e.g. lenalidomide or pomalidomide), a
proteasome inhibitor (e.g. bortezomib, carfilzomib), and an anti-CD38 agent (e.g. daratumumab) (if available). Participants
were required to be relapsed and/or refractory to, or intolerant of, each regimen, with documented disease progression
according to International Myeloma Working Group (IMWG) criteria, and not eligible for other regimens known to provide
clinical benefit, as determined by the investigator.

This study consisted of a dose-escalation part with two treatment arms (Arms A and B), each followed by an expansion
part.

During dose escalation, participants with relapsed and/or refractory MM (r/r MM) were treated with single agent WVT078
(Arm A) or WVTO078 in combination with WHG626 (Arm B) until the maximum tolerated dose/recommended dose (MTD/RD)
of each was reached. The dose escalation was guided by an adaptive Bayesian logistic regression model (BLRM) for Arm
A and Arm B following the escalation with overdose control (EWQOC) principle.

Once the MTD(s)/RD(s) was determined in each escalation part, additional participants were to be enrolled in the expansion
part in order to further characterize the pharmacokinetics (PK), pharmacodynamics (PD), and safety profile of the study
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drugs, and to assess the preliminary anti-tumor activity of WVTO078 as a single agent and in combination with WHGG626.
However, the dose expansion was not explored following the enroliment halts to both treatment arms for business reasons.

Centers
12 centers in 8 countries: United States(3), Germany(2), Spain(2), Israel(1), Japan(1), Italy(1), Australia(1), Norway(1)

Objectives:

The primary objective of the trial was to characterize the safety, tolerability, and determine recommended dose regimen(s)
of single agent WVT078, and WVTO078 in combination with WHG626 in subjects with relapsed and/or refractory multiple
myeloma.

The secondary objectives were:

e Assess preliminary anti-MM response of single agent WVT078, and WVT078 in combination with WHG626 in subjects
with relapsed and/or refractory MM.

e Characterize pharmacokinetics and immunogenicity of single agent WVT078, WVTO078 in combination with WHG626,
and the pharmacokinetics of GWQ573 (the active metabolite of WHG626), in subjects with relapsed and/or refractory
MM. Assess the immunogenicity of WVTO078.

Test Product (s), Dose(s), and Mode(s) of Administration
For this study, the term “investigational drug” and “study treatment” refer to WVTO078 and/or WHG626.

¢ WVTO078 was administered as a 2-hour intravenous (i.v.) infusion, once per week (QW) on a continuous schedule.
¢ WHG626 was administered orally as capsules, following a 2 days on/5 days off weekly dosing schedule.

In Arm A (single agent arm), WVTO078 was administered at dose levels ranging from 3 mcg/kg to 250 mcg/kg.
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In Arm B (combination arm), WVTO078 was administered at dose levels ranging from 12 mcg/kg to 48 mcg/kg, and WHG626
was given at either 2 mg or 4 mg.

The study treatment period began on Cycle 1 Day 1, with each cycle lasting 28 days.

Study treatment continued until a patient experienced unacceptable toxicity, progressive disease as per IMWG or treatment
was discontinued at the discretion of the investigator or the patient.

Statistical Methods
Primary endpoint:

The primary endpoints defined to evaluate the safety of WVT078 and WVTO078 in combination with WHG626 were incidence
and severity of adverse events (AEs) and serious adverse events (SAEs), including changes in laboratory values, vital
signs, ECGs and cytokine release syndrome (CRS)/immune-mediated reactions. Tolerability was evaluated in terms of dose
interruptions, dose reductions, and dose discontinuations. ldentification of recommended dose would be evaluated by
incidence of dose limiting toxicities (DLTs) in Cycle 1.

Secondary endpoints:

The secondary efficacy endpoints used to assess the preliminary anti-tumor activity of WVT078 or WVTO078 in combination
with WHG626 are Best overall response (BOR), Progression free survival (PFS), and Duration of response (DOR) as per
International Multiple Myeloma Working Group (IMWG) criteria.

The secondary PK endpoints used to characterize pharmacokinetics (PK) and immunogenicity of WVTO078 or WVTO078 in
combination with WHG626 are serum concentration of WVT078, plasma concentration of WHG626 and GWQ573, and PK
parameters (e.g., AUC, Cmax, Cmin, Tmax, T1/2 (half-life)), concentration vs. time profiles, and presence and/or titre of
anti-WVTO078 antibodies.
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Study Population: Key Inclusion/Exclusion Criteria

Inclusion Criteria:

Subjects with relapsed and/or refractory MM who have received two or more standard of care regimens including an

IMID, proteasome inhibitor, and an anti-CD38 agent (if available)

Exclusion Criteria:

Plasma cell leukemia and other plasmacytoid disorders, other than MM

Prior use of BCMAXCD3 bispecific therapies

Use of systemic chronic steroid therapy (>or= 10mg/day prednisone or equivalent) or any immunosuppressive therapy
within 7 days of first dose of study treatment

Malignant disease other than being treated on this study

Active known or suspected autoimmune disease

Impaired cardiac function or clinically significant cardiac disease

Treatment with cytotoxic or small molecule antineoplastics or any experimental therapy within 14 days or 5 half-lives
whichever is shorter

Active central nervous system involvement by malignancy or presence of symptomatic CNS metasteses
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Participant Flow Table

Overall Study

WVT078 WVT078 WVT078 WVTO078
WVT0 WVT0 WVT07 WVT07 WVT07 WVT07 WVT07 WVT07 WVT07 12mcg/k 24mcg/k 48mcg/k 48mcglk
78 78 8 8 8 8 8 8 8 g+ g+ g+ g+
3mcg/ 6mceg/ 12mcg/ 24mcg/ 48mcg/ 64mcg/ 96mcecg/ 192mcg 250mcg WHG62 WHG62 WHG62 WHG62 Tot
kg kg kg kg kg kg kg kg kg 6 2mg 6 2mg 6 2mg 6 4mg al
Arm B: Arm B: Arm B: Arm B:
WVT078 WVT078 WVT078 WVTO078
12 24 48 48
Arm Arm . . . . . . . mcg/kg mcg/kg mcg/kg mcg/kg
Arm/Grou A A ArmA:  ArmA:  ArmA: ArmA: ArmA: Arm A: Arm A: Qw in Qwin Qw in Qwin
WVT07  WVTO7 WVT07 WVTO7 WVT07 WVTO07  WVTO7 . . h .
p WVTO WVTO combina combina combina combina
_ 812 824 848 8 64 8 96 8 192 8 250 : . . . A . . .
Descripti 783 786 - mea/k mealk _—— mea/k mea/k mecark tionwith  tionwith  tion with  tion with
on meg/k  meglk Qg\’N 9 Q%V 9 QQ\’N 9 Q?N 9 QQ\’N 9 QQ\’N 9 Q?N 9 WHG62 WHG62 WHG62 WHG62
gQW gQw 62mg2 62mg2 62mg2 64mg2
days days days days
on/5 on/5 on/5 on/5
days off daysoff daysoff days off
Started 1 2 2 2 4 1 3 14 4 5 4 10 4 56
g°mp'ete 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Not
Complete 1 2 2 2 4 1 3 14 4 5 4 10 4 56
d*
pdverse g 0 0 0 0 0 0 1 1 0 0 2 0 4
vent
Physicia
B . 0 0 0 0 0 0 0 1 0 0 0 0 0 1
ecisio
n
Progres
sive 1 2 2 2 4 1 3 12 3 5 4 6 2 47
Disease
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Study
Termina
ted by
Sponsor

Guardia
n
Decisio

n

* Not completed refers to treatment discontinuation. The reasons for discontinuation are listed below.

Baseline Characteristics

WVT078 WVT078 WVT078 WVTO078
e 0 e 0 W"g°7 wr 07 wI 07 wI 07 wI 07 \WwvTo78 WVT078 12mcglk 24mcglk 48mcglk  48mcglk Tot
3mcg/ 6mcecg/ 12mcg/ 24mcg/ 48mcg/ 64mcg/ 96mcg/ 192meg  250mcg g+ g+ g+ g+ al
k K k K K k k kg kg WHG62 WHG62 WHG62 WHG62
9 9 9 9 9 g 9 6 2mg 6 2mg 6 2mg 6 4mg
Arm B: Arm B: Arm B: Arm B:
WVT078 WVT078 WVT078 WVTO078
12 24 48 48
ArmA: ArmA: ArmA: ArmA: ArmA: AmA: ArmA: Arm A: Arm A: mcg/ll<g mcg/!(g mcg/lfg meg/ i.(g
ArmiGro  \\\To o WVTO WVTO7  WVTO7  WVTO7  WVTO7  WVTO7  WVTO78  WVTO78 Qv‘é.'” QVL’).'” QV\t’).'” QV\t’).'”
u 783 786 812 824 848 864 896 192 o50 ~ combinat  combinat - combinat - combinat
Descripti mcg/k mcg/k mcg/kg mcg/kg mcg/kg mcg/lkg  mcg/kg  mcg/kg mcg/kg fon with fon with fon with lon with
on Qw Qw Qw Qw Qw Qw Qw Qw Qw WHG62 WHG62 WHG62 WHG62
9 9 62mg2 62mg2 62mg2 64mg2
days days days days
on/5 on/5 on/5 on/5
days off daysoff daysoff days off
Number
of
Participa
nts 1 2 2 2 4 1 3 14 4 5 4 10 4 56
[units:
participa
nts]
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Baseline
Analysis
Populatio
n
Descriptio
n

Age Continuous

(units: years)

Analysis Population Type: Participants
Median (Full Range)

66.0 64.5 65.5 60.0 60.5 64.0 57.0 65.5 68.5 67.0 56.5 66.0 59.0
(66to (63 to (63 to (54 to (55 to (64 to (50 to (50 to (58 to (64 to (49 to (54 to (55 to NAI
66) 66) 68) 66) 71) 64) 64) 75) 71) 76) 64) 76) 69)
Age, Customized
(units: participants)
Analysis Population Type: Participants
Count of Participants (Not Applicable)
18 -
<65 0 1 1 1 3 1 3 7 1 1 4 5 3 31
years
65 -
<85 1 1 1 1 1 0 0 7 3 4 0 5 1 25
years
Sex: Female, Male
(units: participants)
Analysis Population Type: Participants
Count of Participants (Not Applicable)
Female 1 1 0 1 2 1 0 6 2 3 1 3 3 24
Male 0 1 2 1 2 0 3 8 2 2 3 7 1 32
Race/Ethnicity, Customized
(units: participants)
Analysis Population Type: Participants
Count of Participants (Not Applicable)
Asian 1 0 0 0 2 0 0 0 0 0 0 0 0 3
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Black

or

African 0 0 0 1 0 0 0 0 0 0 0 1 0 2
Americ

an

White 0 2 2 1 2 1 3 14 4 5 4 9 4 51

Primary Outcome Resul{(s)

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

Description A DLT is defined as an adverse event or abnormal laboratory value of Common Terminology Criteria for Adverse Events (CTCAE) grade = 3
where the relationship to single agent WVT078 or WVT078 in combination with WHG626 cannot be ruled out, and is not clearly related solely
to disease progression or inter-current iliness, that occurs within the first cycle of study treatment (28 days) and meets the criteria defined in
the study protocol. Other clinically significant toxicities may be considered to be DLTs, even if not CTCAE grade 3 or higher.

Time Frame First cycle of treatment (28 days)

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

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

Description

WVT07 WVT07 WVTO07 WVTO07
WVT07 WVT07 WVT07 WVT07 WVT07 WVT07 WVT07 WVT07 WVTO7 8 8 8 8
8 8 8 8 8 8 8 8 8 12mcg/ 24mcg/ 48mcg/ 48mcg/
3mcg/lk 6mcg/lk 12mcg/ 24mcg/ 48mcg/ 64mcg/ 96mcg/ 192mcg 250mcg kg + kg + kg + kg +
g g kg kg kg kg kg kg kg WHG62 WHG62 WHG62 WHG62
6 2mg 6 2mg 6 2mg 6 4mg
Arm B: Arm B: Arm B: Arm B:
Arm/Grou Arm A: Arm A: Arm A: Arm A: Arm A: Arm A: Arm A: Arm A: Arm A: Wg/gw Wg/;—£7 WQ/I§7 qug7
WVTO7  WVTO7  WVTO7  WVTO7  WVTO07  WVTO7  WVTO7  WVT07  WVTO7
Bescriptio 83 86 812 824 848 864 896 8192 8250 ”(")‘\5/%/ kg ”(")‘\5/9\3/ kg ”(")‘\3/%/ kg ’g‘\?/g/"_‘g
n mcglkg  mcglkg  mcg/kg  meglkg meg/kg meglkg mcglkg meglkg  mcglkg n n n n
Qw Qw Qw Qw Qw Qw Qw Qw Qw  combina combina - combina  combina
tion with  tion with  tion with  tion with
WHG62 WHG62 WHG62 WHG62
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62 mg 62 mg 62 mg 6 4 mg
2 days 2 days 2 days 2 days
on/5 on/5 on/5 on/5
days off daysoff daysoff days off
Number of
Participant
s Analyzed 2 1 2 4 1 3 12 3 3 4 9 4
[units:
participant
s]
Number of
participant
;wﬂh Count Count Count Count Count Count Count Count Count Count Count Count Count
ose-
Limitin of of of of of of of of of of of of of
Toxicitiges Particip Particip Particip Particip Particip Particip Particip Particip Particip Particip Particip Particip Particip
. ants ants ants ants ants ants ants ants ants ants ants ants ants
(DLTs) in
the first (Percen (Percen (Percen (Percen (Percen (Percen (Percen (Percen (Percen (Percen (Percen (Percen (Percen
cycle
(units: tage) tage) tage) tage) tage) tage) tage) tage) tage) tage) tage) tage) tage)
participants
)
At least 0 0 0 0 0 1 0 1 0 0 1 2 2
one DLT (%) (%) (%) (%) (%) (100%) (%) (8.33%) (%) (%) (25%)  (22.22%) (50%)
%l’;‘;ks';‘e 0 0 0 0 0 0 0 1 0 0 0 0 0
syndrome (%) (%) (%) (%) (%) (%) (%) (8.33%) (%) (%) (%) (%) (%)

. 0 0 0 0 0 1 0 0 0 0 1 0 0
Pneumonia o) (%) (%) (%) (%) (100%) (%) (%) (%) (%) (25%) (%) (%)
Aspartate
aminotransf 0 0 0 0 0 0 0 0 0 0 0 2 0
erase (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (22.22%) (%)
increased
Thrombocy 0 0 0 0 0 0 0 0 0 0 0 1 1
topenia (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (11.11%) (25%)
Alanine 0 0 0 0 0 0 0 0 0 0 0 1 0
aminotransf (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (11.11%) (%)
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erase

increased

Lipase 0 0 0 0 0 0 0 0 0 0 0 0 1

increased (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (25%)

Neutropeni 0 0 0 0 0 0 0 0 0 0 1 0 0

a (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (25%) (%) (%)

Pneumoco 0 0 0 0 0 0 0 0 0 0 0 0 1

ccal sepsis (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (25%)
. 0 0 0 0 0 0 0 0 0 0 0 0 1

Tumor pain (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (25%)

Number of p

Description

Time Frame

Analysis
Population
Description

articipants with AEs and SAEs during the on-treatment period

Number of participants with AEs (any adverse events regardless of seriousness) and serious adverse events (SAEs), including changes in
physical exams, electrocardiograms and laboratory results qualifying and reported as AEs. AE grades to characterize the severity of 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.

Up to 45 months (median 2.4 months) in Arm A, and up to 29.1 months (median 3.8 months) in Arm B.

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

WVT078 WVT078 WVT078 WVT078
WVT078 WVT078 WVT078 WVT078 WVT078 WVT078 WVT078 WVT078 WVT078 12mcg/ 24mcg/ 48mcg/ 48mcg/
3mcg/lk 6meg/lk 12mcg/ 24mcg/ 48mcg/ 64mcg/ 96mcg/ 192mcg 250mcg kg + kg + kg + kg +
g g kg kg kg kg kg kg kg WHG62 WHG62 WHG62 WHG62
6 2mg 6 2mg 6 2mg 6 4mg
Arm B: Arm B: Arm B: Arm B:
Arm/Gr Arm A: Arm A: Arm A: Arm A: Arm A: Arm A: Arm A: Arm A: Arm A: WVT078 WVT078 WVT078 WVT078
oup WVT078 WVT078 WVT078 WVT078 WVT078 WVT078 WVT078 WVT078 WVTO078 12 24 48 48
Descrip 3 6 12 24 48 64 96 192 250 mcg/kg mcg/kg mcg/kg mcg/kg
tion mcg/kg mcg/kg mcg/kg mcg/kg mcg/kg mcg/kg mcg/kg mcg/kg mcg/kg QW in QW in QW in QW in
Qw Qw Qw Qw Qw Qw Qw Qw Qw combina combina combina combina
tion with  tion with  tion with  tion with
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WHG62 WHG62 WHG62 WHG62
62mg2 62mg2 62mg2 64mg2
days days days days
on/5 on/5 on/5 on/5
days off daysoff daysoff days off
Number
of
Particip
ants
Analyze 14 5 4 10 4
d
[units:
particip
ants]
Number
of
particip
ants
VAVE: Count Count Count Count Count
and of of of of of
SAEs Particip Particip Particip Particip  Particip
during ants ants ants ants ants
:I::a?r:; (Percen (Percen (Percen (Percen (Percen
nt tage) tage) tage) tage) tage)
period
(units:
participa
nts)
14 5 4 10 4
AEs (100%) (100%) (100%) (100%) (100%)
Treatme
nt- 13 4 4 9 4
related (92.86%) (80%) (100%) (90%) (100%)
AEs
et E A A
3 (92.86%) (100%) (100%) (80%) (100%)
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Treatme

nt-

related 0 0 1 0 2 1 2 9 4 2 3 7 4

AEs with (%) (%) (50%) (%) (50%) (100%) (66.67%) (64.29%) (100%) (40%) (75%) (70%) (100%)

grade>=

3

SAEs 0 0 2 2 0 1 0 10 4 2 4 7 4
(%) (%) (100%) (100%) (%) (100%) (%) (71.43%) (100%) (40%) (100%) (70%) (100%)

Treatme

nt- 0 0 0 1 0 1 0 8 2 1 4 5 1

related (%) (%) (%) (50%) (%) (100%) (%) (57.14%) (50%) (20%) (100%) (50%) (25%)

SAEs

Fatal 0 0 0 0 0 0 0 0 0 0 0 1 0

SAEs (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (10%) (%)

Treatme

nt-

related 0 b b 0 0 b 0 b b 0 b 0 0

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

SAEs

Number of Participants with dose reductions, interruptions, and discontinuations of WVT078

Description

Time Frame

Analysis
Population
Description

Number of participants who experienced at least one dose reduction or interruption of WVT078, as well as those who permanently
discontinued treatment. Permanent discontinuations are recorded in two categories: those due to adverse events (AEs) and those due to any
reason, including AEs. Dose adjustments were permitted for participants who did not tolerate the protocol-specified dosing schedule.

Up to 44 months (median 1.4 months) in Arm A, and up to 28.1 months (median 2.8 months) in Arm B.

All participants who received at least one dose of WVTO078.

