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Sponsor
Novartis Pharmaceuticals

Generic Drug Name

Spartalizumab/PDR001 in combination with:
CIM112,

Nazartinib/EGF816,

canakinumab/ACZ885 and
trametinib/TMT212

Trial Indication(s)

Triple Negative Breast Cancer (TNBC),
Non-Small Cell Lung Cancer (NSCLC),
Colorectal Cancer (CRC)

Protocol Number
CPDR001X2103

Protocol Title

Phase Ib, open-label, multi-center study to characterize the safety,
tolerability and pharmacodynamics (PD) of PDR0O01 in combination with
CJM112, EGF816, llaris® (canakinumab) or Mekinist® (trametinib)
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Clinical Trial Phase

Phase 1

Phase of Drug Development
Ib

Study Start/End Dates

Study Start Date: August 2016 (Actual)
Primary Completion Date: March 2021 (Actual)
Study Completion Date: March 2021 (Actual)

Reason for Termination (If applicable)
NA

Study Design/Methodoloqy

This was a Phase Ib, multi-center, open-label study, to characterize the safety, tolerability, PK, PD and antitumor activity
of PDRO01 in combination with canakinumab, CJM112, trametinib and EGF816 and s.a. canakinumab in subjects with
TNBC, NSCLC and CRC. The study comprised a dose escalation part for combination treatments only, followed by a
dose expansion part.

Centers

23 centers in 9 countries: Belgium(2), Canada(2), United States(4), Singapore(2), Spain(4), France(4), Israel(1),
Taiwan(2), Italy(2)

Objectives:

To characterize the safety and tolerability of PDR001 in combination with canakinumab, CJM112, trametinib or EGF816,
and of single-agent canakinumab

and to identify recommended doses and schedules for future studies.
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To characterize changes in the immune infiltrate in tumors.

To further characterize the safety of PDR001 in combination with canakinumab, CJM112, trametinib or EGF816 and of
single-agent canakinumab

To estimate the anti-tumor activity of PDR001 in combination with canakinumab, CJM112, trametinib or EGF816, and of
single-agent canakinumab

To characterize the pharmacokinetics of all study drugs in combination, and of single-agent canakinumab

To assess immunogenicity of PDR001, canakinumab and CJM112.

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

Canakinumab 100 mg liquid in vial for subcutaneous (s.c.) administration - Once every 8 weeks

CJM112 150 mg liquid in vial intravenous (i.v.) administration - Once every 4 weeks (The starting dose for alternative
Q2W schedule maintained the same highest total cycle dose assessed to be safe on the Q4W schedule.)

PDRO001 100 mg powder for solution for i.v. infusion - Once every 4 weeks

EGF816 25 mg tablet for oral administration - Dosing on Day 1 to Day 10 of Cycle 1, then stop. (The starting dose for
longer duration schedules (Cycles 1-3 and Cycles 1-6) was the highest dose assessed to be safe on the Cycle 1
schedule.)

Trametinib 0.5 mg tablet for oral administration - Once daily
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Statistical Methods

Four adaptive Bayesian logistic regression model (BLRM) guided by Escalation With Overdose Control (EWOC) principle
were used to make dose recommendations and estimate the Maximum Tolerated Dose (MTD)(s)/ Recommended Dose
for Expansion (RDE)(s) during the dose escalation parts of the study for PDR001 in combination with canakinumab,
PDRO001 in combination with CJM112, PDR001 in combination with trametinib and PDRO001 in combination with EGF816.

In the dose escalation part, each of the dose-toxicity (DLT) relationship of PDR001 in combination with canakinumab,
PDRO001 in combination with CJM112, PDRO001 in combination with trametinib or PDR001 in combination with EGF816
was described by a 5 parameter BLRM that comprised single agent dose-DLT relationship parts, which allowed the
incorporation of historical single agent toxicity data and an interaction part.