WVTO07 WVT07 WVT07 WVT07 WVT07 WVT07 WVT07 WVTO07 WVTO07 WwWvT07 WVT07 WVTO07 WVTO7

8 8 8 8 8 8 8 8 8 8 8 8 8
3mcg/k 6meglk  12mcg/  24mcg/ 48mcg/ 64mcg/ 96mceg/ 192mcg 250mcg  12mcg/ 24mcg/ 48mcg/  48mcg/
g g kg kg kg kg kg kg kg kg + kg + kg + kg +
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WHG62 WHG62 WHG62 WHG62
6 2mg 6 2mg 6 2mg 6 4mg
Arm B: Arm B: Arm B: Arm B:
WVTO7  WVTO7  WVT07  WVTO07
812 824 848 848
Arm A: Arm A: Arm A: Arm A: Arm A: Arm A: Arm A: Arm A: Arm A: mcg/l_«g mcg/lfg mag/ i.(g mog/ I_<g
‘;‘"“’ GroU wvTo7  WVTO7  WVTO7  WVTO7  WVTO7  WVTO7  WvTo7  wvroz  wvroy  Wn o Quiin o Qiin o AWn
e 83 86 812 824 848 8 64 8 96 8 192 8 250 . . : . A . . .
Descriptio mcg/kg mcg/kg mcg/kg mcg/kg mcg/kg mcg/kg mcg/kg mcg/kg mcg/kg tion with  tion with  tion with  tion with
n aw Qw aw aw aw aw Qw aw aw WHG62 WHG62 WHG62 WHG62
62 mg 6 2 mg 62mg 64 mg
2 days 2 days 2 days 2 days
on/5 on/5 on/5 on/5
days off days off daysoff days off
Number of
Participan
ts
Analyzed 1 2 2 2 4 1 3 14 4 5 4 10 4
[units:
participan
ts]
Number of
Participan
ts with
dose . Count Count Count Count Count Count Count Count Count Count Count Count Count
reduction
A of ~ of o of . of o of . of . of  of  of o o of of o of
> . Particip Particip Particip Particip Particip Particip Particip Particip Particip Particip Particip Particip Particip
interruptio
ns, and ants ants ants ants ants ants ants ants ants ants ants ants ants
g:is::sngpu (Percen (Percen (Percen (Percen (Percen (Percen (Percen (Percen (Percen (Percen (Percen (Percen (Percen
WVT078 tage) tage) tage) tage) tage) tage) tage) tage) tage) tage) tage) tage) tage)
(units:
participant
s)
At least 0 0 0 1 1 1 1 6 3 1 0 5 4
one dose (%) (%) (%) (50%) (25%) (100%)  (33.33%) (42.86%)  (75%) (20%) (%) (50%) (100%)
reduction
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or
interruption

ﬁ;fj;; . 0 0 0 0 1 0 2 2 0 0 3 2
reduction (%) (%) (%) (%) (@5%)  (100%) (%) (1429%)  (50%) (%) (%) (30%)  (50%)
onedose O 0 0 1 : | 5 3 : 0 5 4
interruption (%) (%) (%) (50%) (25%) (33.33%) (35.71%) (75%) (20%) (%) (50%) (100%)
Permanent

discontinua 0 0 0 0 0 0 1 1 0 0 2 0
tion due to (%) (%) (%) (%) (%) (%) (7.14%) (25%) (%) (%) (20%) (%)
AE

Permanent

discontinua 1 2 2 2 4 3 14 4 5 4 10 4
tion due to (100%) (100%) (100%) (100%) (100%) (100%) (100%) (100%) (100%) (100%) (100%) (100%) (100%)
any reason

Number of Participants with dose reductions, interruptions, and discontinuations of WHG626

Description

Number of participants who experienced at least one dose reduction or interruption of WHG626, as well as those who permanently

discontinued treatment. Permanent discontinuations are recorded in two categories: those due to adverse events (AEs) and those due to any
reason, including AEs. Dose adjustments were permitted for participants who did not tolerate the protocol-specified dosing schedule.

Time Frame

Analysis
Population
Description

Up to 28.1 months (median 2.8 months)

All participants who received at least one dose of WHG626.

WVTO078 12mcg/kg +

WVTO078 24mcg/kg +

WVT078 48mcg/kg +

WVTO078 48mcg/kg +

Arm/Group Description

WHG626 2mg WHG626 2mg WHG626 2mg WHG626 4mg
Arm B: WVTO078 12 Arm B: WVTO078 24 Arm B: WVTO078 48 Arm B: WVTO078 48
mcg/kg QW in mcg/kg QW in mcg/kg QW in mcg/kg QW in

combination with
WHG626 2 mg 2 days
on/5 days off

combination with
WHG626 2 mg 2 days
on/5 days off

combination with
WHG626 2 mg 2 days
on/5 days off

combination with
WHG626 4 mg 2 days
on/5 days off
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Number of Participants Analyzed [units:

participants] 5 4 10 4
Number of Participants with dose
reductions, interruptions, and Count of Participants Count of Participants Count of Participants Count of Participants
discontinuations of WHG626 (Percentage) (Percentage) (Percentage) (Percentage)
(units: participants)
. . . 2 1 6 4
At least one dose reduction or interruption (40%) (25%) (60%) (100%)
. 0 0 1 4
At least one dose reduction (%) (%) (10%) (100%)
. . 2 1 6 4
At least one dose interruption (40%) (25%) (60%) (100%)
Permanent discontinuation due to AE (090) (02)) (3(:)3%) (80)
. . . 5 4 10 4
Permanent discontinuation due to any reason (100%) (100%) (100%) (100%)

Secondary Outcome Result(s)
Best Overall Response (BOR) per IMWG criteria

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 International Multiple Myeloma Working Group (IMWG) criteria.

Time Frame Up to 44 months (median 1.4 months) in Arm A, and up to 28.1 months (median 2.8 months) in Arm B.
Analysis All participants who received at least one dose of study treatment.

Population

Description

WVT078 WVT078 WVT078 WVT078 WVT078 WVT078 WVT078 WVT078 WVT078 WwWvVT078 WVT078 WVT078 WVTO078
3mcglk 6mceglk 12mcg/ 24mcg/ 48mcg/ 64mcg/ 96mcg/ 192mcg 250mcg  12mcg/ 24mcg/ 48mcg/  48mcg/
g g kg kg kg kg kg kg kg kg + kg + kg + kg +
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WHG62 WHG62 WHG62 WHG62
6 2mg 6 2mg 6 2mg 6 4mg
Arm B: Arm B: Arm B: Arm B:
WVT078 WVT078 WVT078 WVTO078
12 24 48 48
. . . . ) . . ) . mcg/kg mcg/kg mcg/kg mcg/kg
Arm A: Arm A: Arm A: Arm A: Arm A: Arm A: Arm A: Arm A: Arm A: . . ) )
ArmiGr  \\wTo78 WVTO78 WVTO78 WVTO78 WVTO78 WVTO78 WVTO78 WvTo78 wyTozg QWin - QWin - QWin — QWin
oup 3 6 12 24 48 64 %6 192 250 combina combina combina combina
Descrip meca/k mca/k meark —— mca/k mealk — mealk mea/k tion with  tion with  tion with  tion with
tion QQ\’N 9 Qﬂ’N 9 QQ\’N 9 Q%/v 9 Qﬂ’N 9 QQ\’N 9 Qﬂ’N 9 QQ\JN 9 QQ\’N 9 WHG62 WHGE2 WHG62 WHG62
62mg2 62mg2 62mg2 64mg2
days days days days
on/5 on/5 on/5 on/5
days off days off daysoff days off
Number
of
Particip
ants
Analyze 1 2 2 2 4 1 3 14 4 5 4 10 4
d
[units:
particip
ants]
Best
Overall
Respon Count Count Count Count Count Count Count Count Count Count Count Count Count
se of of of of of of of of of of of of of
(BOR) Particip Particip Particip Particip Particip Particip Particip Particip Particip Particip Particip Particip Particip
per ants ants ants ants ants ants ants ants ants ants ants ants ants
IMWG
criteria (Percen (Percen (Percen (Percen (Percen (Percen (Percen (Percen (Percen (Percen (Percen (Percen (Percen
(units: tage) tage) tage) tage) tage) tage) tage) tage) tage) tage) tage) tage) tage)
participa
nts)
Stringen
tc ot 0 0 0 0 0 0 1 0 0 0 0 1 1
. omple (%) (%) (%) (%) (%) (%) (33.33%) (%) (%) (%) (%) (10%) (25%)
Respon
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se

(sCR)

Complet

e 0 0 0 0 1 0 0 0 2 0 0 2 1
Respon (%) (%) (%) (%) (25%) (%) (%) (%) (50%) (%) (%) (20%) (25%)
se (CR)

Very

Good

Partial 0 0 0 0 0 0 0 2 0 0 0 1 1
Respon (%) (%) (%) (%) (%) (%) (%) (14.29%) (%) (%) (%) (10%) (25%)
se

(VGPR)

gae;t?o' . 0 0 0 0 1 1 0 0 1 1 0 3 0
oo (OR) (%) (%) (%) (%) (25%)  (100%) (%) (%) (25%) (20%) (%) (30%) (%)
'\R"(';'m: 0 0 0 0 0 0 0 0 0 0 1 1 0
se (MR) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (25%) (10%) (%)
ngg; . 0 0 0 1 1 0 0 5 0 0 1 0 1
(D) (%) (%) (%) (50%) (25%) (%) (%) (35.71%) (%) (%) (25%) (%) (25%)
Progres

sive 1 1 0 1 1 0 1 5 1 1 1 1 0
Disease  (100%)  (50%) (%) (50%) (25%) (%) (33.33%) (35.71%)  (25%) (20%) (25%) (10%) (%)
(PD)

Unknow 0 1 2 0 0 0 1 2 0 3 1 1 0

n (UNK) (%) (50%)  (100%) (%) (%) (%) (33.33%)  (14.29%) (%) (60%) (25%) (10%) (%)

Duration of Response (DOR) per IMWG criteria

Description

Time Frame

DOR applies only to participants with a BOR of sCR, CR, VGPR or PR as assessed by IMWG. It is defined as the time from the date of first
documented disease response (sCR, CR, VGPR or PR) to the date of first documented progression as assessed by IMWG or death due to

multiple myeloma. If a participants did not have an event, duration of overall response was censored at the date of the last adequate
assessment.

Up to approximately 47 months (median 4.4 months) in Arm A, and up to approximately 32 months (median 5.8 months) in Arm B.
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Analysis All participants who received at least one dose of study treatment and achieved sCR, CR, VGPR or PR per IMWG criteria.
Population
Description
WVT WVT078 WVT078 WVT078 WVT078
W.\/STO W;ISTO WV8T07 WV8T07 8 07 WV8T07 WV8T07 WVT078 WVT078 12mcg/k 24mcg/k 48mcg/k 48mcglk
192mcg/ 250mcg/ g+ g+ g+ g+
3n|:cg/ 6n|:cgl 12:109/ 24|I;ncg/ 48:1cgl 64r|:109/ 96:1cg/ kg kg WHG626 WHG626 WHG626 WHG626
9 g g 9 9 g 9 2mg 2mg 2mg 4mg
Arm B: Arm B: Arm B: Arm B:
WVT078 WVT078 WVT078 WVTO078
12 24 48 48
. . . . . . ) . . mcg/kg mcg/kg mcg/kg mcg/kg
ArmA:  ArmA:  ArmA: Arm A: Arm A: Arm A: Arm A: Arm A: Arm A: . . . .
ArmiGrou  \\wTo  WvTO  WVTO7 WVTO7 WVTO7  WVTO7  WVTO7 WVTO78 WVTO78 CO%VQ)’i:;ﬁ COQmVE)’"':;ﬁ C()Qn:’t\)’i:;ti Cocfnvt\)’igti
P I 783 786 812 824 848 8 64 8 96 192 250 : . . .
Eﬁsc"pt' mcg/kg mcg/kg mcg/kg mcg/kg mcg/kg mcg/kg  mceg/kg mcg/kg mcg/kg V\?I:éngG VSIZ(VBVEI;SG V\?Ir-]léngG V\?I:évflitgG
Qw Qw Qw Qw Qw Qw Qw Qw Qw 2 mg 2 2mg 2 2mg 2 4mg 2
days days days days
on/5 on/5 on/5 on/5
days off days off days off days off
Number
of
Participa
nts
Analyzed 0 0 0 0 2 1 1 2 3 1 0 7 3
[units:
participan
ts]
Duration
of . .
Response Media  Media . . . . . . . . . . .
(DOR) per n n Median Median Median Median Median Median Median Median Median Median Median
IMWG P (Full (Full (Full (Full (Full (Full (Full (Full (Full (Full (Full (Full (Full
criteria Range Range Range) Range) Range) Range) Range) Range) Range) Range) Range) Range) Range)
(units: ) )
months)
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26.1 7.4 12.7 11.2 20.5 15.2
(70to (7T4to (127t0 (104to  (41to (15210
45.1) 7.4) 12.7) 12.1) 39.4) 15.2)

Progression-Free Survival (PFS) per IMWG criteria

Description

Time Frame

Analysis
Population
Description

6.9
(1.0to
32.8)

20.4
(9.2 to
21.2)

PFS was based on local review of tumor assessments, using IMWG criteria. PFS is defined as the time from the date of start of treatment to
the date of the first documented progression as assessed using IMWG Criteria or death due to any cause. In case a participant did not have
progression or death prior to data cutoff, PFS was censored at the date of the last adequate assessment on or prior to the earliest censoring

event. PFS was analyzed using the Kaplan-Meier method in groups with at least 10 patients treated.

Up to approximately 47 months (median 4.4 months) in Arm A, and up to approximately 32 months (median 5.8 months) in Arm B.

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

WVT078 WVT078 WVT078 WVTO078
WVT078 WVT078 WVT078 WVT078 WVT078 WVT078 WVT078 WVT078 WVT078 12mcg/ 24mcg/ 48mcg/ 48mcg/
3mcg/k 6mecg/k 12mcg/ 24mcg/ 48mcg/ 64mcg/ 96mceg/ 192mcg 250mcg kg + kg + kg + kg +
g g kg kg kg kg kg kg kg WHG62 WHG62 WHG62 WHG62
6 2mg 6 2mg 6 2mg 6 4mg
Arm B: Arm B: Arm B: Arm B:
WVT078 WVT078 WVT078 WVTO078
12 24 48 48
Arm A: Arm A: Arm A: Arm A: Arm A: Arm A: Arm A: Arm A: Arm A: mcg/ll<g mag/ I.<g mcg/ll<g mog/ !(g
ArmiGro \\\To78 WVTO78 WVTO78 WVTO78 WVTO78 WVTO78 WVTO78 WvTOo78 wyTozg QWin - QWin - QWin — QWin
up 3 6 12 24 48 64 96 192 o50 ~ Combina - combina - combina - combina
Descripti meglkg meg/kg meg/kg meglkg meglkg meg/kg meglkg meglkg mcg/kg tion with  tion with  tion with  tion with
on aw QW aw aw aw aw QW aw aw WHG62 WHG62 WHG62 WHG62
62mg2 62mg2 62mg2 64mg2
days days days days
on/5 on/5 on/5 on/5
days off days off daysoff days off
Number
of L. 1 2 2 2 4 1 3 14 4 5 4 10 4
Participa
nts
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Analyzed
[units:
participa
nts]
Progress
ion-Free
Survival Median Median Median Median Median Median Median Median Median Median Median Median Median
(PFS) (95% (95% (95% (95% (95% (95% (95% (95% (95% (95% (95% (95% (95%
per Confide Confide Confide Confide Confide Confide Confide Confide Confide Confide Confide Confide Confide
IMWG nce nce nce nce nce nce nce nce nce nce nce nce nce
criteria Interval) Interval) Interval) Interval) Interval) Interval) Interval) Interval) Interval) Interval) Interval) Interval) Interval)
(units:
months)
NA NA NA NA NA NA NA 2.1 NA NA NA 7.9 NA
(NA to (NAto (NAto (NA to (NA to (NA to (NAto (1.0to (NA to (NA to (NA to (1.1to (NA to
NA)M NA)M NA)M NA)M NA)M NA)M NA)M 2.4) NA)M NA)M NA)M NA)2! NA)M

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

Maximum observed serum concentration (Cmax) of WVT078

Description Pharmacokinetic (PK) parameters were calculated based on WVT078 serum concentrations by using non-compartmental methods. Cmax is
defined as the maximum (peak) observed concentration following a dose.

Time Frame Pre-dose, 5 minutes, 1, 4, 8, 24, 72 and 168 hours after the end of infusion on Cycle 1 Day 1 (C1D1) and Cycle 2 Day 1 (C2D1). One cycle =

28 days.
Analysis Participants in the pharmacokinetic analysis set (PAS) who received WVT078 and had an available value for the outcome measure. PAS
Population consisted of all participants who provided an evaluable PK profile.
Description
WVT07 WVTO07 WVT07 WVTO07
WVT07 WVT07 WVT07 WVT07 WVT07 WVT07 WVT07 WVT07 WVTO07 8 8 8 8
8 8 8 8 8 8 8 8 8 12mcg/ 24mcg/ 48mcg/ 48mcg/
3mcg/ 6mcg/k 12mcg 24mcg 48mcg/ 64mcg 96mcg/ 192mcg 250mcg kg + kg + kg + kg +
kg g kg kg kg kg kg kg kg WHG6 WHG6 WHG62 WHG62

262mg 262mg 6 2mg 6 4mg
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ArmB: Arm B:
wngm nggf7 Arm B: Arm B:
WVTO7  WVTO7
mcg/kg  mcg/kg 8 48 8 48
QW in QWiin mcg/ki mcg/k
Arm A: Arm A: ArmA:  ArmA: Arm A: Arm A: Arm A: Arm A: Arm A: combin  combin QV?I ing QV%/ ir?
Arm/Grou WVTO07 WVTO7 WVTO7 WVT0O7 WVT07 WVT07 WVT07  WVT0O7  WVTO7 ation ation combina  combina
roup 83 86 812 824 8 48 864 8 96 8192 8 250 with with A . . .
Description tion with  tion with
mcg/kg mcg/kg mcg/kg mcg/kg  mcg/kg  mcg/kg  mcg/kg mcg/kg mcg/kg WHG6 WHG6 WHG62 WHG62
Qw Qw Qw Qw Qw Qw Qw Qw Qw 262 26 2 62m 64m
mg 2 mg 2 9 9
2 days 2 days
days days on/5 on/5
on/5 on/5 days off  days off
days days Y y
off off
Number of
Participants
Analyzed [units: 1 2 2 2 4 1 3 14 4 5 4 10 4
participants]
C:ttez(r:n Geome c:‘:zg‘ G;::::n Geomet c:‘:z:‘ Geomet Geomet Geomet Geome Geome Geomet Geomet
Mean tric Mean Mean ric Mean ric ric ric tric tric ric ric
Maximum Mean Mean Mean Mean Mean Mean Mean Mean Mean
observed serum (Geom (Geom (Geom (Geom
concentration etric (Geom etric etric (Geome etric (Geome (Geome (Geome (Geom (Geom (Geome (Geome
(Cmax) of Coeffi etric Coeffi  Coeffi tric Coeffi tric tric tric etric etric tric tric
WVTO078 cient Coeffic cient cient Coeffici cient Coeffici Coeffici Coeffici Coeffic Coeffic Coeffici Coeffici
(units: ng/mL) of ient of of of ent of of ent of ent of ent of ient of ient of ent of ent of
. .. Variati . . .. Variatio . .. Variatio Variatio Variatio Variati Variati Variatio Variatio
Variati on) Variati  Variati n) Variati n) n) n) on) on) n) n)
on) on) on) on)
(C;L% 024001 s B47( 1791 624(8. 1070(3 1630 (7 3880 (3 4620 (5 189 (47 326 (64 938 (57. 895 (18,
4 44372) B ) 1.0%) 2%) 6%) 8.0%) 6.2%) 8.4%) 3.2%) .9%) .0%) 1%) 6%)
&2:?11 014131 114 188 1100 1610 (1 1820 4870 (5 5470 (4 4550 247 339 (23 1350(3 1680 (1
11 1’ 2 7 2’) T 8.5%) 3.3%) 2.3%) .8%) 8.5%) 3.1%)
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Time to maximum observed serum concentration (Tmax) of WVT078

Description PK parameters were calculated based on WVT078 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 Pre-dose, 5 minutes, 1, 4, 8, 24, 72 and 168 hours after the end of infusion on Cycle 1 Day 1 (C1D1) and Cycle 2 Day 1 (C2D1). One cycle =
28 days.