A secondary objective was to assess the preliminary anti-tumor activity of PDR001 in combination with canakinumab,
CJIM112, trametinib or EGF816 and of Single agent (s.a.) canakinumab based on investigator assessment of overall
lesion response according to Response Evaluation Criteria In Solid Tumors (RECIST) v1.1 and irRC. Overall response
rate (ORR), best overall response (BOR) and disease control rate (DCR) were summarized by number and percent of
subjects and the corresponding 95% CI were calculated using Clopper-Pearson method. Progression free survival (PFS)
and treatment free survival (TFS) were analyzed using Kaplan-Meier estimates for each treatment group/disease group at
Recommended Dose for Expansion (RDE).

Study Population: Key Inclusion/Exclusion Criteria

Inclusion Criteria:

- Patients with advanced/metastatic cancer, with measurable disease as determined by RECIST version 1.1, who have progressed
despite standard therapy or are intolerant to standard therapy, and for whom no effective therapy is available.

Patients must fit into one of the following groups:

- Colorectal cancer (CRC) (not mismatch repair deficient by local assay including PCR and/or immunohistochemistry)

-Non-small cell lung cancer (NSCLC) (adenocarcinoma)

-Triple Negative Breast Cancer (TNBC) (D

-ECOG Performance Status < 2

-Patient must have a site of disease amenable to biopsy, and be a candidate for tumor biopsy according to the treating institution's
guidelines. Patient must be willing to undergo a new tumor biopsy at baseline, and again during therapy on this study.
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-Prior therapy with PD-1/PDL-1 inhibitors is allowed provided any toxicity attributed to prior PD-1- or PD-L1-directed therapy did not
lead to discontinuation of therapy.

-Written informed consent must be obtained prior to any screening procedures other than procedures performed as part of standard
of care.

Exclusion Criteria:

- Presence of symptomatic central nervous system (CNS) metastases, or CNS metastases that require local CNS-directed therapy,
or increasing doses of corticosteroids within the prior 2 weeks.

- History of severe hypersensitivity reactions to other monoclonal antibodies.

- Out of range laboratory values for measures of hepatic and renal function, electrolytes and blood counts

- Impaired cardiac function or clinically significant cardiac disease.

- Patients with active, known or suspected autoimmune disease.

- Human Immunodeficiency Virus infection at screening.

- Escalation part: Active Hepatitis B (HBV) or Hepatitis C (HCV) virus infection at screening.

Expansion part: Patients with active HBV or HCV are excluded, excepting those patients undergoing treatment for HBV or HCV.

- Malignant disease, other than that being treated in this study.

- Recent systemic anti-cancer therapy

- Active infection requiring systemic antibiotic therapy.

- Patients requiring chronic treatment with systemic steroid therapy, other than replacement dose steroids in the setting of adrenal
insufficiency or treatment with low, stable dose of

steroid (<10mg/ day prednisone or equivalent) for stable CNS metastatic disease.

- Patients receiving systemic treatment with any immunosuppressive medication, excepting the above

- Use of any live vaccines against infectious diseases (e.g. influenza, varicella, pneumococcus) within 4 weeks of initiation of study
treatment.

- Participation in an interventional, investigational study within 2 weeks of the first dose of study treatment.

- Presence of =2 CTCAE grade 2 toxicity (except alopecia and ototoxicity, which are excluded if = CTCAE grade 3) due to prior cancer
therapy.

- Recent use of hematopoietic colony-stimulating growth factors (e.g. G-CSF, GMCSF, M-CSF)

Additional exclusion criteria for Combination arm PDR001+canakinumab and single-agent canakinumab
- Patients with tuberculosis (TB). Note: Patient with latent TB may be

eligible based on the investigator's benefit-risk assessment.

- Patients who have been infected with HBV or HCV including those with
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inactive disease.

Additional exclusion criteria for Combination arm PDR001+CJM112

- Patients with TB. Note: Patient with latent TB may be eligible based on the investigator's benefit-risk assessment.
- Patients with history of and/or active inflammatory bowel disease.

- Active skin or soft tissue infection including cellulitis, erysipelas, impetigo, furuncle,carbuncle, abscess, or fasciitis.
- Active candida infection, including mucocutaneous infection or history of invasive candidiasis.

Additional exclusion criteria for Combination arm PDRO001+trametinib

- Patients with history of retinal vein oclusion.

- Patients with history of interstitial lung disease or pneumonitis.

- Patients with cardiomyopathy and/or LVEF < LLN.

- Impairment of gastrointestinal function or Gl disease that may significantly alter the absorption of oral combination partners.

- Hemoglobin (Hgb) < 9 g/dL without growth factor or transfusion support

- Women of child-bearing potential using hormonal contraception, unless an additional contraception method is also used according
to the Mekinist® label.

Additional exclusion criteria for Combination arm PDRO01+EGF816

- NSCLC patients with EGFR mutant tumors.

- Strong inhibitors and strong inducers of CYP3A4 should not be used concomitantly.

- Patients with history of interstitial lung disease.

- Patients who have been infected with HBV or HCV including those with inactive disease.

- Impairment of gastrointestinal function or Gl disease that may significantly alter the absorption of oral combination partners
- Patients cannot have received radiotherapy to lung fields within 6 months of study treatment start.

Participant Flow Table - Treatment Period 1 — part 1 of 2

PDR PDR
PDR+ PDR+ + + PDR+ PDR+ PDR+ PDR+ PDR+
ACZ  AcCZ CIM CIM CM CJM CJM CIJM CJM

100mg 300mg PDR+ACZ PDR + ACZ PDR+ACZ 25mg 75mg 225mg 450mg 450mg 900mg 900mg
Q8W Q8W  RDE TNBC RDE NSCLC RDECRC QAW Q4W Q4W QW Q2W Q4W Q2w

ArmiGroup  ppR+ PDR+ PDR*+ACZ PDR + ACZ PDOR+ACZ  PDR PDR oo, boR+ PDR+ PDR+ PDR +

g Recommended Recommended Recommended + +
D t
escription ACZ ACZ Dose for Dose for Dose for CJM CJM CIM CIM CIM CIM CIM
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100mg 300mg Expansion Expansion Expansion 25mg 75mg 225mg 450mg 450mg 900mg 900mg
Q8w Q8w (RDE) Triple (RDE) Non- (RDE) Q4W Q4w Q4w Q4w Q2w Q4w Q2w
Negative Small Cell Colorectal
Breast Cancer Lung Cancer Cancer (CRC)
(TNBC) (NSCLC)
Started 6 13 32 22 34 6 6 6 6 6 5 6
Completed 0 0 0 0 0 0 0 0 0 0 0 0
Not
Completed 6 13 32 22 34 6 6 6 6 6 5 6
Adverse 0 1 1 0 1 0 0 0 0 0 0 0
Event
Physician 0 0 1 0 2 0 0 0 1 0 0 0
Decision
Progressive ¢ 11 30 19 31 6 4 5 5 5 5 6
disease
Study
terminated 0 0 0 1 0 0 0 0 0 0 0 0
by sponsor
Withdrawal
by Subject 0 1 0 2 0 0 0 0 0 0 0 0
Death 0 0 0 0 0 0 2 1 0 1 0 0