Analysis Participants in the pharmacokinetic analysis set (PAS) who received WVT078 and had an available value for the outcome measure. PAS

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

Description

WVT0O WVTO0 WVTO07 WVT07 WVT07 WVTO07 WVT07 WVT07 WVTO7 WVT078  WVT078  WVTO078 WVT078
78 78 8 8 8 8 8 8 8 1im<igl 2¢Il(m¢igl 4?(m(ig/ 4?(m¢igl
g g g g
3n|:cgl 6n|:cg/ 12/:1cg 24‘;:1cg 48/::“:9 64‘;:1cg 96/:1cg 19/2I:ncg 25?;\1cg WHG62 WHG62 WHG62 WHG62
9 g g 9 g 9 9 9 g 6 2mg 6 2mg 6 2mg 6 4mg
Arm B: Arm B: Arm B: Arm B:
WVT078 WVT078 WVT078 WVTO078
12 24 48 48
A'&m A'&m AmA: ArmA: AmA: ArmA: AmA: Arm A: Arm A: rg(\:;\g/ll(r? né(\;ls\glllrr? rg?,?/:(r? né(\;/%//l.(r?
i i WVT07 WVTO7 WVTO7 WVT07 WVT07 WVTO7  WVTO7 ; ; . .
Arm/Group WVTO WVTO combina combina combina combina
vt 812 824 848 8 64 8 96 8 192 8 250 . . . . i . . X
Description 78 3 786 mca/k mea/k mea/k mea/k mea/k mea/k mea/k tion with  tion with  tion with  tion with
moglk  meglk Q%Ng Qg\’Ng Qg\’Ng Q%Vg Q%Vg Q%Vg Q%Vg WHG62 WHG62 WHG62 WHG62
gQw gQw 62mg2 62mg2 62mg2 64mg?2
days days days days
on/5 on/5 on/5 on/5
days off daysoff daysoff days off
Number of
Participants 1 2 2 2 4 1 3 14 4 5 4 10 4

Analyzed [units:
participants]

Time to maximum Media Media Media Media Media Media Media

observed serum n n n n n n n Median Median Median Median Median Median
concentration (Full (Full (Full (Full (Full (Full (Full (Full (Full (Full (Full (Full (Full
(Tmax) of WVT078 Rang Rang Range Range Range Range Range Range) Range) Range) Range) Range) Range)
(units: hours) e) e) ) ) ) ) )
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3.33 2.57 2.24 2.21

C1D1 397 461 3 3.03 2.08 2.1 3.16
(n=1,2,2,2.4.0,2,14.4 (3t§’3 (Zt'c?s 2110 (312 (Zt'gs (thg (@08to @17t (202t (198t0 |, tj 1) (208t
43.7.2) 335 a0 58 w©eh S 25y 603 7.3 2.9) 2.18) 4.23)
C2D1 2.1 (22'%88 3.1 26 (44'1155 (‘; 'S 233 3.07 2.08 2.08 22 254
(=110,1413111 @1to 2 B1to (0t ] 12 208t (307t (2080 (208to (195t (207to
12.7.2) 21 Lo 31) 6 LN esw 620 307 208) 208 576 302

Area under the serum concentration-time curve from time zero to the end of a dosing interval (AUCtau)

of WVTO078
Description PK parameters were calculated based on WVT078 serum concentrations by using non-compartmental methods. The duration of a dosing
interval (tau) was one week. The linear trapezoidal method was used for AUCtau calculation.
Time Frame Pre-dose, 5 minutes, 1, 4, 8, 24, 72 and 168 hours after the end of infusion on Cycle 1 Day 1 (C1D1) and Cycle 2 Day 1 (C2D1). One cycle =
28 days.
Analysis Participants in the pharmacokinetic analysis set (PAS) who received WVT078 and had an available value for the outcome measure. PAS
Population consisted of all participants who provided an evaluable PK profile.
Description
WVT07 WVTO07
WVT078 WVTO078
WVTO  WVTO7  WVTO7 WVTO7 \\yro7g WYTO  \wyro78  wvTo7s wvtors . 8 8  48mcglk 48mcglk
78 8 8 8 78 12mcg/ 24mcg/
48mcg/k 96mcg/k 192mcg/ 250mcg/ g+ g+
3mcg/ 6mecg/ 12mcg 24mcg 64mc k k kg + kg + WHG62 WHG62
kg kg Ikg Ikg 9 aglkg 9 g 9 WHG62 WHG62
6 2mg 6 4mg
6 2mg 6 2mg
Arm B: Arm B: Arm B: Arm B:
WVT07 WVTO7 WVT078 WVT078
AArm ArmA:  ArmA: ArmA: Arm A: A'gm Arm A: Arm A: Arm A: m8c:g;/I2<g mE(;: 5/‘;’(9 m:gglkg m:g%kg
- WVTO07 WVT07 WVT07 WVTO078 - WVT078 WVT078 WVT078
Arm/Group WVTO WVTO QW in QW in QW in QW in
Descriotion 783 86 812 824 48 78 64 96 192 250 X . . i
Pt mcg/kg mcg/kg mcglkg  mcg/kg mcg/kg mcg/kg mcg/kg combln combln qomblpat c'omb|'nat
mcg/k Qw Qw Qw Qw mcg/k Qw aw aw ation ation ion with  ion with
gQw gQw with with WHG62 WHG62
WHG62 WHG62 62mg2 64mg?2
62 mg 6 2 mg days days
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2 days 2 days on/5 on/5
on/5 on/5 days off  days off
days off  days off
Number of
Participants
Analyzed 1 2 2 2 4 1 3 14 4 5 4 10 4
[units:

participants]

Area under

Geom Geom
::Iz\z:::::tion- etric G?ﬁg‘e G(::?(r:ne G(tezzne Geomet etric Geomet Geomet Geomet Ge::::net Gez:;net Geomet Geomet
time curve Mean Mean Mean Mean ric Mean Mean ric Mean ric Mean ric Mean Mean Mean ric Mean ric Mean
from time zero
to the end of a (Gec_; (Geom (Geom (Geom (Gec_>met (Ge? (Gec_:met (Get_)met (Get_:met (Geome (Geome (Gec?met (Ge<.)met
dosing metr|<_: etric etric etric rne metrlt_: ne ne ne tric tric rne rne
interval Coeffi Coeffic Coeffic Coeffic Coeffici Coeffi Coeffici Coeffici Coeffici Coeffici Coeffici Coeffici  Coeffici
(AUCtau) of cient ientof ientof ientof ent of cient ent of ent of ent of ent of ent of ent of ent of
WVT078 of Variati Variati  Variati Variatio of Variatio Variatio Variatio Variatio Variatio Variatio  Variatio
o Variat n) Variat n) n) n) n) n)

(units: ion) on) on) on) ion) n) n)
hr*ng/mL)
811:?12 22402 8370 8080 (2 14800 ( 46100( 95600 (3 140000 (337000 ( 287000 ( 16300( 18400( 71500 (6 75500
83 3 2 6 a)’ ’ 7.6%) 1.1%) 2.1%) 7.1%) 71.4%) 31.4%) 54.8%) 23.4%) 41.8%) 2.5%)
C2D1

_ 199000 ( 19400 488000 ( 534000 ( 153000 (180000 (
(g 11 %0%061,24‘;,1 2 12400 142000 16.0%) 0 9.7%) 37.8%) 499000 26300 33100 48.5%) 23.6%)

Minimum observed serum concentration (Cmin) of WVT078

Description PK parameters were calculated based on WVT078 serum concentrations by using non-compartmental methods. Cmin is defined as the
minimum observed concentration following a dose.

Time Frame Pre-dose, 5 minutes, 1, 4, 8, 24, 72 and 168 hours after the end of infusion on Cycle 2 Day 1 (C2D1). One cycle = 28 days.

Analysis Participants in the pharmacokinetic analysis set (PAS) who received WVT078 and had an available value for the outcome measure. PAS
Population consisted of all participants who provided an evaluable PK profile.
Description
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WVT07 WVT07 WVT07  WVTO07
WVT07 WVT07 WVT07 WVT07 WVT07 WVTO7 WVTO07 8 8 8 8
8 8 8 8 8 8 g\ggc(ﬂ/i ‘1"92’:10:8, 8 12mcg/ 24mcgl  48mcg/  48mcgl
3mcg/k 6mcecg/k 12mcg/ 24mcg/ 48mcg/ 64mcg/ 9 k g 250mcg kg + kg + kg + kg +
g g kg kg kg kg 9 9 kg  WHG62 WHG62 WHG62 WHG62
6 2mg 6 2mg 6 2mg 6 4mg
Arm B: Arm B: Arm B: Arm B:
WVT07  WVTO7  WVT07  WVTO7
812 824 848 848
. . . . . . . ) . mcg/kg mcg/kg mcg/kg mcg/kg
Arm A: Arm A: Arm A: Arm A: Arm A: Arm A: Arm A: Arm A: Arm A: ) ) - )
Arm/Grou \\v1o7  WvTO7  WVTO7  WVTO7  WVTO7  WVTO7  WVTO78  WVTO78  WVTO7 Cgr‘r’]\éi'r’]‘a an\ﬁvbi'r?a Cer‘T’]\Li';‘a Cg’rmi':a
B _ 83 86 812 824 848 8 64 96 192 8 250 g . . . . . . .
escripti meark mca/k mca/k mca/k mca/k mealk — mcalk mca/k tion with  tion with  tion with  tion with
on o Taws awY MawY MawY TawY Taw o aw] WHG62 WHG62 WHGE2 WHGE2
6 2 mg 62mg 62 mg 6 4 mg
2 days 2 days 2 days 2 days
on/5 on/5 on/5 on/5
days off days off daysoff days off
Number
of
Participa
Rt:alyze d 1 1 0 1 3 1 2 11 1 1 2 7 2
[units:
participa
nts]

- Geomet Geomet Geomet Geomet Geomet Geomet Geomet Geomet Geomet Geomet Geomet
Minimum . . . . . . Geometr Geometr . . ! . .
observed ric ric ric ric ric ric ic Mean ic Mean ric ric ric ric ric
serum Mean Mean Mean Mean Mean Mean Mean Mean Mean Mean Mean
:z:zentr (Geome (Geome (Geome (Geome (Geome (Geome (Gi?:‘et (G(-':r?;net (Geome (Geome (Geome (Geome (Geome
(Cmin) of tric tric tric tric tric tric Coefficie Coefficie tric tric tric tric tric

Coeffici Coeffici Coeffici Coeffici Coeffici Coeffici Coeffici Coeffici Coeffici Coeffici Coeffici
WVT078 t of t of t of t of t of tof ntof nt of t of t of t of t of t of
(units: ent ol ent of ent of ent of ent of ent ol Variatio  Variatio ent of ent ol ent ol ent ol ent ol
ng/mL) Variatio Variatio Variatio Variatio Variatio Variatio n) n) Variatio Variatio Variatio Variatio Variatio

g n) n) n) n) n) n) n) n) n) n) n)

783 (19. 1500 (16. 1700 (65. 45 (105. 518 (69. 583 (24.
C2D1 50.7 87 530 3%) 735 1%) 5%) 1880 101 8%) 2%) 5%)
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Terminal elimination half-life (T1/2) of WVTO078

Description PK parameters were calculated based on WVT078 serum concentrations by using non-compartmental methods. Elimination half-life (T1/2)
values were calculated as Ln (2)/terminal elimination rate constant.
Time Frame Pre-dose, 5 minutes, 1, 4, 8, 24, 72 and 168 hours after the end of infusion on Cycle 1 Day 1 (C1D1) and Cycle 2 Day 1 (C2D1). One cycle =
28 days.
Analysis Participants in the pharmacokinetic analysis set (PAS) who received WVT078 and had an available value for the outcome measure. PAS
Population consisted of all participants who provided an evaluable PK profile.
Description
WVT07 WVTO07 WVT07 WVTO07
WVT07 WVT07 WVT07 WVT07 WVT07 WVTO07 WVT07 WVT07 WVTO07 8 8 8 8
8 8 8 8 8 8 8 8 8 12mcg/ 24mcg/ 48mcg/ 48mcg/
3mcg/k ©6mcg/k 12mcg/ 24mcg/ 48mcg/ 64mcg/ 96mceg/ 192mc  250mcg kg + kg + kg + kg +
g g kg kg kg kg kg ag/kg kg WHG62 WHG62 WHG62 WHG62
6 2mg 6 2mg 6 2mg 6 4mg
Arm B: Arm B: Arm B: Arm B:
WVTO07 WVTO7 WVT07  WVTO7
812 824 848 848
mcg/kg mcg/kg mcg/lkg  mcg/kg
ArmA:  ArmA: ArmA: ArmA: ArmA: ArmA:  ArmA:  ArmA: Arm A: QW in QWi in QWi in QWi in
Arm/Group WVTO07 WVT07 WVT07 WVT07 WVT07 WVT07 WVT07 WVT07 WVTO7 combin combin combin combin
Description 83 86 812 824 848 8 64 8 96 8 192 8 250 atl_on atl_on atl_on atl_on
mcg/kg mcg/kg mcg/kg mcg/kg mcg/lkg mcg/kg mcg/lkg  mcg/kg mcg/kg with with with with
Qw Qw Qw Qw Qw Qw QW Qw Qw WHG62 WHG62 WHG62 WHG62
62mg 62mg 62mg 64 mg
2 days 2 days 2 days 2 days
on/5 on/5 on/5 on/5
days off days off daysoff days off
Number of
Participants
Analyzed [units: 1 2 2 2 4 1 3 14 4 5 4 10 4
participants]
Terminal Geome Geome Geome Geome Geome Geome Geome Geome Geomet Geome Geomet Geome Geomet
elimination half- tric tric tric tric tric tric tric tric ric tric ric tric ric
life (T1/2) of Mean Mean Mean Mean Mean Mean Mean Mean Mean Mean Mean Mean Mean
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WVTO078
(units: hours) (Geom (Geom (Geom (Geom (Geom (Geom (Geom (Geom (Geome (Geom (Geome (Geom (Geome
etric etric etric etric etric etric etric etric tric etric tric etric tric
Coeffic Coeffic Coeffic Coeffic Coeffic Coeffic Coeffic Coeffic Coeffici Coeffic Coeffici Coeffic Coeffici
ientof ientof ientof ientof ientof ientof ientof ientof ent of ient of ent of ient of ent of
Variati Variati Variati Variati Variati Variati Variati Variati Variatio Variati Variatio Variati Variatio
on) on) on) on) on) on) on) on) n) on) n) on) n)
&1:?12 2040213 109  152(30 916 (2. 149 (36 129 (4. 103(38 724 (61 103(12 758(28 128(39 81.1 (44
43 2 7 ’2)’ B .9%) 5%) 4%) 6%) .9%) .0%) 2%) .5%) .9%) .8%)
(100131100 199 186 23212 549 o3 3202 41 s 162 (8. 128 (7.0
AR .0%) .6%) 0%) %)

,1,1,1,6,2)

Maximum observed plasma concentration (Cmax) of WHG626 and its active metabolite GWQ573

Description

Time Frame

Analysis
Population
Description

PK parameters were calculated by using non-compartmental methods based on WHG626 and its active metabolite GWQ573 plasma
concentrations. Cmax is defined as the maximum (peak) observed concentration following a dose.

Cycle 1 Day 1 (C1D1), Cycle 1 Day 2 (C1D2), Cycle 2 Day 1 (C2D1), Cycle 2 Day 2 (C2D2): pre-dose, 1, 1.5, 2, 4, 6 or 8 hours post-dose. 24
hours only on Day 1s; 72 hours only on Day 2s. One cycle = 28 days.

Participants in the pharmacokinetic analysis set (PAS) who received WHG626 and had an available value for the outcome measure. PAS
consisted of all participants who provided an evaluable PK profile.

WVTO078 12mcg/kg +

WVTO078 24mcgl/kg +

WVTO078 48mcgl/kg +

WVT078 48mcg/kg +

Arm/Group Description

WHG626 2mg WHG626 2mg WHG626 2mg WHG626 4mg
Arm B: WVTO078 12 Arm B: WVTO078 24 Arm B: WVTO078 48 Arm B: WVTO078 48
mcg/kg QW in mcg/kg QW in mcg/kg QW in mcg/kg QW in

combination with
WHG626 2 mg 2 days
on/5 days off

combination with
WHG626 2 mg 2 days
on/5 days off

combination with
WHG626 2 mg 2 days
on/5 days off

combination with
WHG626 4 mg 2 days
on/5 days off

Number of Participants Analyzed [units:

participants]

5

4

10

4
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Maximum observed plasma concentration
(Cmax) of WHG626 and its active
metabolite GWQ573

(units: ng/mL)

Geometric Mean
(Geometric Coefficient
of Variation)

Geometric Mean
(Geometric Coefficient
of Variation)

Geometric Mean
(Geometric Coefficient
of Variation)

Geometric Mean
(Geometric Coefficient
of Variation)

C1D1, WHG626 (n=5,4,10,4) 21.6 (56.0%)

11.4 (165.2%)

10.8 (113.7%)

23.7 (105.3%)

C1D2, WHG626 (n=5,4,9,3) 19.7 (64.8%)

23.3 (50.6%)

15.9 (61.2%)

8.96 (95.2%)

C2D1, WHG626 (n=2,3,9,3) 12.8 (323.6%)

15.4 (42.2%)

17.6 (126.5%)

29.9 (34.2%)

C2D2, WHG626 (n=1,3,9,3) 28.6

16.8 (133.2%)

18.6 (81.1%)

42.5 (13.6%)

C1D1, GWQ573 (n=5,4,10,4) 2.6 (54.2%)

3.18 (120.0%)

2.12 (51.4%)

3.35 (170.5%)

C1D2, GWQ573 (n=5,4,9,3) 2.66 (36.7%)

4 (41.2%)

2.06 (36.1%)

1.82 (68.1%)

3.86 (23.8%)

3.99 (57.9%)

(

C2D1, GWQ573 (n=2,3,9,3) 6.24 (NA%)!"!
C2D2, GWQ573 (n=1,3,9,3) 4.44

[1] Not applicable

4.12 (67.8%)

(
(
3.08 (76.1%)
2.67 (78.7%)

4.48 (10.9%)

Time to maximum observed plasma concentration (Tmax) of WHG626 and its active metabolite GWQ573

PK parameters were calculated by using non-compartmental methods based on WHG626 and its active metabolite GWQ573 plasma

concentrations. Tmax is defined as the time to reach maximum (peak) observed concentration following a dose. Actual sampling times were

Description

considered for the calculation of PK parameters.
Time Frame

hours only on Day 1s; 72 hours only on Day 2s. One cycle = 28 days.
Analysis
Population consisted of all participants who provided an evaluable PK profile.
Description

WVT078 12mcglkg +

WVT078 24mcglkg +

WVT078 48mcglkg +

Cycle 1 Day 1 (C1D1), Cycle 1 Day 2 (C1D2), Cycle 2 Day 1 (C2D1), Cycle 2 Day 2 (C2D2): pre-dose, 1, 1.5, 2, 4, 6 or 8 hours post-dose. 24

Participants in the pharmacokinetic analysis set (PAS) who received WHG626 and had an available value for the outcome measure. PAS

WVT078 48mcglkg +

WHG626 2mg WHG626 2mg WHG626 2mg WHG626 4mg
Arm B: WVTO078 12 Arm B: WVTO078 24 Arm B: WVTO078 48 Arm B: WVTO078 48
mcg/kg QW in mcg/kg QW in mcg/kg QW in mcg/kg QW in
Arm/Group Description combination with combination with combination with combination with
WHG626 2 mg 2 days WHG626 2 mg 2 days WHG626 2 mg 2 days WHG626 4 mg 2 days

on/5 days off

on/5 days off

on/5 days off

on/5 days off
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Number of Participants Analyzed [units:

participants] 5 4 10 4
Time to maximum observed plasma
concentration (Tmax) of WHG626 and its Median Median Median Median
active metabolite GWQ573 (Full Range) (Full Range) (Full Range) (Full Range)
(units: hours)
_ 142 149 163 1.24
C1D1, WHG626 (n=5,4,10,4) (0.967 to 2.05) (0.917 t0 2) (1 to 4.23) (110 1.5)
) 4 1 3.45 4
C1D2, WHG626 (n=5.4,9,3) (1.05 to 169) (0t02) (1.08 to 13) (0 to 4.25)
_ 473 15 15 137
C2D1, WHG626 (n=2,3,9,3) (3.38 to 6.08) (1.03 to 4) (1 t0 24.3) (110 1.42)
_ 75.5 168 15 15
C2D2, WHG626 (n=1,3,9,3) (75.5 to 75.5) (1.33 10 8) (0 to 28.5) (110 1.5)
_ 16 0.892 2 15
C1D1, GWQ573 (n=5,4,104) (0.967 to 4.05) (010 1.98) (0 to 4) (1.42 to 1.93)
_ 26.4 175 8.58 8
C1D2, GWQ573 (n=5,4,9.3) (1.05 to 169) (1 t0 168) (0 to 193) (0 to 8.25)
_ 3.16 253 2.07 1.93
C2D1, GWQ573 (n=2,3,9,3) (0.233 to 6.08) (1.03 to 4) (1 t0 24.3) (110 2)
. 75.5 2.42 2 2
C2D2, GWQ573 (n=1,3,9,3) (75.5 to 75.5) (0 to 6) (0 to 28.5) (1510 2.02)

Area under the plasma concentration-time curve from time zero to the end of a dosing interval (AUCtau)
of WHG626 and its active metabolite GWQ573

Description PK parameters were calculated by using non-compartmental methods based on WHG626 and its active metabolite GWQ573 plasma
concentrations. The duration of a dosing interval (tau) was 24 hours. The linear trapezoidal method was used for AUCtau calculation.