Participant Flow Table - Treatment Period 1 — part 2 of 2

PDR+ PDR+ PDR+
T™MT T™MT T™MT
1mg 1.5mg 1.5mg
PDR PDR QD,3 Q@D,2 AQD,3
PDR + + + Weeks Weeks Weeks PDR+ PDR +
CJM TMT TMT on/1 on/2 on/1 EGF816 EGF816
1200mg 0.5mg 1mg Week Weeks Week 25mg 50mg s.a. ACZRDE s.a. ACZRDE s.a. ACZRDE
Q4w QD QD off off off QD QD TNBC NSCLC CRC Total
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Single agent Single agent .
PDR+ PDR+ PDR+ (s.3.) ACZ (s.3.) ACZ Single agent
PDR PDR ™T ™T ™T Recommended Recommended (s.a.) ACZ
PDR + + + 1mg 15mg 15mg PDR+ PDR + Dose for Dose for Recommended
Arm/Group CJM QD, 3 QD, 2 QD,3 EGF816 EGF816 ) ) Dose for
v T™MT  TMT Expansion Expansion )
Description 1200mg Weeks Weeks Weeks 25mg 50mg . Expansion
0.5mg 1mg (RDE) Triple (RDE) Non-
Q4w on/1 on/2 on/1 QD QD . (RDE)
QD QD Negative Small Cell
Week Weeks Week Colorectal
Breast Cancer Lung Cancer
off off off (TNBC) (NSCLC) Cancer (CRC)
Started 6 7 12 11 9 6 6 23 20 15 20 283
Completed 0 0 0 0 0 0 0 0 0 0 0 0
Not 6 7 12 11 9 6 6 23 20 15 20 283
Completed
Adverse 0 1 0 2 0 1 1 1 0 0 0 9
Event
Physician 0 0 1 0 0 0 0 0 0 0 0 5
ecision
Frogressive g 5 10 9 8 5 3 20 17 13 19 248
isease
Study
terminated 0 0 0 0 0 0 0 0 0 0 0 1
by sponsor
Withdrawal
by Subject 0 1 0 0 0 0 0 1 2 0 7
Death 0 1 0 0 1 0 2 2 2 0 1 13
Participant Flow Table - Treatment Period 2 — part 1 of 2
PDR PDR
PDR+ PDR+ PDR+ACZ PDR + ACZ PDR + ACZ + + PDR+ PDR+ PDR+ PDR+ PDR+
ACZ ACZ RDETNBC  RDENSCLC RDE CRC CIM CHM CJM CJM CJM CJM CJM
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100mg 300mg 25mg 75mg 225mg 450mg 450mg 900mg 900mg
Qsw Qsw QAW Q4w Q4w Q4w Q2w Qaw Q2w
PDR + ACZ PDR + ACZ PDR + ACZ
Recommended Recommended Recommended PDR  PDR
PDR+ PDR+ Dose for Dose for Dose for + + PDR+ PDR+ PDR+ PDR+ PDR+
Arm/Group ACZ ACZ Expansion Expansion Expansion CIM  CJM CIM CIM CIM CIM CJM
Description 100mg 300mg (RDE) Triple (RDE) Non- (FI)?DE) 25m 75m 225mg 450mg 450mg 900mg 900mg
Q8W  Q8W Negative Small Cell Colrectal @ 4v3 a 4V§ Q4W  Q4W  Q2W QAW Q2W
Breast Cancer Lung Cancer Cancer (CRC)
(TNBC) (NSCLC)
Started 2 1 1 4 4 1 0 0 0 0 0
Completed 0 0 0 0 0 0 0 0 0 0 0
Not
Completed 2 1 1 4 4 1 0 0 0 0 0
Physician 1 0 1 2 0 0 0 0 0 0 0
Decision
Progressive 4 1 0 2 4 1 0 0 0 0 0
disease
Adverse 0 0 0 0 0 0 0 0 0 0 0
Event
Death 0 0 0 0 0 0 0 0 0 0 0
Participant Flow Table - Treatment Period 2 — part 2 of 2
PDR  PDR ppr+ PDR+ PDR+
CJM TMT TMT img 1.5mg 1.5mg EGF816 EGF816
1200mg 0.5mg 1mg Qp, 3 Qp, 2 Qp, 3 25mg 50mg s.a. ACZRDE s.a. ACZRDE s.a. ACZRDE
Q4w QD QD  weeks Weeks Weeks QD QD TNBC NSCLC CRC Total
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on/1 on/2 on/1
Week Weeks Week
off off off
Single agent Single agent .
PDR+ PDR+ PDR+ (s.3.) ACZ (s.3.) ACZ Single agent
PDR PDR ™T ™T ™T Recommended Recommended (s.a.) ACZ
PDR + + + 1mg 15mg 15mg PDR+ PDR + Dose for Dose for Recommended
Arm/Group CJM QD, 3 QD, 2 QD,3 EGF816 EGF816 ) ) Dose for
v T™MT  TMT Expansion Expansion )
Description 1200mg Weeks Weeks Weeks 25mg 50mg . Expansion
0.5mg 1mg (RDE) Triple (RDE) Non-
Q4w on/1 on/2 on/1 QD QD . (RDE)
QD QD Negative Small Cell
Week Weeks Week C C Colorectal
off off off Breast Cancer Lung Cancer Cancer (CRC)
(TNBC) (NSCLC)
Started 0 0 1 1 2 0 0 1 8 4 12 43
Completed 0 0 0 0 0 0 0 0 0 0 0 0
Not
Completed 0 0 1 1 2 0 0 1 8 4 12 43
Physician 0 0 0 0 0 0 0 0 0 1 0 5
Decision
Frogressive g 0 1 1 1 0 0 1 6 3 12 35
isease
Adverse 0 0 0 0 1 0 0 0 0 0 0 1
Event
Death 0 0 0 0 0 0 0 0 2 0 0 2
Post-treatment f-up for pts who disc. — part 1 of 2
PDR PDR
PDR+ PDR+ + + PDR+ PDR+ PDR+ PDR+ PDR+
ACZ ACZ CJM CJM CJM CJM CJM CJM CJM
100mg 300mg PDR + ACZ PDR + ACZ PDR + ACZ 25mg 75mg 225mg 450mg 450mg 900mg 900mg
Qsw Qsw RDE TNBC RDE NSCLC RDE CRC Q4W Q4W Q4w Q4w Q2w Q4w Q2w
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PDR + ACZ PDR + ACZ