Time Frame Cycle 1 Day 1 (C1D1), Cycle 1 Day 2 (C1D2), Cycle 2 Day 1 (C2D1), Cycle 2 Day 2 (C2D2): pre-dose, 1, 1.5, 2, 4, 6 or 8 hours post-dose. 24
hours only on Day 1s; 72 hours only on Day 2s. One cycle = 28 days.

Analysis Participants in the pharmacokinetic analysis set (PAS) who received WHG626 and had an available value for the outcome measure. PAS
Population consisted of all participants who provided an evaluable PK profile.
Description

Page 30



(') NOVARTIS

WVTO078 12mcg/kg +

WVTO078 24mcgl/kg +

WVTO078 48mcgl/kg +

WVT078 48mcg/kg +

Arm/Group Description

WHG626 2mg WHG626 2mg WHG626 2mg WHG626 4mg
Arm B: WVT078 12 Arm B: WVTO078 24 Arm B: WVTO078 48 Arm B: WVTO078 48
mcg/kg QW in mcg/kg QW in mcg/kg QW in mcg/kg QW in

combination with
WHG626 2 mg 2 days
on/5 days off

combination with
WHG626 2 mg 2 days
on/5 days off

combination with
WHG626 2 mg 2 days
on/5 days off

combination with
WHG626 4 mg 2 days
on/5 days off

Number of Participants Analyzed [units:

participants]

5

4

10

4

Area under the plasma concentration-time
curve from time zero to the end of a
dosing interval (AUCtau) of WHG626 and
its active metabolite GWQ573

(units: hr*ng/mL)

Geometric Mean
(Geometric Coefficient
of Variation)

Geometric Mean
(Geometric Coefficient
of Variation)

Geometric Mean
(Geometric Coefficient
of Variation)

Geometric Mean
(Geometric Coefficient
of Variation)

C1D1, WHG626 (n=3,1,7,3)

163 (27.7%)

63.9

134 (34.5%)

223 (64.8%

C1D2, WHG626 (n=5,4,9,3)

196 (38.2%)

256 (50.6%)

195 (48.9%)

C2D1, WHG626 (n=1,3,9,3)

576

163 (69.2%)

174 (125.3%)

216 (23.9%

C2D2, WHG626 (n=1,2,8,3)

251

414 (113.0%)

250 (63.8%)

)
158 (67.5%)
)
)

490 (20.8%

C1D1, GWQ573 (n=0,0,1,2)

455

89.7 (23.3%

C1D2, GWQ573 (n=5,4,7,2

32.6 (60.5%)

48.3 (57.9%)

21.9 (103.6%)

( )
54.5 (58.5%)

101

91

83.3 (32.1%)

52.5 (3.1%)

(
C2D1, GWQ573 (n=1,1,3,3
C2D2, GWQ573 (n=1,1,2,2

)
)
)

40.3

116

Number of participants with anti-WVT078 antibodies

Description

80.7 (109.9%)

77.8 (20.8%)

The immunogenicity (IG) against WVT078 was assessed in serum using a validated homogeneous enzyme-linked immunosorbent assay

(ELISA). Patient anti-drug antibodies (ADA) status was defined as follows: + ADA-negative at baseline: ADA-negative sample at baseline *
ADA-positive at baseline: ADA-positive sample at baseline + ADA-negative post-baseline: patient with ADA-negative sample at baseline and
at least 1 post baseline sample, all of which are ADA-negative samples « ADA-inconclusive post-baseline = patient who does not qualify as
ADA-positive or ADA-negative post-baseline « Treatment-induced ADA-positive = ADA-negative sample at baseline and at least 1 treatment-
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induced ADA-positive sample * Treatment-boosted ADA-positive = ADA-positive sample at baseline and at least 1 treatment-boosted ADA-

positive sample

Time Frame Baseline (before first dose) and post-baseline (assessed throughout the treatment up to approximately 44 months).
Analysis Participants who received WVT078 with a non-missing baseline IG sample and at least one non-missing post-baseline IG sample.
Population
Description
WVT078 WVT078 WVT078 WVTO078
WVTO078 WVT078 WVT078 WVT078 WVT078 WVT078 WVT078 WVT078 WVT078 12mcg/ 24mcg/ 48mcg/ 48mcg/
3mcg/k 6meg/k 12mcg/ 24mcg/ 48mcg/ 64mcg/ 96meg/  192mcg 250mcg kg + kg + kg + kg +
g g kg kg kg kg kg lkg kg WHG62 WHG62 WHG62 WHG62
6 2mg 6 2mg 6 2mg 6 4mg
Arm B: Arm B: Arm B: Arm B:
WVT078 WVT078 WVT078 WVTO078
12 24 48 48
Arm A: Arm A: Arm A: Arm A: Arm A: Arm A: Arm A: Arm A: Arm A: mcg/ll(g mcg/ll(g mcg/kg mcg/ll(g
ArmiGr \\\To78  WVTO78  WVTO78 WVTO78  WVTO78 WVTO78 WVTO78 WVTO78 WvTozg win - QWin - QWin - QWin
oup 3 6 12 24 48 64 96 192 250 ~ ¢ombina - combina combina  combina
Descrip meg/kg mcglkg mcglkg mcg/kg mcg/kg mcg/kg mcg/kg mcg/kg mcg/kg tion with  tion with  tion with  tion with
tion aw aw aw Qw aw aw aw aw Qw WHG62 WHG62 WHG62 WHG62
62mg2 62mg2 62mg2 64mg2
days days days days
on/5 on/5 on/5 on/5
days off daysoff daysoff days off
Number
of
Particip
ants
Analyze 1 1 2 2 4 1 3 13 3 4 4 8 4
d
[units:
particip
ants]
Number 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
particip  Particip Particip Particip Particip Particip Particip Particip Particip Particip Particip Particip Particip Particip
ants ants ants ants ants ants ants ants ants ants ants ants ants ants
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with
anti-
WVT078
antibodi
es
(units:
participa
nts)

(Percen

tage)

(Percen
tage)

(Percen

tage)

(Percen

tage)

(Percen
tage)

(Percen

tage)

(Percen
tage)

(Percen
tage)

(Percen

tage)

(Percen

tage)

(Percen

tage)

(Percen
tage)

(Percen
tage)

ADA-
negative
at
baseline

1
(100%)

3
(75%)

13
(100%)

3
(100%)

ADA-
positive
at
baseline

(25%)

ADA-
negative
post-
baseline

(75%)

ADA-
inconclu
sive
post-
baseline

Treatme
nt-
induced
ADA-
positive

(50%)

(15.38%)

(25%)

(12.5%)

Treatme
nt-
boosted
ADA-
positive

(%)

(%)

Page 33



(') NOVARTIS

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

Description Deaths in the on-treatment and post-treatment safety follow-up (FU) were collected from the first dose of study treatment through 90 days
after the last dose. Deaths in the disease progression FU period were collected from 91 days after the last dose of study treatment until the
end of study. All deaths 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.

Time Frame On-treatment and post-treatment safety FU deaths: up to ~47 months (median 4.4) in Arm A, ~32 months (median 5.8) in Arm B. Survival FU
deaths: up to ~47 and ~32 months in Arms A and B, respectively.

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

Population

Description

WVTO WVTO WVTO7 WVTO7 WVT07 WVT07 WVT07 WVT0o7 WvTtoy VY1078 WVT078 WVT078 WVTO78
78 78 8 8 8 8 8 8 8 1im(ig/ Ztm(ig/ 4im(ig/ 4im(ig/
(¢] (¢] (¢] (¢]
3r:cgl GnI:cgl 12/r|:1cg 24/r|;ncg 48/r|;ncg Gt';rl'(ncg 9(;r|:1cg 19/2kmcg 25;)I:'ncg WHG62 WHG62 WHG62 WHG62
9 9 g 9 9 9 9 g 9 6 2mg 6 2mg 6 2mg 6 4mg
Arm B: Arm B: Arm B: Arm B:
WVT078 WVT078 WVT078 WVTO78
12 24 48 48
A;\m A;\m ArmA:  ArmA: ArmA: AmA: ArmA: Arm A: Arm A: rg(\:/%/kr? rg(\:/%/kr? n&(\:/%/kng n&(\:/g\j//kr?
- - WVTO7 WVTO7 WVTO07 WVT07 WVT07 WVT07  WVTO07 ! ! ! !
Arm/Group WVTO WVTO combina combina combina combina
L 812 824 848 8 64 8 96 8 192 8 250 . . . . ! . 4 .
Description 783 786 mealk mea/k mealk mca/k mealk mea/k mealk tion with  tion with  tion with  tion with
mcg/k  mcglk QQ\]N 9 Q%N 9 Q%V 9 QQ\’N 9 Q%V 9 Q%/v 9 Q%V 9 WHG62 WHG62 WHG62 WHG62
gQW gQw 62mg2 62mg2 62mg2 64mg2
days days days days
on/5 on/5 on/5 on/5
days off days off daysoff days off
Number of
Participants 1 2 2 2 4 1 3 14 4 5 4 10 4

Analyzed [units:
participants]

All-Collected Deaths
(units: participants)
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On-treatment and

post-treatment safety

FU deaths 0 0 0 0 0 0 0 3 0 3 2 1 0
(n=1,2,22,4,1,3,14 4,

5,4,10,4)

Disease progression
FU deaths
(n=1,2,22,4,1,3,11,4,
2,2,9,4)

All deaths
(n=1,2,22,4,1,3,14,4, 0 0 1 0 0 0 0 4 0 3 2 1 0
5,4,10,4)

Safety Results

Adverse events and deaths in the on-treatment and post-treatment safety follow-up: from the first dose of study treatment through 90
days after the last dose, up to approximately 47 months (median 4.4) in Arm A and approximately 32 months (median 5.8) in Arm B.

Deaths in the disease progression follow-up: from 91 days after the last dose of study treatment until the end of study, up to
approximately 47 months in Arm A and approximately 32 months in Arm B.

Time Frame

Source Vocabulary

for Table Default MedDRA (27.1)

Collection
Approach for Table Systematic Assessment
Default

All-Cause Mortality
On-treatment and post-treatment follow-up:
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WVT078 WVT078 WVT078 WVTO078
WYTo  WYIo WVIOT WVI0T WVI07T WVIOT  WVIOT wyrozs wvTo78 12meglk  24mcghk  48mecg/k  48moglk
3mcg/ 6mceg/ 12mcg/ 24mcg/ 48mcg/ 64mcg/ 96mceg/ 192meg/ 250mcg/ 9+ 9+ 9+ 9+
k k k k k k K kg kg WHG626 WHG626 WHG626 WHG626
N-g1 N-g N-g NE’Z N-g N§1 N-g N=14 N=4 2mg 2mg 2mg 4mg
- - - B - - - N=5 N=4 N=10 N=4
Arm B: Arm B: Arm B: Arm B:
WVT078 WVT078 WVT078  WVTO78
12 24 48 48
Arm/Gro ArmA:  ArmA:  AmmA: Arm A: Arm A: Arm A: Arm A: Arm A: Arm A: mcg/kg mcg/kg mcg/kg mcg/kg
up WVTO WVTO WVTO7 WVTO7 WVT07 WVT07 WVT07 WVT078 WVTO078 QWi in QW in QW in QW in
Descripti 783 786 812 824 848 8 64 8 96 192 250 combinati combinati combinati combinati
on mcg/kg mcg/kg mcg/kg mcg/kg  mcg/kg  mcglkg  mcglkg mcg/kg mcg/kg on with on with on with on with
Qw Qw Qw Qw Qw Qw Qw Qw Qw WHG626 WHG626 WHG626 WHG626
2mg 2 2mg2 2mg2 4mg2
dayson/5 dayson/5 dayson/5 dayson/5
days off days off days off days off
Total 0 0 0 0 0 0 0 3 0 3 2 1 0
Number
Affected
Total 1 2 2 2 4 1 3 14 4 5 4 10 4
Number
At Risk
Disease progression follow-up:
WVT078 WVT078 WVT078 WVTO078
W;IBT 0 W;IBT 0 WVBT 07 WVBT 07 WVBT 07 WVJW WVST 07 WVT078 WVT078 12mcg/k 24mcg/k 48mcg/k 48mcg/k
3mcg/ 6mcg/ 12mcg/ 24mcg/ 48mcg/ 64mcg/ 96mceg/ 192meg/ 250mcg/ 9+ 9+ 9+ 9+
kg kg kg kg kg kg kg kg kg WHG626 WHG626 WHG626 WHG626
N=1  N=2  N=2 N=2 N= N=1 N= N=11 N=4 amg amg amg \rg
Arm/Gro ArmA: ArmA: ArmA: Arm A: Arm A: Arm A: Arm A: Arm A: Arm A: Arm B: Arm B: Arm B: Arm B:
up WVTO WVTO WVTO07 WVTO7 WVTO07 WVTO7 WVTO7 WVT0O78 WVT078 wvT078 WVTO078 WVT078  WVTO78
Descripti 783 786 812 824 848 8 64 896 192 250 12 24 48 48
on mcg/kg mcg/kg mcg/lkg mecg/kg  mcg/kg  mcg/kg mcg/kg mcg/kg mcg/kg mcg/kg mcg/kg mcg/kg mcg/kg
Qw Qw Qw Qw Qw Qw Qw QW Qw QW in QW in QW in QW in
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combinati combinati combinati combinati
on with on with on with on with

WHG626 WHG626 WHG626 WHG626
2mg 2 2mg 2 2mg2 4mg2

dayson/5 dayson/5 dayson/5 dayson/5
days off days off days off days off

Total 0 0

Number
Affected

0 0 0 0

Total 1 2

Number
At Risk

Serious Adverse Events

11

Adverse events and deaths in the on-treatment and post-treatment safety follow-up: from the first dose of study treatment through 90

Time Frame

days after the last dose, up to approximately 47 months (median 4.4) in Arm A and approximately 32 months (median 5.8) in Arm B.

Deaths in the disease progression follow-up: from 91 days after the last dose of study treatment until the end of study, up to

approximately 47 months in Arm A and approximately 32 months in Arm B.

Source Vocabulary
for Table Default

MedDRA (27.1)

Collection

Approach for Table Systematic Assessment

Default

WVTO
78
3mcg/

WVT07 WVTO07

WVTO07

192mcg 250mcg

WVT078 WVT078 WVT078 WVTO078
12mcg/ 24mcg/ 48mcg/  48mcg/
kg + kg + kg + kg +
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kg kg kg kg kg g kg kg kg WHG62 WHG62 WHG62 WHG62
N=1 N=2 N= N= N=4 N=1 N=3 N=14 N=4 6 2mg 6 2mg 6 2mg 6 4mg
N=5 N=4 N=10 N=4
Arm B: Arm B: Arm B: Arm B:
WVT078 WVT078 WVT078 WVTO78
12 24 48 48
ArmA: ArmA:  ArmA:  ArmA:  ArmA: Arm A: ArmA: ArmA: Arm A: rg?/?lllfr? n&(\:/%/lfr? n(;‘i/%llll(r? rg(\:/?/lfr?
Arm/Grou WVTO WVTO WVT07 WVT07 WVT07 WVT078 WVTO07 WVT07  WVTO7 combina combina combina  combina
roup 783 786 812 824 848 64 896 8192 8 250 : . . . . . 4 .
Description mea/k mea/k  mealk mea/k mea/k meca/k mea/k — mea/k tion with  tion with  tion with  tion with
oW caw  aw TawY oY Maw? Taw” Maw? Maw?  WHGe2  WHG62 WHG62  WHG62
9 9 62mg2 62mg2 62mg2 64mg2
days days days days
on/5 on/5 on/5 on/5
days off days off daysoff days off
Total # 0 0 2 2 0 1 0 10 4 2 4 7 4
Affected by
any Serious
Adverse Event
Total # at Risk 1 2 2 2 4 1 3 14 4 5 4 10 4
by any
Serious
Adverse Event
Blood and
lymphatic
system
disorders
Febrile 0(0.00 0(.00 O0(.00 O0(.00 O0(.0O0 O0(.00% 0(.00 1(7.14 1(25.00 1(20.00 0(0.00 0 (0.00 0 (0.00
neutropenia %) %) %) %) %) ) %) %) %) %) %) %) %)
Thrombocyto 0(0.00 0(0.00 0(.00 0(.00 0(.00 0(0.00% 0(0.00 0¢(0.00 0 (0.00 0 (0.00 0(0.00 1(10.00 0(0.00
penia %) %) %) %) %) ) %) %) %) %) %) %) %)
Cardiac
disorders
Atrial 0(0.00 0(.00 1(50.0 0(.00 0(0.00 0(0.00% 0(.00 0(.00 1(25.00 0¢(0.00 0 (0.00 0 (0.00 0 (0.00
fibrillation %) %) 0%) %) %) ) %) %) %) %) %) %) %)
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Coronary 0(0.00 0(0.00 O0(.00 0(.00 0(.00 0(0.00% 0¢(0.00 1(7.14 0(0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
artery %) %) %) %) %) ) %) %) %) %) %) %) %)
disease
Ventricular 0(0.00 0(0.00 0(.00 0(.00 0(.00 0(0.00% 0¢(0.00 1(7.14 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
extrasystoles %) %) %) %) %) ) %) %) %) %) %) %) %)
Ventricular 0(0.00 0(.00 0(.00 O0(.00 0(.00 0(0.00% 0(0.00 1(7.14 0(0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
tachycardia %) %) %) %) %) ) %) %) %) %) %) %) %)
Ear and
labyrinth
disorders
Deafness 0(0.00 0(.00 O0(.00 0(.0O0 O0(.00 0(.00% 0(.00 0¢(0.00 0 (0.00 0 (0.00 0 (0.00 1(10.00 0 (0.00
bilateral %) %) %) %) %) ) %) %) %) %) %) %) %)
Gastrointestin
al disorders
Diarrhoea 0(0.00 0(.00 0(.00 0(.00 0(.00 0(.00% 0(.00 0¢(0.00 0 (0.00 0 (0.00 0 (0.00 1(10.00 0 (0.00
%) %) %) %) %) ) %) %) %) %) %) %) %)
Enteritis 0(0.00 0(.00 1(50.0 O0(.00 O0(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%) %) %) ) %) %) %) %) %) %) %)
Gastrointesti 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00% 0(.00 0(.00 1(25.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
nal %) %) %) %) %) ) %) %) %) %) %) %) %)
haemorrhage
General
disorders and
administration
site
conditions
Influenza like 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00% 0(0.00 0(0.00 1(25.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
illness %) %) %) %) %) ) %) %) %) %) %) %) %)
Pain 0(0.00 0(0.00 O0(.00 0(.00 0(.00 0(0.00% 0¢(0.00 1(7.14 0(0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
%) %) %) %) %) ) %) %) %) %) %) %) %)
Pyrexia 0(0.00 0(.00 0(.00 0(.00 0(.00 0(0.00% 0¢(0.00 1(7.14 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
%) %) %) %) %) ) %) %) %) %) %) %) %)
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Immune
system
disorders
Cytokine 0(0.00 0(.00 O0(.00 1(500 O0(0.00 0(0.00% 0(.00 3(21.43 1(25.00 0¢(0.00 1(25.00 3(30.00 1(25.00
release %) %) %) 0%) %) ) %) %) %) %) %) %) %)
syndrome
Infections and
infestations
Clostridium 0(0.00 0(.00 O0(.00 O0(.00 O0(.00 0(0.00% 0(.00 0¢(0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 1 (25.00
difficile colitis %) %) %) %) %) ) %) %) %) %) %) %) %)
COVID-19 0(0.00 0(.00 O0(.00 0(.0O0 O0(.00 0(.00% 0(.00 0¢(0.00 0(0.00 0(0.00 0 (0.00 0 (0.00 1(25.00
%) %) %) %) %) ) %) %) %) %) %) %) %)
Device 0(0.00 0(.00 O0(.00 1(500 O0(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
related %) %) %) 0%) %) ) %) %) %) %) %) %) %)
infection
Device 0(0.00 0(.00 0.0 O0(.00 O0(.00 0(.00% 0(.00 0¢(0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 1(25.00
related %) %) %) %) %) ) %) %) %) %) %) %) %)
sepsis
Enterocolits 0 (0.00 0(0.00 0(.00 0(.00 0(0.00 0(0.00% 0(0.00 1(7.14 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
infectious %) %) %) %) %) ) %) %) %) %) %) %) %)
Mastoiditis 0(0.00 0(.00 O0(.00 O0(.00 O0(.00 0(0.00% 0(.00 0¢(0.00 0 (0.00 0 (0.00 0 (0.00 1(10.00 0(0.00
%) %) %) %) %) ) %) %) %) %) %) %) %)
Pneumococc 0(0.00 0(0.00 0(.00 0(.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0 (0.00 0 (0.00 1(25.00
al sepsis %) %) %) %) %) ) %) %) %) %) %) %) %)
Pneumocysti 0(0.00 0(0.00 0(.00 0(.00 0(.00 0(.00% 0(.00 1(7.14 1(25.00 0(0.00 0 (0.00 0 (0.00 0 (0.00
s jirovecii %) %) %) %) %) ) %) %) %) %) %) %) %)
pneumonia
Pneumonia 0(0.00 0(.00 O0(.00 O0(.00 O0(O0 1(1000 O0(.00 0(.00 1(25.00 0(.00 3(75.00 1(10.00 0¢(0.00
%) %) %) %) %) 0%) %) %) %) %) %) %) %)
Pneumonia 0(0.00 0(.00 O0(.00 O0(.00 O0(.00 0(0.00% 0(.00 0¢(0.00 0(0.00 1(20.00 0(0.00 0 (0.00 0 (0.00
pneumococc %) %) %) %) %) ) %) %) %) %) %) %) %)

al
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Pulmonary 0(0.00 0(0.00 O0(.00 0(.00 0(.00 0(0.00% 0¢(0.00 1(7.14 0(0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
sepsis %) %) %) %) %) ) %) %) %) %) %) %) %)
Rhinovirus 0(0.00 0(.00 0(.00 0(.00 0(.00 0(0.00% 0(.00 0¢(0.00 0 (0.00 0 (0.00 0 (0.00 1(10.00 0 (0.00
infection %) %) %) %) %) ) %) %) %) %) %) %) %)
Salmonellosi 0(0.00 0(0.00 0(0.00 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(10.00 0 (0.00
s %) %) %) %) %) ) %) %) %) %) %) %) %)
Sepsis 0(0.00 0(0.00 O(.00 0(.00 0(.00 0(0.00% 0¢(0.00 1(7.14 0(0.00 1 (20.00 0 (0.00 0 (0.00 0 (0.00
% %) %) % %) ) %) %) %) %) %) %) %)

Injury,

poisoning and

procedural

complications
Infusion 0(0.00 0(.00 O0(.00 0(.0O0 O0(.00 0(0.00% 0(.00 0¢(0.00 0(0.00 1(20.00 2(50.00 0 (0.00 0 (0.00
related %) %) %) %) %) ) %) %) %) %) %) %) %)
reaction
Radius 0(0.00 0(0.00 O0(.00 0(.00 0(.00 0(0.00% 0¢(0.00 1(7.14 0(0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
fracture %) %) %) %) %) ) %) %) %) %) %) %) %)

Investigations
Lipase 0(0.00 0(0.00 O0(.00 0(.0O0 O0(.00 0(.00% 0(.00 0¢(0.00 0 (0.00 0 (0.00 0 (0.00 1(10.00 0 (0.00
increased %) %) %) %) %) ) %) %) %) %) %) %) %)

Metabolism

and nutrition

disorders
Hypocalcae 0(0.00 0(.00 0(.00 O0(O0 O0(.00 0(0.00% O0(.00 0(0.00 1(25.00 0¢(0.00 0 (0.00 0 (0.00 0 (0.00
mia %) %) %) %) %) ) %) %) %) %) %) %) %)
Hyponatrae 0(0.00 0(.00 0(.00 O0(.00 O0(.00 0(0.00% 0(0.00 1(7.14 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
mia %) %) %) %) %) ) %) %) %) %) %) %) %)
Tumourlysis 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00% 0(0.00 1(7.14 0(0.00 0(0.00 0 (0.00 0 (0.00 0 (0.00
syndrome %) %) %) %) %) ) %) %) %) %) %) %) %)

Musculoskelet

al and

connective
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tissue

disorders

Muscular 0(0.00 0(.00 O0(.00 O0(.O0 O0(.00 0(0.00% 0(.00 0¢(0.00 0(0.00 0 (0.00 0 (0.00 1(10.00 0 (0.00

weakness %) %) %) %) %) ) %) %) %) %) %) %) %)

Osteonecrosi  0(0.00 0(0.00 0(0.00 O0(0.00 0(0.00 0(0.00% 0(0.00 1(7.14 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00

s of jaw %) %) %) %) %) ) %) %) %) %) %) %) %)

Neoplasms

benign,

malignant and

unspecified

(incl cysts and

polyps)

B-cell 0(0.00 0(.00 O0(.00 o0(.00 O0(.00 0(.00% 0(.00 0(.00 1(25.00 0¢(0.00 0 (0.00 0 (0.00 0 (0.00

lymphoma %) %) %) %) %) ) %) %) %) %) %) %) %)

Epstein-Barr 0(0.00 0(0.00 0(.00 0(0.00 O0(.00 0(0.00% O0(0.00 O0(.00 1(25.00 0¢(0.00 0 (0.00 0 (0.00 0 (0.00

virus %) %) %) %) %) ) %) %) %) %) %) %) %)

associated

lymphoprolife

rative

disorder

Plasma cell 0(0.00 0(.00 0.0 O0(O0 O0(.00 0(0.00% 0(.00 0¢(0.00 0 (0.00 0 (0.00 0 (0.00 1(10.00 0 (0.00

leukaemia %) %) %) %) %) ) %) %) %) %) %) %) %)

Squamous 0(0.00 0(.00 0.0 O0(.O0 O0(.00 0(.00% 0(.00 0¢(0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 1(25.00

cell %) %) %) %) %) ) %) %) %) %) %) %) %)

carcinoma of

skin

Nervous

system

disorders

Presyncope 0(0.00 0(0.00 1(50.0 0(.00 0(.00 0(0.00% 0(.00 0¢(0.00 0(0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
%) %) 0%) %) %) ) %) %) %) %) %) %) %)

Syncope 0(0.00 0(.00 0(0.00 0(.00 0(.00 0(0.00% 0(.00 0¢(0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 1(25.00
%) %) %) %) %) ) %) %) %) %) %) %) %)
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Renal and

urinary

disorders
Acute kidney 0(0.00 0(0.00 0(.00 0(0.00 0(0.00 0(0.00% 0(0.00 1(7.14 1(25.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
injury %) %) %) %) %) ) %) %) %) %) %) %) %)
Renal failure  0(0.00 0(0.00 0(0.00 0(.00 0(0.00 0(0.00% 0(0.00 1(7.14 0(0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00

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

Tubulointerst 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00% 0(.00 0(0.00 1(25.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
itial nephritis %) %) %) %) %) ) %) %) %) %) %) %) %)

Vascular

disorders
Arterial 0(0.00 0(.00 O0(.L0 OO0 O0(.00 0(0.00% O0(.00 0(.00 1(25.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
thrombosis %) %) %) %) %) ) %) %) %) %) %) %) %)

Other (Not Including Serious) Adverse Events

Adverse events and deaths in the on-treatment and post-treatment safety follow-up: from the first dose of study treatment through 90
days after the last dose, up to approximately 47 months (median 4.4) in Arm A and approximately 32 months (median 5.8) in Arm B.

Deaths in the disease progression follow-up: from 91 days after the last dose of study treatment until the end of study, up to
approximately 47 months in Arm A and approximately 32 months in Arm B.

Time Frame

Source Vocabulary

for Table Default ~ VEdDRA (27.1)

Collection
Approach for Table Systematic Assessment
Default
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Frequent Event Reporting Threshold

5%

WVT07 WVT07 WVTO07 WVTO7
WVT07 WVT07 WVT07 WVT07 WVT07 WVT07 WVTO0O WVT07 WVTO07 8 8 8 8
8 8 8 8 8 8 78 8 8 12mcg/ 24mcg/ 48mcg/ 48mcg/
3mcg/k 6mcg/k 12mcg/ 24mcg/ 48mcg/ 64mcg/ 96mcg 192mc  250mc kg + kg + kg + kg +
g g kg kg kg kg kg g/kg g/kg WHG62 WHG62 WHG62 WHG62
N=1 N=2 N= N=2 N= N=1 N=3 N=14 N=4 6 2mg 6 2mg 6 2mg 6 4mg
N=5 N= N=10 N=4
Arm B: ArmB:  Arm B: Arm B:
WVTO07 WVTO7 WVTO7  WVTO7
812 824 848 848
mcg/kg mcg/kg mcg/lkg  mcg/kg
ArmA:  ArmA:  ArmA: ArmA: ArmA:  AmA: ArmA: ArmA:  ArmA: QW in QW in QW in QW in
Arm/Group WVTO07 WVTO07 WVT07 WVT07 WVTO7 WVTO7  WVTO WVT07 WVT07 combin  combin  combin  combin
Description 83 86 812 824 848 8 64 78 96 8192 8 250 ation ation ation ation
mcg/kg mcg/kg mcg/kg mcg/kg mcg/kg mcg/kg mcg/lkg mcg/kg mcg/kg with with with with
Qw Qw Qw Qw Qw Qw Qw Qw Qw WHG62 WHG62 WHG62 WHG62
62mg 62mg 62mg 64mg
2 days 2 days 2 days 2 days
on/5 on/5 on/5 on/5
days off days off daysoff days off
Total # Affected
by any Other 1 2 2 2 4 1 3 13 4 5 4 10 4
Adverse Event
Total # at Risk by
any Other 1 2 2 2 4 1 3 14 4 5 4 10 4
Adverse Event
Blood and
lymphatic system
disorders
Anaemia 0(0.00 O0(.00 2(100. O0(.00 1(250 1(100. 1(33.3 8(571 2(50.0 3(60.0 2(50.0 3(30.0 2(50.0
%) %) 00%) %) 0%) 00%) 3%) 4%) 0%) 0%) 0%) 0%) 0%)
Hypoglobulinae 0(.00 OO0 OO0 O0(OO0 OO0 OO0 O0(@.0O0 1(7r14 o000 O0(@.O00 0(.00 0(.00 0¢(0.00

mia

%)

%)

%)

%)

%)

%)

%)

%)

%)

%)

%)

%)

%)
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Iron deficiency ~ 0(0.00 0(0.00 0(0.00 0(0.00 1(250 0(0.00 0(0.00 0(0.00 0(.00 0(0.00 0(0.00 0(0.00 0(0.00
anaemia %) %) %) %) 0%) %) %) %) %) %) %) %) %)
Loukopenia 0(0.00 0(0.00 0(0.00 0(.00 1(250 0(.00 0(0.00 3(214 1(250 0(0.00 1(250 1(10.0 0(0.00

P %) %) %) %) 0%) %) %) 3%) 0%) %) 0%) 0%) %)
Lymohopenia 0(0.00 0(0.00 0(0.00 0(0.00 1(250 1(100. 0(0.00 3(214 1(250 0(0.00 2(50.0 1(10.0 0(0.00
ymphop %) %) %) %) 0%) 00%) %) 3%) 0%) %) 0%) 0%) %)
Neutropenia 0(0.00 0(0.00 0(0.00 1(50.0 1(250 0(0.00 0(0.00 6(428 4(100. 1(200 1(250 7(70.0 3(75.0

P %) %) %) 0%) 0%) %) %) 6%) 00%) 0%) 0%) 0%) 0%)
Neutroohilia 0(0.00 0(0.00 0(0.00 0(.00 0(0.00 1(100. 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00

P %) %) %) %) %) 00%) %) %) %) %) %) %) %)
Thrombocytopen 0 (0.00 0(0.00 1(50.0 0(0.00 1(250 1(100. 1(33.3 7(50.0 2(50.0 2(40.0 3(750 4(40.0 3(75.0
ia %) %) 0%) %) 0%) 00%) 3%) 0%) 0%) 0%) 0%) 0%) 0%)

Cardiac disorders
gtgglz";’r‘;fcu'ar 0(0.00 0(0.00 0(0.00 0(.00 0(0.00 0(.00 0(0.00 0(.00 0(0.00 0(.00 0(0.00 1(10.0 0(0.00
q %) %) %) %) %) %) %) %) %) %) %) 0%) %)

egree
Bradveardia 0(0.00 0(0.00 0(0.00 0(.00 0(0.00 1(100. 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(250
y %) %) %) %) %) 00%) %) %) %) %) %) %) 0%)
Cardiac failure 0(0.00 0(0.00 0(0.00 0(.00 0(0.00 0(.00 0(0.00 0(.00 0(0.00 0(.00 0(0.00 1(10.0 0(0.00
%) %) %) %) %) %) %) %) %) %) %) 0%) %)
Paloitations 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00 0(.00 0(.00 0(.00 0(.00 1(10.0 0(0.00
P %) %) %) %) %) %) %) %) %) %) %) 0%) %)
Sinus 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(.00 0(0.00 1(714 1(250 0(0.00 0(0.00 1(10.0 0(0.00
tachycardia %) %) %) %) %) %) %) %) 0%) %) %) 0%) %)
Tachveardia 0(0.00 0(0.00 0(0.00 0(.00 0(0.00 0(.00 1(333 1(714 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
Y %) %) %) %) %) %) 3%) %) %) %) %) %) %)

Ear and labyrinth

disorders
Ear discomfort | ©(0:00  0(0.00  0(0.00 0(000 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(10.0 0(0.00

%) %) %) %) %) %) %) %) %) %) %) 0%) %)
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Ear pain 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00 2(200 0/(0.00
P %) %) %) %) %) %) %) %) %) %) %) 0%) %)
HvboacUSiS 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00 0(.00 0(.00 0(.00 0(.00 1(10.0 0/(0.00
P %) %) %) %) %) %) %) %) %) %) %) 0%) %)
Middle ear 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00 0(.00 0(.00 0(.00 0(.00 1(10.0 0(0.00
inflammation %) %) %) %) %) %) %) %) %) %) %) 0%) %)
Tinnitus 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00 0(0.00 0(0.00 0(.00 0(0.00 0(0.00 1(25.0
%) %) %) %) %) %) %) %) %) %) %) %) 0%)
Vertiao 0(0.00 0(0.00 0(0.00 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
9 %) %) %) %) 0%) %) %) %) %) %) %) %) %)
Endocrine
disorders
Hyperparathyroi ~ 0(0.00 0(0.00 0(0.00 0(0.00 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
dism %) %) %) %) %) %) %) %) %) %) %) %) 0%)
Hvoothvroidism 0000 0(0.00 0(000 0(000 0(0.00 0(0.00 0(000 1(7.14 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
ypothy %) %) %) %) %) %) %) %) %) %) %) %) %)
Eye disorders
Bleoharitis 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(100. 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(10.0 0/(0.00
P %) %) %) %) %) 00%) %) %) %) %) %) 0%) %)
Cataract 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(0.00 0(0.00 0(.00 1(250 0(0.00 0(0.00 0(0.00 0/(0.00
%) %) %) %) %) %) %) %) 0%) %) %) %) %)
Conjunctival 0(0.00 0(0.00 0(0.00 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
haemorrhage %) %) %) %) 0%) %) %) %) %) %) %) %) %)
Diolobia 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00 0(0.00 0(0.00 1(200 0(0.00 0(0.00 0/(0.00
plop %) %) %) %) %) %) %) %) %) 0%) %) %) %)
Drv eve 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(.00 0(0.00 0(.00 1(250 0(0.00 0(0.00 0(0.00 0/(0.00
y ey %) %) %) %) %) %) %) %) 0%) %) %) %) %)
Keratitis 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(100. 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0/(0.00
%) %) %) %) %) 00%) %) %) %) %) %) %) %)
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Nl'::’;mia” 0(0.00 0(0.00 0(0.00 0(.00 0(0.00 0(.00 0(.00 0(0.00 0(.00 0(0.00 0(0.00 1(10.0 0(0.00
gy <function %) %) %) %) %) %) %) %) %) %) %) 0%) %)
Swelling of 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
eyelid %) %) %) %) 0%) %) %) %) %) %) %) %) %)
Vision biurred 0(0.00 0(0.00 0(0.00 0(0.00 1(250 0(0.00 0(0.00 0(.00 0(0.00 0(0.00 0(0.00 1(10.0 0(0.00
%) %) %) %) 0%) %) %) %) %) %) %) 0%) %)

Gastrointestinal
disorders

Abdominal pain (000 0(0.00  0(000 0(0.00 0(000 0(000 0(0.00 1(714 0(0.00 0(000 0(000 2(200 1(250

%) %) %) %) %) %) %) %) %) %) %) 0%) 0%)

Abdominal 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 0(0.00 0(0.00 1(25.0
upper %) %) %) %) %) %) %) %) %) %) %) %) 0%)

Anaular cheiitis 0000 0(0.00  0(0.00 0(0.00 0(0.00 0(000 0(0.00 0(0.00 0(000 0(0.00 1(250 0(0.00 0(0.00
9 %) %) %) %) %) %) %) %) %) %) 0%) %) %)

Constination 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(0.00 0(0.00 1(714 1(250 1(200 0(0.00 0(0.00 0(0.00
P %) %) %) %) %) %) %) %) 0%) 0%) %) %) %)

Dental carios 0(0.00 0(0.00 0(0.00 0(0.00 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%) %) %) %) %)

Diarthoes 0(0.00 0(0.00 0(0.00 1(50.0 1(250 1(100. 1(33.3 2(142 2(50.0 1(200 0(0.00 5(50.0 3(75.0
%) %) %) 0%) 0%) 00%)  3%) 9%) 0%) 0%) %) 0%) 0%)

Drv mouth 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(0.00 0(0.00 0(0.00 1(250 0(0.00 0(0.00 1(10.0 0(0.00
Y %) %) %) %) %) %) %) %) 0%) %) %) 0%) %)

Dvsoensia 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(100. 0(0.00 0(0.00 0(0.00 0(0.00 1(250 1(10.0 0(0.00
yspep %) %) %) %) %) 00%) %) %) %) %) 0%) 0%) %)

Faecaloma 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(0.00 0(0.00 1(714 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
%) %) %) %) %) %) %) %) %) %) %) %) %)

Flatulence 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(10.0 0(0.00
%) %) %) %) %) %) %) %) %) %) %) 0%) %)

Gastric bolvos 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
polyp %) %) %) %) %) %) %) %) %) %) %) %) 0%)
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Gastrooesophag

eal reflux 0(0.00 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 0(0.00 0¢(0.00
. 0 0 0 0 0 0 0 0 0 0 0 0 0
d %) %) %) %) %) %) %) %) %) 0%) %) %) %)
isease
Glossodvnia 0(0.00 0(0.00 0(0.00 0¢(0.00 0 (0.00 1(100. 0(.00 0(©00 O0(0.00 O0(.00 O0(.00 0(.00 0¢(0.00
Y %) %) %) %) %) 00%) %) %) %) %) %) %) %)
Nausea 0(0.00 0(.00 0(.00 0¢(0.00 0 (0.00 1(100. 1(33.3 2(14.2 2(50.0 2(40.0 1(25.0 3(30.0 2(50.0
%) %) %) %) %) 00%) 3%) 9%) 0%) 0%) 0%) 0%) 0%)
Odvnophagia 0(0.00 0(.00 0(.00 0¢(0.00 0 (0.00 0(0.00 O0(.00 O0(O0 O0(.00 O0(.00 O0(.00 0¢(0.00 1(25.0
ynophag %) %) %) %) %) %) %) %) %) %) %) %) 0%)
Oral pain 0(0.00 0(0.00 0(0.00 0¢(0.00 0 (0.00 0(.00 O0(.00 O0(.O0 0(.00 0(.00 0¢(0.00 1(10.0 1(25.0
P %) %) %) %) %) %) %) %) %) %) %) 0%) 0%)
Stomatitis 0(0.00 0(0.00 0(0.00 0¢(0.00 0 (0.00 0(0.00 0(0.00 2(14.2 1(25.0 0(0.00 1(25.0 1(10.0 0(0.00
%) %) %) %) %) %) %) 9%) 0%) %) 0%) 0%) %)
Vomitin 0(0.00 0(0.00 0(0.00 0¢(0.00 0 (0.00 1(100. 0(.00 1(714 2(50.0 3(60.0 0(0.00 2(20.0 2(50.0
9 %) %) %) %) %) 00%) %) %) 0%) 0%) %) 0%) 0%)
General
disorders and
administration
site conditions
Asthenia 0(0.00 0(.00 0(.00 0¢(0.00 0 (0.00 0(0.00 0(.00 2(14.2 1(25.0 0(0.00 1(25.0 0(0.00 1(25.0
%) %) %) %) %) %) %) 9%) 0%) %) 0%) %) 0%)
Chest pain 0(0.00 0(0.00 O0(.00 0¢(0.00 0 (0.00 0(0.00 0(0.00 3(214 0(0.00 0¢(0.00 1(25.0 1(10.0 0(0.00
P %) %) %) %) %) %) %) 3%) %) %) 0%) 0%) %)
Chills 0(0.00 0(0.00 0(0.00 0¢(0.00 1(25.0 1(100. 1(33.3 2(14.2 1(25.0 0(0.00 1(25.0 3(30.0 2(50.0
%) %) %) %) 0%) 00%) 3%) 9%) 0%) %) 0%) 0%) 0%)
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 1250 0(0.00 0(0.00 0(0.00 0¢(0.00
%) %) %) %) %) %) %) %) 0%) %) %) %) %)
Facial pain 0(0.00 0(.00 0(.00 0¢(0.00 0 (0.00 0(0.00 0(.00 0(©00 O0(.00 0(0.00 0¢(0.00 1(10.0 0(0.00
P %) %) %) %) %) %) %) %) %) %) %) 0%) %)
Fatique 1 (100. 2 (100. 0(0.00 0(0.00 0 (0.00 1(100. 0(0.00 2(14.2 1(25.0 0(0.00 0(0.00 2(20.0 0¢(0.00
9 00%) 00%) %) %) %) 00%) %) 9%) 0%) %) %) 0%) %)
Influenza like 0(0.00 0(0.00 0(0.00 0¢(0.00 0 (0.00 1(100. 0(0.00 0(0.00 0¢(0.00 1(20.0 0(0.00 1(10.0 0(0.00
illness %) %) %) %) %) 00%) %) %) %) 0%) %) 0%) %)
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Injection site 0(.00 OO0 OO0 O0(OO OO0 OO0 O0(@O0 O(@OO O0(OO O0(@OO0 1(25.0 0(0.00 0¢(0.00
haematoma %) %) %) %) %) %) %) %) %) %) 0%) %) %)
Malaise 0(.00 OO0 OO0 O0(OO0 OO0 OO0 O0(@.O0 O(@OO o0(OO0 O0(@OO 0(.00 0(.00 1(25.0
%) %) %) %) %) %) %) %) %) %) %) %) 0%)
Nodule 0(0.00 O0(.O00 OO0 O0(O0 1(250 O0(O0 O0(.00 O(OO OO0 O0(@OO 0(.00 0(.00 0¢(0.00
%) %) %) %) 0%) %) %) %) %) %) %) %) %)
Non-cardiac 0(.00 OO0 OO0 O0(OO OO0 OO0 O0(@OO0 1(7r14 O0(.O0 O0(@.00 O0(.00 0(.00 0¢(0.00
chest pain %) %) %) %) %) %) %) %) %) %) %) %) %)
Oedema 0(.00 OO0 OO O0(OO OO0 1(100. 0.0 2(142 1(250 O0(©.00 0(.00 0(0.00 0¢(0.00
%) %) %) %) %) 00%) %) 9%) 0%) %) %) %) %)
Oedema 0(.00 O0(@.O00 OO0 1(50.0 O0(©0O0 1(100. 0(0.00 3(214 1(250 O0(.00 0(.00 3(30.0 1(25.0
peripheral %) %) %) 0%) %) 00%) %) 3%) 0%) %) %) 0%) 0%)
Pain 0(.00 OO0 OO0 O0(OO0 OO0 OO0 O0(@.O0 O0(OO0 1(250 O0(@.00 1(25.0 0(0.00 0¢(0.00
%) %) %) %) %) %) %) %) 0%) %) 0%) %) %)
Pvrexia 0(0.00 0(0.00 1(50.0 2(100. 1(25.0 1(100. 2(66.6 8(57.1 3(750 2(¢40.0 1(250 6(60.0 2(50.0
y %) %) 0%) 00%) 0%) 00%) 7%) 4%) 0%) 0%) 0%) 0%) 0%)
Swellin 0(.00 OO0 OO0 O0(OO0 OO0 1(100. O0(.00 O(@.0C0O O0(.O0 OO0 0(.00 0(.00 0¢(0.00
9 %) %) %) %) %) 00%) %) %) %) %) %) %) %)
Vessel puncture 0(.00 OO0 OO0 O0(OO OO0 OO0 O0(@O0 O(@OO O0(OO O0(@OO 0(.00 1(10.0 0¢(0.00
site haematoma %) %) %) %) %) %) %) %) %) %) %) 0%) %)
Hepatobiliary
disorders
Hyperbilirubinae  0(0.00 0(0.00 0(0.00 0(0.00 1(250 0(.00 0.0 o0(0O0 O0(O0 O0(0O0 O0(.00 0(.00 0¢(0.00
mia %) %) %) %) 0%) %) %) %) %) %) %) %) %)
Immune system
disorders
Cytokinerelease 0(0.00 0(0.00 0(0.00 1(50.0 4 (100. 1(100. 1(33.3 10(71. 3(750 2(400 1(25.0 5(50.0 4 (100.
syndrome %) %) %) 0%) 00%) 00%) 3%) 43%) 0%) 0%) 0%) 0%) 00%)
Hvoersensitivit 0(.00 OO0 OO0 O0(OO OO0 OO0 O0(@O0 O(@OO O0(OO O0(@OO0 1(25.0 0(0.00 0¢(0.00
P y %) %) %) %) %) %) %) %) %) %) 0%) %) %)
Hypogammaglo 0(.00 OO0 OO0 O0(OO0 OO0 OO0 1(333 1(714 O0(0.00 O0(@.00 0(.00 2(200 1(25.0
bulinaemia %) %) %) %) %) %) 3%) %) %) %) %) 0%) 0%)
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0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(.00 1(33.3 0(0.00 0(0.00 0(.00 0(0.00 0(0.00 0/(0.00

Seasonal allergy %) %) %) %) %) %) 3%) %) %) %) %) %) %)

Infections and
infestations

. 0000 0(00 O0(O0 O0(OO0 OO0 OO0 O0(O0 1(714 O0(.00 O0(.00 0(0.00 0(.00 0(0.00
Bacteraemia

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

Clostridium 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(0.00 0(0.00 1(7.14 0(0.00 0(0.00 0(0.00 0(0.00 1(25.0
difficile colitis %) %) %) %) %) %) %) %) %) %) %) %) 0%)

Coniuncivitis 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(100. 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(25.0
I %) %) %) %) %) 00%) %) %) %) %) %) %) 0%)

COVID-19 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(20.0 0(0.00 2(20.0 0/(0.00
%) %) %) %) 0%) %) %) %) 0%) 0%) %) 0%) %)

Cytomegalovirus 09 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(000 0(0.00 2(50.0 0(0.00 0(0.00 0(0.00 0(0.00

'rr;‘if(‘;’ttl'\‘/’a“tlon %) %) %) %) %) %) %) %) 0%) %) %) %) %)
Diarrhoea 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
infectious %) %) %) %) 0%) %) %) %) %) %) %) %) %)
Ear 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 1(200 0(0.00 1(10.0 0(0.00
%) %) %) %) %) %) %) %) %) 0%) %) 0%) %)
Ear lobe 0(0.00 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 0(0.00 0(0.00
infection %) %) %) %) %) %) %) %) %) 0%) %) %) %)
Enterocolitis 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(0.00 1(7.14 0(0.00 0(0.00 0(0.00 0(0.00 1(250
infectious %) %) %) %) %) %) %) %) %) %) %) %) 0%)
Fungal infection © (000 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 1(100 0(0.00
9 %) %) %) %) %) %) %) %) %) %) %) 0%) %)
Gastroenteric  ©(000  0(000 0(000 0(000 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(000 0(000 0(0.00 1(250
%) %) %) %) %) %) %) %) %) %) %) %) 0%)
Gastroenteriis ~ 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(714 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
salmonella %) %) %) %) %) %) %) %) %) %) %) %) %)
Gindivitis 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(0.00 1(7.14 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
9 %) %) %) %) %) %) %) %) %) %) %) %) %)
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0(0.00 0(0.00 0(0.00 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

Hepatitis E %) %) %) %) 0%) %) %) %) %) %) %) %) %)
Horoes simpjex  ©(0:00  0(0.00  0(0.00 0(000 0(0.00 0(0.00 0(0.00 1(7.44 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
P P %) %) %) %) %) %) %) %) %) %) %) %) %)
Heroes zoster 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00 0(.00 0(.00 0(.00 0(.00 0(0.00 1(250
P %) %) %) %) %) %) %) %) %) %) %) %) 0%)

infection 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00 0(0.00 1(250 0(0.00 0(0.00 0(0.00 0/(0.00
%) %) %) %) %) %) %) %) 0%) %) %) %) %)

nfluenza 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00 0(0.00 0(0.00 1(20.0 0(0.00 0(0.00 0/(0.00
%) %) %) %) %) %) %) %) %) 0%) %) %) %)

Localised 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00 0(.00 0(.00 0(.00 0(.00 1(10.0 0/(0.00
infection %) %) %) %) %) %) %) %) %) %) %) 0%) %)

Nail infection 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00 0(.00 0(.00 0(.00 0(0.00 2(200 0/(0.00
%) %) %) %) %) %) %) %) %) %) %) 0%) %)

Nasooharvnais (000 0(0.00 0(000 0(000 0(0.00 1(100. 0(000 1(7.14 1(250 0(0.00 0(0.00 0(0.00 0(0.00
pharyng %) %) %) %) %) 00%) %) %) 0%) %) %) %) %)

Onvehomveosis (@00 0(0.00  0(000 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(000 0(000 0(000 0(000 1(250
yehomy %) %) %) %) %) %) %) %) %) %) %) %) 0%)

Oral candidiasis 0 (@00 0(0.00 0(000 0(0.00 0(0.00 0(0.00 0(0.00 0(000 1(250 0(0.00 0(0.00 1(10.0 0(0.00
%) %) %) %) %) %) %) %) 0%) %) %) 0%) %)

Oral herpes 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 1(100. 0(0.00 1(7.14 0(0.00 0(0.00 1(250 0(0.00 0(0.00
P %) %) %) %) %) 00%) %) %) %) %) 0%) %) %)

otitis media 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00 0(.00 0(.00 0(.00 0(.00 1(10.0 0/(0.00
%) %) %) %) %) %) %) %) %) %) %) 0%) %)

Parainfluenzae ~ 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(714 1(250 0(0.00 0(0.00 0(0.00 0(0.00
virus infection %) %) %) %) %) %) %) %) 0%) %) %) %) %)

Pharvnaiis 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00 0(0.00 1(250 0(0.00 0(0.00 0(0.00 0/(0.00
vng %) %) %) %) %) %) %) %) 0%) %) %) %) %)

Preumonia 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(.00 0(0.00 1(714 1(250 0(0.00 1(250 0(0.00 1(25.0
%) %) %) %) %) %) %) %) 0%) %) 0%) %) 0%)

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 0(0.00 0(0.00 1(250
infection %) %) %) %) %) %) %) %) %) %) %) %) 0%)
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0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00 0(.00 1(250 0(0.00 0(0.00 0(0.00 0/(0.00

Pustule %) %) %) %) %) %) %) %) 0%) %) %) %) %)
Rash oustular 0(0.00 0(0.00 0(0.00 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(10.0 0(0.00
P %) %) %) %) %) %) %) %) %) %) %) 0%) %)
SRenSfi[;tf\:iyms 0(0.00 0(0.00 0(0.00 0(.00 0(0.00 0(.00 0(.00 0(.00 0(.00 0(0.00 0(0.00 1(10.0 0(0.00
syncy %) %) %) %) %) %) %) %) %) %) %) 0%) %)
infection
Respiratory tract  0(0.00 0(0.00 0(0.00 0(0.00 1(250 0(0.00 0(0.00 1(714 1(250 0(0.00 0(0.00 1(10.0 0(0.00
infection %) %) %) %) 0%) %) %) %) 0%) %) %) 0%) %)
Rhinitis 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%) %) %) %) %) %) %) %) %)
Rhinovirus 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(0.00 0(0.00 1(250 0(0.00 1(25.0
infection %) %) %) %) %) %) %) %) %) %) 0%) %) 0%)
Sensis 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(714 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
P %) %) %) %) %) %) %) %) %) %) %) %) %)
Sinusitis 0(0.00 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 3(30.0 1(25.0
%) %) %) %) %) %) %) %) %) 0%) %) 0%) 0%)
Skin infection 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
%) %) %) %) %) %) 3%) %) %) %) %) %) %)
Tinea pedis 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(0.00 0(0.00 0(0.00 1(10.0 0(0.00
P %) %) %) %) %) %) %) %) %) %) %) 0%) %)
:égpﬁ;to ract 0(000 0(000 0(000 0(0.00 0(0.00 0(0.00 1(333 1(7.14 0(000 1(200 0(000 4(400 1(250
respiratory %) %) %) %) %) %) 3%) %) %) 0%) %) 0%) 0%)
infection
Urinary tract 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(200 0(0.00 0(0.00 0(0.00
infection %) %) %) %) %) %) %) %) 0%) 0%) %) %) %)

Injury, poisoning
and procedural
complications

Contusion 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00 0(0.00 1(250 0(0.00 0(0.00 0(0.00 0/(0.00

%) %) %) %) %) %) %) %) 0%) %) %) %) %)
Fal 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00 0(0.00 0(.00 0(.00 0(.00 1(10.0 1(25.0
%) %) %) %) %) %) %) %) %) %) %) 0%) 0%)
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Foot fracture 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00 1(10.0 0/(0.00

%) %) %) %) %) %) %) %) %) %) %) 0%) %)

Humerus 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00 1(7.14 0(0.00 0(0.00 0(0.00 0(0.00 0/(0.00
fracture %) %) %) %) %) %) %) %) %) %) %) %) %)

Immunisation 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00 0(.00 0(.00 0(.00 0(.00 1(10.0 0(0.00
reaction %) %) %) %) %) %) %) %) %) %) %) 0%) %)

Infusion related  0(0.00 0(0.00 1(50.0 1(50.0 1(25.0 1(100. 2(66.6 0(0.00 1(250 1(20.0 0(0.00 2(20.0 0(0.00
reaction %) %) 0%) 0%) 0%) 00%)  7%) %) 0%) 0%) %) 0%) %)

Joint i 0(0.00 0(0.00 0(0.00 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
Jury %) %) %) %) 0%) %) %) %) %) %) %) %) %)

Limb infur 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(.00 0(0.00 0(0.00 0/(0.00
Jury %) %) %) %) 0%) %) %) %) %) %) %) %) %)

Nail avulsion 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00 1(7.14 0(0.00 0(0.00 0(0.00 0(0.00 0/(0.00
%) %) %) %) %) %) %) %) %) %) %) %) %)

Procedural pain 0000 0(0.00 0(000 0(000 0(0.00 0(0.00 0(000 0(0.00 0(0.00 0(0.00 0(0.00 1(10.0 0(0.00
P %) %) %) %) %) %) %) %) %) %) %) 0%) %)

Procedural 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00 0(0.00 1(250
vomiting %) %) %) %) %) %) %) %) %) %) %) %) 0%)

Rib fracture 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(100. 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0/(0.00
%) %) %) %) %) 00%) %) %) %) %) %) %) %)

Skin wound 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00 0(.00 0(.00 1(200 0(0.00 0(0.00 0/(0.00
%) %) %) %) %) %) %) %) %) 0%) %) %) %)

Wound 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00 0(.00 0(.00 1(200 0(0.00 0(0.00 0/(0.00
%) %) %) %) %) %) %) %) %) 0%) %) %) %)

Investigations

Qr'ﬁi’;igt‘*ransferas 0(0.00 0(0.00 0(0.00 0(0.00 1(250 1(100. 0(0.00 6428 3(750 1(200 1(250 2(20.0 1(25.0
s %) %) %) %) 0%) 00%) %) 6%) 0%) 0%) 0%) 0%) 0%)
Amylase 0(0.00 0(0.00 0(0.00 0(0.00 1(250 1(100. 0(0.00 1(7.14 1(250 1(200 0(0.00 2(20.0 0 (0.00
increased %) %) %) %) 0%) 00%) %) %) 0%) 0%) %) 0%) %)
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aArSnFi’r?;f;isferas 0(0.00 0(0.00 0(0.00 0(.00 1(250 1(100. 1(33.3 6428 3(750 1(200 1(250 2(200 0(0.00
o oonand %) %) %) %) 0%) 00%)  3%) 6%) 0%) 0%) 0%) 0%) %)

Bloodalkaline 4 59 0000 0(0.00 0(0.00 1(250 1(100. 0(0.00 1(714 0(0.00 1(200 0(0.00 1(10.0 1(25.0

f;]hcfzgzggase %) %) %) %) 0%) 00%) %) %) %) 0%) %) 0%) 0%)
Blood bilrubin ~ 0(0.00 0(0.00 0(0.00 0(0.00 0(000 0(0.00 1(333 1(714 1(250 0(0.00 0(0.00 1(10.0 0(0.00
increased %) %) %) %) %) %) 3%) %) 0%) %) %) 0%) %)
Blood creaine ~ 0(0.00 0(0.00 0(0.00 0(0.00 0(000 0(0.00 0(0.00 0(000 1(250 0(0.00 0(0.00 0(0.00 0(0.00
increased %) %) %) %) %) %) %) %) 0%) %) %) %) %)
Blood creatinine  0(0.00 1(50.0 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 3(214 1(250 0(0.00 1(250 2(20.0 1(25.0
increased %) 0%) %) %) %) %) %) 3%) 0%) %) 0%) 0%) 0%)
Blood fibrinogen  0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 1(714 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
decreased %) %) %) %) %) %) %) %) %) %) %) %) %)
Blood folate 0(0.00 0(0.00 0(0.00 0(0.00 0(00 0(0.00 0(.00 0(00 0(0.00 0(00 0(0.00 0(0.00 1(250
decreased %) %) %) %) %) %) %) %) %) %) %) %) 0%)
3('3?‘;:3“:;‘;88 0(000 0(000 0(000 0(000 0(0.00 1(100. 0(000 1(714 1(250 0(0.00 0(0.00 2(200 1(25.0
defydrog %) %) %) %) %) 0%) %) %) 0%) %) %) 0%) 0%)
Blood pressure ~ 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(100. 0(0.00 0(000 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
increased %) %) %) %) %) 0%) %) %) %) %) %) %) %)
Blood urea 0(0.00 0(0.00 0(.00 0(0.00 1(250 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(0.00 0(0.00 0(0.00
increased %) %) %) %) 0%) %) %) %) %) %) %) %) %)
C-reactive

Teac 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 1(100. 0(0.00 3(21.4 1(250 0(0.00 0(0.00 0(0.00 0(0.00
proten %) %) %) %) %) 0%) %) 3%) 0%) %) %) %) %)
Cytomegalovirus  0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(000 0(0.00 1(250 0(0.00 0(0.00 0(0.00 0(0.00
test positive %) %) %) %) %) %) %) %) 0%) %) %) %) %)
Electrocardiogra 0 (0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(100. 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
m abnormal %) %) %) %) %) 0%) %) %) %) %) %) %) %)
Electrocardiogra 0 (0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(100. 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(10.0 0(0.00
mQT prolonged %) %) %) %) %) 0%) %) %) %) %) %) 0%) %)
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Gamma-

gltamyftransfer  ©(0:00 0000 0(000 0(000 1(250 1(100. 1(333 3(214 1(250 0(0.00 0(0.00 0(0.00 0(0.00

S %) %) %) %) 0%) 00%)  3%) 3%) 0%) %) %) %) %)
Haemoglobin 0(0.00 0(0.00 1(50.0 0(0.00 0(0.00 0(0.00 0(0.00 1(7.14 0(0.00 0(0.00 0(0.00 0(0.00 0/(0.00
decreased %) %) 0%) %) %) %) %) %) %) %) %) %) %)
Heart rate 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00 0(.00 0(.00 0(.00 1(250 0(0.00 0/(0.00
increased %) %) %) %) %) %) %) %) %) %) 0%) %) %)
Herpes simplex ~ 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(714 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
test positive %) %) %) %) %) %) %) %) %) %) %) %) %)
Lipase 0(0.00 0(0.00 0(0.00 1(50.0 1(250 1(100. 1(33.3 0(0.00 1(250 0(0.00 0(0.00 4(40.0 2(50.0
increased %) %) %) 0%) 0%) 00%)  3%) %) 0%) %) %) 0%) 0%)
Liver function 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00 1(7.14 0(0.00 0(0.00 0(0.00 0(0.00 0/(0.00
test increased %) %) %) %) %) %) %) %) %) %) %) %) %)
Lymphocyte 0(0.00 0(0.00 1(50.0 0(0.00 2(50.0 0(0.00 1(33.3 0(.00 1(250 1(200 1(250 1(10.0 1(25.0
count decreased %) %) 0%) %) 0%) %) 3%) %) 0%) 0%) 0%) 0%) 0%)
Neutrophil count  0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(100. 0(0.00 1(7.14 1(250 0(0.00 0(0.00 0(0.00 0(0.00
increased %) %) %) %) %) 00%) %) %) 0%) %) %) %) %)
Platelet count 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00 1(7.14 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
decreased %) %) %) %) %) %) %) %) %) %) %) %) %)
Eﬁg{\“g:gﬁon 0(0.00 0(0.00 0(0.00 0(.00 0(0.00 0(.00 0(0.00 0(.00 0(0.00 0(.00 0(0.00 1(10.0 0(0.00
Sositive %) %) %) %) %) %) %) %) %) %) %) 0%) %)
Procalcitonin 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(100. 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0/(0.00
increased %) %) %) %) %) 00%) %) %) %) %) %) %) %)
Troponin 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00 1(7.14 0(0.00 0(0.00 0(0.00 0(0.00 0/(0.00
increased %) %) %) %) %) %) %) %) %) %) %) %) %)
Weight 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00 0(.00 0(.00 0(.00 0(0.00 2(200 1(250
decreased %) %) %) %) %) %) %) %) %) %) %) 0%) 0%)
Weight 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(.00 0(0.00 1(10.0 0/(0.00
increased %) %) %) %) %) %) %) %) %) %) %) 0%) %)
White blood cell  0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(7.14 0(0.00 0(0.00 0(0.00 0(0.00 0 (0.00
count abnormal %) %) %) %) %) %) %) %) %) %) %) %) %)
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White blood cell  0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(333 1(7.14 0(0.00 0(0.00 1(250 1(10.0 1(25.0

count decreased %) %) %) %) %) %) 3%) %) %) %) 0%) 0%) 0%)
White blood cell  0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(100. 0(0.00 0(0.00 1(250 0(0.00 0(0.00 0(0.00 0/(0.00
count increased %) %) %) %) %) 00%) %) %) 0%) %) %) %) %)
Metabolism and
nutrition
disorders
Decreased 0(0.00 0(.00 0(.00 0(.00 0(.00 0(.00 0(000 2(142 1(250 0(0.00 1(250 5(50.0 2(50.0
appetite %) %) %) %) %) %) %) 9%) 0%) %) 0%) 0%) 0%)
Dehvdration 000 0(©O0 O0(.OO0 OO0 O0(O0 O0(.00 O0(.00 1(714 1(250 0(.00 0(0.00 1(10.0 0¢(0.00
y %) %) %) %) %) %) %) %) 0%) %) %) 0%) %)
Fluid retention 000 0(OO0 O0(@OO OO0 O0(OO0O O0(@OO O(MOO O0(OOO O0(OO O0(OO O0(.00 1(10.0 0¢(0.00
%) %) %) %) %) %) %) %) %) %) %) 0%) %)
Hvoercalcaemia 000 0(OO0 O0(@OO OO0 O0(OO0O O0(@OO OO0 2(142 O0(0.00 O0(.00 O0(.00 1(10.0 0¢(0.00
P %) %) %) %) %) %) %) 9%) %) %) %) 0%) %)
Hypercholesterol  0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(.00 0(.00 0(.00 1(10.0 0(0.00
aemia %) %) %) %) %) %) %) %) %) %) %) 0%) %)
Hvoeralvcaemia 000 0(©O0 O(@.OO0 OO0 O0(OO0 O0(.OO0 O0(OO O0(O0O0 O0(.00 0¢(0.00 1(25.0 0(0.00 0¢(0.00
ypergly %) %) %) %) %) %) %) %) %) %) 0%) %) %)
Hyperphosphata 0(0.00 0(.00 0(.00 000 0.0 OO0 O0(O0 1(714 0(O0 O0(.0O0 O0(@.O0 O0(.00 0¢(0.00
yperphosp
emia %) %) %) %) %) %) %) %) %) %) %) %) %)
Hypertriglycerida 0 (0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00 0(0.00 0(0.00 0(.00 1(10.0 0(0.00
emia %) %) %) %) %) %) %) %) %) %) %) 0%) %)
Hvperuricaemia 000 0(O0 OO0 O(OO O0(OO0O O0(@OO O(MOO O0(OO0O O0(.0 O0(.00 O0(.00 1(10.0 1(25.0
P %) %) %) %) %) %) %) %) %) %) %) 0%) 0%)
Hypoalbuminae ~ 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(.00 0(.00 0(.00 2(20.0 1(25.0
mia %) %) %) %) %) %) %) %) %) %) %) 0%) 0%)
Hvpocalcaemia 0(0.00 0(0.00 0(0.00 0¢(0.00 1(250 0(.00 0(.00 1(7.14 1(25.0 0(0.00 1(250 1(10.0 0(0.00
P %) %) %) %) 0%) %) %) %) 0%) %) 0%) 0%) %)
Hvookalaemia 0(0.00 0(0.00 0(0.00 0¢(0.00 1(250 0(0.00 1(333 2(142 2(50.0 0(.00 2(50.0 2(20.0 1(25.0
P %) %) %) %) 0%) %) 3%) 9%) 0%) %) 0%) 0%) 0%)
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Hypomagnesae  0(0.00 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 1(250 2(200 2(50.0

mia %) %) %) %) %) %) 3%) %) 0%) %) 0%) 0%) 0%)
Hvoonatraemia 0 (0:00  0(0.00 0(0.00 0(000 0(0.00 0(0.00 1(333 1(7.14 0(0.00 0(0.00 0(0.00 2(200 0(0.00
P %) %) %) %) %) %) 3%) %) %) %) %) 0%) %)
Hypophosphata ~ 0(0.00 0(0.00 0(0.00 1(50.0 1(25.0 1(100. 1(33.3 4(285 2(50.0 0(0.00 1(250 3(30.0 1(25.0
emia %) %) %) 0%) 0%) 00%)  3%) 7%) 0%) %) 0%) 0%) 0%)
Hypoproteinaem  0(0.00 0(0.00 0(0.00 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(10.0 0(0.00
ia %) %) %) %) %) %) %) %) %) %) %) 0%) %)
ron deficienc 0(0.00 0(0.00 0(0.00 0(.00 1(250 0(0.00 0(0.00 1(7.14 1(250 0(0.00 0(0.00 0(0.00 1(25.0

y %) %) %) %) 0%) %) %) %) 0%) %) %) %) 0%)
Obesit 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00 0(.00 0(.00 1(200 0(0.00 0(0.00 0/(0.00
y %) %) %) %) %) %) %) %) %) 0%) %) %) %)
Vitamin B12 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00 0(.00 0(.00 0(.00 0(.00 1(10.0 0/(0.00
deficiency %) %) %) %) %) %) %) %) %) %) %) 0%) %)
Vitamin D 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00 1(7.14 0(0.00 0(0.00 0(0.00 0(0.00 0/(0.00
deficiency %) %) %) %) %) %) %) %) %) %) %) %) %)

Musculoskeletal
and connective
tissue disorders

Arthralgia 0(0.00 0(0.00 0(0.00 0(0.00 1(250 1(100. 0(0.00 3(214 1(250 0(0.00 0(0.00 0(0.00 1(25.0

%) %) %) %) 0%) 00%) %) 3%) 0%) %) %) %) 0%)
Arthritis 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00 0(.00 0(.00 0(.00 0(.00 1(10.0 0/(0.00
%) %) %) %) %) %) %) %) %) %) %) 0%) %)
Back bain 0(0.00 0(0.00 0(0.00 0(0.00 1(250 1(100. 1(33.3 2(142 0(0.00 1(200 0(0.00 1(10.0 2(50.0
P %) %) %) %) 0%) 00%)  3%) 9%) %) 0%) %) 0%) 0%)
Bone bain 0(0.00 0(0.00 0(0.00 1(50.0 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00 2(20.0 0/(0.00
P %) %) %) 0%) %) %) %) %) %) %) %) 0%) %)
Flank oain 0(0.00 0(0.00 0(0.00 0(.00 1(250 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 1(10.0 0/(0.00
P %) %) %) %) 0%) %) %) %) %) %) %) 0%) %)
Groin oain 0(0.00 0(0.00 0(0.00 0(.00 1(250 0(0.00 0(0.00 0(0.00 1(250 0(0.00 0(0.00 0(0.00 0/(0.00
P %) %) %) %) 0%) %) %) %) 0%) %) %) %) %)
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M 0(.00 1(500 OO0 O0(O0 1(250 OO0 O0(.00 1(714 1(250 O0(@.00 0(.00 0(0.00 0¢(0.00
uscle spasms

%) 0%) %) %) 0%) %) %) %) 0%) %) %) %) %)

Muscular 0(.00 OO0 OO0 O0(OO0 OO0 OO0 O0(@.0O0 O(@OO o000 O0(@OO0 0(.00 2(200 1(25.0
weakness %) %) %) %) %) %) %) %) %) %) %) 0%) 0%)

Musculoskeletal 0(0.00 O0(.00 OO0 o000 O0(O0 1(100. 0(.00 OO0 o000 O0(@OO 0(.00 0(.00 1(25.0
chest pain %) %) %) %) %) 00%) %) %) %) %) %) %) 0%)

Mvalaia 0(.00 OO0 OO0 O0(OO 1(250 O0(©O0 O0(@.O0 OO0 1(250 O0O(@.00 O0(.00 0(.00 1(25.0
yalg %) %) %) %) 0%) %) %) %) 0%) %) %) %) 0%)

Neck pain 0(.00 OO0 OO O0(OO OO0 1(100. O0(.00 1(714 O0(.0O0 O0(@.00 0(.00 0(.00 0¢(0.00
P %) %) %) %) %) 00%) %) %) %) %) %) %) %)

Pain in extremit 0(0.00 O0(@.O00 OO0 O0(O0 1(250 O0(0.00 0(.00 2(14.2 1(25.0 0(.00 0(.00 3(30.0 0¢(0.00
y %) %) %) %) 0%) %) %) 9%) 0%) %) %) 0%) %)

Rotator cuff 0(.00 OO0 OO0 O0(OO0 OO0 OO0 O0(@.O0 O(@OO o000 O0(@OO 0(.00 1(10.0 0¢(0.00
syndrome %) %) %) %) %) %) %) %) %) %) %) 0%) %)

Sacral pain 0(0.00 000 OO0 O0(O0 1(250 O0(O0 O0(.00 O0(O0 1(250 O0(@.O00 0(.00 0(.00 0¢(0.00
P %) %) %) %) 0%) %) %) %) 0%) %) %) %) %)

Svnovial cvst 0(.00 OO0 OO0 O0(OO OO0 OO0 O0(@O0 O(@OO O0(O0 1(20.0 0(.00 0(.00 0¢(0.00
y Y %) %) %) %) %) %) %) %) %) 0%) %) %) %)

Tendonitis 0(.00 OO0 OO0 O0(OO OO0 OO0 O0(@O0 O(@OO O0(OO O0(@OO 0(.00 1(10.0 0¢(0.00
%) %) %) %) %) %) %) %) %) %) %) 0%) %)

Tenosvnovitis 0(.00 OO0 OO0 O0(OO0 OO0 OO0 O0(@.O0 O(@OO O0(OO0 O0(@OO 0(.00 0(.00 1(25.0
Y %) %) %) %) %) %) %) %) %) %) %) %) 0%)

Neoplasms
benign,

malignant and
unspecified (incl
cysts and polyps)

T . 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(.00 0(.00 0(.00 0(.00 0(0.00 0(.00 0(0.00 1(250
umour pain

%) %) %) %) %) %) %) %) %) %) %) %) 0%)
Nervous system
disorders
Disturbance in 0000 O0(.O00 O0(0O0 O0(OO0 O0(OO OO0 O0(@O0O O0(@O0 O0(@O0 O0(.00 0(.00 0(@.00 1(25.0
attention %) %) %) %) %) %) %) %) %) %) %) %) 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 0(0.00 1(200 0(0.00 0(0.00 1(25.0

! - o ] () o o o () (] ] (o () o o
Dizziness %) %) %) %) 0%) %) %) %) %) 0%) %) %) 0%)
Dvsgeusia 0(.00 0(.00 0(.00 0(00 0(.00 0(.00 0(.00 1(7.14 0(.00 0(.00 1(25.0 0(0.00 1(250

ys9 %) %) %) %) %) %) %) %) %) %) 0%) %) 0%)
Headache 1(100. 0(0.00 0(0.00 0(0.00 1(250 1(100. 0(0.00 3(21.4 1(250 0(0.00 0(0.00 4(400 1(25.0

00%) %) %) %) 0%) 00%) %) 3%) 0%) %) %) 0%) 0%)
Hyoeraesthesia 0 (000 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(000 0(0.00 1(250 0(0.00 0(0.00

P %) %) %) %) %) %) %) %) %) %) 0%) %) %)
Hvpoaesthesia 0(.00 0(.00 0(.00 0(.00 0(.00 0(.00 0(.00 0(.00 0(.00 0(.00 0(.00 1(10.0 0(0.00

vP %) %) %) %) %) %) %) %) %) %) %) 0%) %)

Immune effector
cell-associated 0(0.00 0(.00 OO0 O0(O0 OO0 O0(©OO0O O0(.O0 1(714 O0(0O0 O0(.00 0(.00 0(.00 0¢(0.00

neurotoxicity %) %) %) %) %) %) %) %) %) %) %) %) %)
syndrome
Nervous system  0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(714 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
disorder %) %) %) %) %) %) %) %) %) %) %) %) %)
Paracsthesia 0(0.00 0(0.00 0(0.00 0(0.00 1(250 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(.00 1(10.0 0/(0.00
%) %) %) %) 0%) %) %) %) %) %) %) 0%) %)
Peripheral motor  0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 1(714 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
neuropathy %) %) %) %) %) %) %) %) %) %) %) %) %)
Peripheral 0(0.00 0(0.00 0(0.00 0(.00 0(0.00 0(.00 0(.00 0(.00 0(.00 0(.00 0(0.00 1(10.0 1(25.0
sensory (°/' (°/' (°/' (°/' (°/' (°/' (°/' (°/' (°/' (°/' (°/' c()°/ ' (§°/ '
europathy b) b) b) b) b) b) b) b) b) b) b) b) b)
PresyneoDne 0(0.00 0(0.00 0(0.00 0(.00 0(0.00 0(.00 0(0.00 1(714 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
yncop %) %) %) %) %) %) %) %) %) %) %) %) %)
Somnolence 0(0.00 0(0.00 0(0.00 0(.00 0(0.00 0(.00 0(.00 0(.00 1(250 0(0.00 0(0.00 0(0.00 0(0.00
%) %) %) %) %) %) %) %) 0%) %) %) %) %)
Tremor 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00 0(.00 0(.00 0(.00 0(.00 0(0.00 1(250
%) %) %) %) %) %) %) %) %) %) %) %) 0%)
Psychiatric
disorders
Agitation 0(0.00 0(0.00 0(0.00 0(.00 0(0.00 0(.00 0(0.00 0(.00 0(0.00 0(.00 1(250 0(0.00 0(0.00

%) %) %) %) %) %) %) %) %) %) 0%) %) %)
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0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00 1(7.14 0(0.00 0(0.00 0(0.00 0(0.00 0/(0.00

Anxiety %) %) %) %) %) %) %) %) %) %) %) %) %)

Confusional 000 0(O0 O0(@.OO0 O(OO O0(OO0O O0(@OO0 O(MOO O0(OOO0O O0(.0 O0(.00 O0(.00 o0¢(0.00 1(25.0
state %) %) %) %) %) %) %) %) %) %) %) %) 0%)

Delirium 0(0.00 O0(.O00 OO0 O0(O0 O0(@OO OO0 O0(.00 1(714 o000 O0(@.O00 0(.00 0(.00 0¢(0.00
%) %) %) %) %) %) %) %) %) %) %) %) %)

Depression 0(0.00 O0(.O00 OO0 O0(OO0O O0(@OO OO0 O0(.O0 O(@OO O0(OO0 O0(@OO 0(.00 1(10.0 0¢(0.00
P %) %) %) %) %) %) %) %) %) %) %) 0%) %)

Hallucination 0(0.00 O0(.O00 OO0 O0(O0 O0(@OO OO0 O0(.0O0 1(714 O0(0O0 O0(@.O0 0(.00 0(.00 0¢(0.00
%) %) %) %) %) %) %) %) %) %) %) %) %)

Insomnia 0(0.00 0(0.00 0¢(0.00 1(50.0 0(.00 0(.00 0(.00 1(7.14 1250 0(0.00 1(250 0(0.00 0¢(0.00
%) %) %) 0%) %) %) %) %) 0%) %) 0%) %) %)

Tearfulness 000 0(O0 O0(.CO0O OO0 O0(O0 O0(.00 0(.00 o0¢(0.00 1250 0(.00 0(0.00 0(.00 0¢(0.00
%) %) %) %) %) %) %) %) 0%) %) %) %) %)

Renal and urinary
disorders

Acute kidney 000 0(©O0 O0(.OO0 OO0 O0(O0 O0(.00 O0(.00 1(714 1(250 1(200 0(0.00 0(0.00 0¢(0.00
injury %) %) %) %) %) %) %) %) 0%) 0%) %) %) %)

Azotaemia 000 0(©O0 OO0 OO0 O0(OO0O O0(@OO O(MOO O0(OOO O0(OO OO0 1(25.0 0(0.00 0¢(0.00
%) %) %) %) %) %) %) %) %) %) 0%) %) %)

Pollakiuria 0(0.00 0(0.00 0(0.00 0¢(0.00 1(250 0(.00 O0(0O0 0.0 OO0 O0(O0 O0(.O0 O0(.00 0¢(.00
%) %) %) %) 0%) %) %) %) %) %) %) %) %)

Renal failure 000 0(OO0 O0(@OO O(OO O0(OO0O O0(@OO OO0 O0(OOO0O O0(.OO0 O0(OO O0(.00 1(10.0 0¢(0.00
%) %) %) %) %) %) %) %) %) %) %) 0%) %)

Renal 0(0.00 000 OO0 O0(OO0O O0(@OO OO0 O0(.O0 O(@OO O0(O0 1(200 0(.00 0(0.00 0¢(0.00
impairment %) %) %) %) %) %) %) %) %) 0%) %) %) %)

Tubulointerstitial  0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00 0(0.00 0¢(0.00 1(250 0(0.00 0(0.00 0(.00 0¢(0.00
nephritis %) %) %) %) %) %) %) %) 0%) %) %) %) %)

Urinary 000 0(OO0 O0(.OO0 OO0 O0(OO0O O0(@OO O(MOO O0(OOO O0(OO O0(OO O0(.00 1(10.0 0¢(0.00
incontinence %) %) %) %) %) %) %) %) %) %) %) 0%) %)

Urine 000 0(©O0 O0(.OO0 OO0 O0(OO0O O0(@OO0 O0(OO O0(OOO0O O0(.OO0 O0(OO0 O0(.00 1(10.0 0¢(0.00
abnormality %) %) %) %) %) %) %) %) %) %) %) 0%) %)
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Urine flow 000 O0(.O00 O0(0O0 O0(OO0 OO0 OO0 O0(@OO0 O0(@O0 O0(@O0 O0(.00 O0(.00 1(10.0 0(0.00
decreased %) %) %) %) %) %) %) %) %) %) %) 0%) %)
Reproductive
system and
breast disorders
Pelvic pain 0(0.00 0(00 O0(O0 O0(OO0 OO0 O0(O0 O0(O0 1(714 0(.00 O0(.00 0(0.00 0(.00 0(0.00
P %) %) %) %) %) %) %) %) %) %) %) %) %)
Vaginal 0(0.00 0(00 O0(O00 O0(0O0 O0(.0O0 1(100. 0(.0O0 O0(.00 O0(@.00 0(.00 0(.00 0(.00 0(0.00
haemorrhage %) %) %) %) %) 00%) %) %) %) %) %) %) %)
Vulvovaginal 000 O0(.O00 O0(0O0 O0(OO0 OO0 OO0 O0(@O0O O0(@.0O0 O0(@O0 O0(.00 0(.00 0(@.00 1(25.0
dryness %) %) %) %) %) %) %) %) %) %) %) %) 0%)
Respiratory,
thoracic and
mediastinal
disorders
f\e(;Utierato 0000 0(.00 O0(0O0 O0(OO0 OO0 OO0 O0(O0 O0(@O0 O0(@O0 O0(.00 O0(.00 1(10.0 0(0.00
faiISre vy %) %) %) %) %) %) %) %) %) %) %) 0%) %)
Couah 0(0.00 0(00 O0(0O0 O0(0O0 1(250 O0(.00 O0(O0 1(714 1(250 0(.00 1(25.0 3(30.0 1(25.0
9 %) %) %) %) 0%) %) %) %) 0%) %) 0%) 0%) 0%)
Diaphraamalaia 0000 0(00 O0(O0 O0(OO0 OO0 O0(O0 O0(O0 O0(@.0O0 O0(@.O0 O0(.00 O0(00 0(@.00 1(25.0
phragmalg %) %) %) %) %) %) %) %) %) %) %) %) 0%)
Dvsphonia 0(.00 0(.00 O0(0O0 O0(OO0 OO0 OO0 O0(@OO0 O0(@.0O0 O0(@.O0 O0(.00 0(.00 0(@.00 1(25.0
ysp %) %) %) %) %) %) %) %) %) %) %) %) 0%)
Dvspnoea 0000 0(.00 O0(00 O0(.O00 O0(.00 1(100. 1(333 1(714 1(250 0(.00 1(25.0 2(20.0 1(25.0
ysp %) %) %) %) %) 00%) 3%) %) 0%) %) 0%) 0%) 0%)
Dyspnoea 0000 O0(.00 O0(0O0 O0(OO0 OO0 OO0 O0(@OO0 O0(@O0 O0(@O0 1(200 0(0.00 0(0.00 0(0.00
exertional %) %) %) %) %) %) %) %) %) 0%) %) %) %)
Epistaxis 0000 0(00 O0(O0 O0(OO0 OO0 O0(O0 O0(O0 O0(.0O0 1(25.0 0(.00 0(0.00 0(0.00 0(0.00
P %) %) %) %) %) %) %) %) 0%) %) %) %) %)
Hvpoxia 0(0.00 0(00 O0(O00 O0(.O00 O0(.00 1(100. 1(333 2(142 2(50.0 0(.00 1(25.0 0(.00 1(25.0
P %) %) %) %) %) 00%) 3%) 9%) 0%) %) 0%) %) 0%)
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Nasal 0(0.00 O0(.00 O0(.00 O0(O0 O0(.00 O0(.00 O0(.00 0¢(0.00 1(25.0 0(0.00 0(.00 1(10.0 1(25.0
congestion %) %) %) %) %) %) %) %) 0%) %) %) 0%) 0%)

Oropharyngeal 0(0.00 0(.00 O(.00 O0(.O0 O0(O0 O0(O0O OO0 O0(.0 O0(.0O0 O0(.00 1(25.0 0¢(0.00 1(25.0
pain %) %) %) %) %) %) %) %) %) %) 0%) %) 0%)

Pleural effusion 0000 0(00 O0(O0 O0(OO0 OO0 OO0 O0(O0 1(714 O0(.00 O0(.00 0(0.00 0(.00 0(0.00
%) %) %) %) %) %) %) %) %) %) %) %) %)

Productive 0(0.00 O0(.O00 OO0 O0(OO0O O0(@OO OO0 O0(.O0 O(@OO O0(OO0 O0(@OO 0(.00 1(10.0 0¢(0.00
cough %) %) %) %) %) %) %) %) %) %) %) 0%) %)

Pulmonary 0(0.00 O0(.O00 OO0 O0(O0 O0(@OO OO0 O0(.0O0 1(714 O0(0O0 O0(@.O0 0(.00 0(.00 0¢(0.00
oedema %) %) %) %) %) %) %) %) %) %) %) %) %)

Rhinorrhoea 0(0.00 0(0.00 0(.00 0¢(0.00 1(25.0 0000 0(.00 1(714 0(.00 0(.00 0(.00 0(.00 0¢(0.00
%) %) %) %) 0%) %) %) %) %) %) %) %) %)

Sinus pain 0(0.00 0(0.00 0¢(0.00 1(50.0 0(©O0 OO0 O0(.00 O0(OO0 O0(.00 O0(@.0C0 0(.00 0(.00 0¢(0.00
P %) %) %) 0%) %) %) %) %) %) %) %) %) %)

Sneezin 0000 0(00 O0(O0 O0(OO0 OO0 O0(O0 O0(O0 O0(@.O0 O0(@O0 O0(.00 O0(.00 1(10.0 0(0.00
9 %) %) %) %) %) %) %) %) %) %) %) 0%) %)

Stridor 0(0.00 0(.00 OO0 O0(O0 O0(@OO O0(©OO0O O0(.OO0 O(@OO O0(O0 1(200 0(.00 0(.00 0¢(0.00
%) %) %) %) %) %) %) %) %) 0%) %) %) %)

Skin and
subcutaneous

tissue disorders

Actinic keratosis 0(0.00 0(.00 O0(.00 O0(0O0 O0(.0O0 O0(0O0 O0(@0O0 0(.0O0 O0(.00 O0(.00 0(.00 O0(.00 1(250

%) %) %) %) %) %) %) %) %) %) %) %) 0%)
Dermatitis 0(0.00 0(.00 O0(.00 O0(@.00 O0(@.00 O0(@0O0 O0(.00 0(.00 0(.00 O0(@O00 0(.00 O0(@.00 1(250
psoriasiform %) %) %) %) %) %) %) %) %) %) %) %) 0%)
Drv skin 0(0.00 0(0.00 0(.00 0(0.00 0(0.00 1(100. 0(0.00 0(0.00 0(.00 0(.00 0(0.00 1(10.0 0(0.00
y %) %) %) %) %) 00%) %) %) %) %) %) 0%) %)
Eczema 0(0.00 0(.00 O0(.00 O0(@.00 O0(@.00 1(100. 0(.00 0(.00 0(.00 O0(.00 0(.00 1(10.0 0(0.00
%) %) %) %) %) 00%) %) %) %) %) %) 0%) %)
Ervthema 0(0.00 0(.00 O0(.00 O0(@.00 O0(@.00 1(100. 0(.00 0(.00 0(.00 O0(.00 0(.00 O0(.00 0(0.00
Y %) %) %) %) %) 00%) %) %) %) %) %) %) %)
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Hand dermatiis  ©(0:00 0(0.00  0(0.00 0(000 0(0.00 1(100. 0(0.00 1(7.44 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00

%) %) %) %) %) 00%) %) %) %) %) %) %) %)

Hvoerhidrosis 000 000 O0(.C0O OO0 O0(O0 O0(.00 0(.00 o0¢(0.00 1250 0(.00 0(0.00 1(10.0 0¢(0.00
yp %) %) %) %) %) %) %) %) 0%) %) %) 0%) %)

Hvootrichosis 0(0.00 O0(.00 OO0 OO0 O0(O0 O0(O0 O0(.0O0 O0(.00 O0(.00 0¢(0.00 1(25.0 0(0.00 0(0.00
yp %) %) %) %) %) %) %) %) %) %) 0%) %) %)

Nail disorder 0(0.00 0(0.00 O0(.00 0¢(0.00 1(250 000 O0(O0 O(@.OO0 OO0 OO0 O0(OO0 O0(.00 0¢(0.00
%) %) %) %) 0%) %) %) %) %) %) %) %) %)

Night sweats 000 0(O©O0 O(@.OO0 O(@OO O0(OO0 O0(.OO0 O0(@OO 1(714 0(0.00 0(0.00 1(25.0 0(0.00 1(25.0
9 %) %) %) %) %) %) %) %) %) %) 0%) %) 0%)

Petechiae 000 0(O0 O0(@.OO0 OO0 O0(OO0O O0(@OO0 O(MOO O0(OOO0 O0(.0 O0(.00 O0(.00 o0¢(0.00 1(25.0
%) %) %) %) %) %) %) %) %) %) %) %) 0%)

Plantar 0(0.00 0(.00 O0(.00 0(.00 0¢(0.00 1(100. 0(.00 0(©00 O0(0.00 O0(.00 O0(.00 0(.00 0¢(0.00
erythema %) %) %) %) %) 00%) %) %) %) %) %) %) %)

Prurido 0(0.00 000 OO0 O0(O0 O0(@OO OO0 O0(@.0O0 O(OO o0(OO0 O0(@OO 0(.00 1(10.0 0¢(0.00
9 %) %) %) %) %) %) %) %) %) %) %) 0%) %)

Pruritus 0(0.00 0(0.00 0(0.00 0¢(0.00 1(25.0 0(0.00 0(.00 0¢(0.00 1(250 0(0.00 0(0.00 1(10.0 0¢(0.00
%) %) %) %) 0%) %) %) %) 0%) %) %) 0%) %)

Rash 0(.00 0(0.00 O0(.00 0(.00 0¢(0.00 1(100. 0(0.00 0(0.00 2(50.0 1(20.0 2(50.0 2(20.0 1(25.0
%) %) %) %) %) 00%) %) %) 0%) 0%) 0%) 0%) 0%)

Rash 000 0(OO0 O0(OO0 OO0 O0(OO0O O0(@OO OO0 O0(OOO0O O0(.OO0 O0(OO0 O0(.00 1(10.0 0¢(0.00
erythematous %) %) %) %) %) %) %) %) %) %) %) 0%) %)

Rash maculo- 0(0.00 0(0.00 0¢(0.00 1(50.0 1(25.0 1(100. 0(.00 0(000 O0(0.00 O0(.00 0(.00 1(10.0 2(50.0
papular %) %) %) 0%) 0%) 00%) %) %) %) %) %) 0%) 0%)

Rash papular 000 0(O©O0 O(@.OO0 OO0 O0(OO0 O0(.OO0 O0(OO 0(O0O0 O0(.00 0¢(0.00 1(25.0 0(0.00 0¢(0.00
pap %) %) %) %) %) %) %) %) %) %) 0%) %) %)

. _ 0(.00 0(.00 O0(.00 0(.00 0¢(0.00 1(100. 0(0.00 0(0.00 1(25.0 0(0.00 2(50.0 2(20.0 0¢(0.00

Skin exfoliation

%) %) %) %) %) 00%) %) %) 0%) %) 0%) 0%) %)

Skin mass 000 0(©O0 O0(@OO OO0 O0(OO0O O0(@OO O(MOO 1(714 0.0 O0(.O0 O0(.00 O0(.00 0¢(0.00
%) %) %) %) %) %) %) %) %) %) %) %) %)

Vascular
disorders

Page 63



(') NOVARTIS

Arterial 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00 0(.00 1(250 0(0.00 0(0.00 0(0.00 0/(0.00
thrombosis %) %) %) %) %) %) %) %) 0%) %) %) %) %)
Capillary leak 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00 0(.00 1(250 0(0.00 0(0.00 0(0.00 0/(0.00
syndrome %) %) %) %) %) %) %) %) 0%) %) %) %) %)
Deep vein 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00 0(.00 1(250 0(0.00 0(0.00 0(0.00 0/(0.00
thrombosis %) %) %) %) %) %) %) %) 0%) %) %) %) %)
Flushin 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(10.0 0/(0.00
9 %) %) %) %) %) %) %) %) %) %) %) 0%) %)
Haematoma 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(100. 0(0.00 1(7.14 0(0.00 0(0.00 0(0.00 0(0.00 0 (0.00
%) %) %) %) %) 00%) %) %) %) %) %) %) %)

Hvbertension 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(100. 1(33.3 2(142 1(250 0(0.00 0(0.00 2(20.0 0(0.00
P %) %) %) %) %) 00%)  3%) 9%) 0%) %) %) 0%) %)
Hvbotension 0(0.00 0(0.00 0(0.00 1(500 0(0.00 0(0.00 0(0.00 3(214 2(500 0(0.00 0(0.00 1(10.0 1(25.0
P %) %) %) 0%) %) %) %) 3%) 0%) %) %) 0%) 0%)
Phicbitis 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(100. 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0/(0.00
%) %) %) %) %) 00%) %) %) %) %) %) %) %)

Thrombophlebiti 0 (0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(100. 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0/(0.00
s %) %) %) %) %) 00%) %) %) %) %) %) %) %)
Vascular bain 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00 1(7.14 0(0.00 0(0.00 0(0.00 0(0.00 0/(0.00
P %) %) %) %) %) %) %) %) %) %) %) %) %)

Conclusion:

In conclusion, WVTO078 administered alone and in combination with WHG626 were found to be safe in participants with
relapsed and/or refractory MM. The AE/SAEs reported were consistent with the mechanisms of action of both study drugs.
Addressing the resistance mechanisms to these agents remains an important goal because the majority of participants
eventually relapse or become refractory to treatments. Findings from this study add to the body of evidence of B-cell
maturation antigen (BCMA) engaging agents and pave the way for further exploration of gamma secretase inhibitors (GSI)
as their combination partner for the treatment of relapsed and/or refractory MM.
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Date of Clinical Trial Report
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