Recommended Recommended PDR + ACZ
PDR+ PDR+  Dose for Dosefor ~ ~ecommended PBR - POR " ppr+ PDR+ PDR+ PDR+ PDR+
Arm/Group ACZ ACZ Expansion Expansion Expansion CIM  CJM CJM CJM CJM CJM CIM
Description 100mg 300mg (RDE) Triple (RDE) Non- (FI)?DE) 25m 75m 225mg 450mg 450mg 900mg 900mg
Q8W Q8w Negative Small Cell 9 9 Q4w Q@aw Q2w Q4w Q2w
Colorectal Q4W Q4w
Breast Cancer Lung Cancer Cancer (CRC)
(TNBC) (NSCLC)
Started 0 0 0 0 0 0 0 0 0 0 0 0
Completed 0 0 0 0 0 0 0 0 0 0 0 0
Not
Completed 0 0 0 0 0 0 0 0 0 0 0 0
Death 0 0 0 0 0 0 0 0 0 0 0 0
Withdrawal
by Subject 0 0 0 0 0 0 0 0 0 0 0 0
Post-treatment f-up for pts who disc. — part 2 of 2
PDR+ PDR+ PDR+
T™MT T™MT T™MT
1mg 1.5mg 1.5mg
PDR PDR QD,3 QD,2 AQD,3
PDR + + + Weeks Weeks Weeks PDR+ PDR +
CJM TMT TMT on/1 on/2 on/1 EGF816 EGF816
1200mg 0.5mg 1mg Week Weeks Week 25mg 50mg s.a. ACZRDE s.a. ACZRDE s.a. ACZRDE
Q4w QD QD off off off QD QD TNBC NSCLC CRC Total
PDR PDR FPDPR+ PDR+ PDR+ Single agent Single agent Single agent
PDR + + + T™T T™T T™T PDR+  PDR+ (s.a.) ACZ (s.a.) ACZ (s.a.) ACZ
Arm/Group CJM ™T TMT 'mg 15mg 1.5mg EGF816 EGF816 Recommended Recommended Recommended
Description  1200mg 5mg 1mg Q0.3 QD2 QD3 25mg 50mg Dose for Dose for Dose for
Q4w QD QD \Weeks Weeks Weeks QD QD Expansion Expansion Expansion
on/1 on/2 on/1 (RDE) Triple (RDE) Non- (RDE)
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Week Weeks Week Negative Small Cell Colorectal
off off off Breast Cancer Lung Cancer Cancer (CRC)
(TNBC) (NSCLC)

Started 0 0 0 0 0 0 1 0 2
Completed 0 0 0 0 0 0 0 0 0
Not
Completed 0 0 0 0 0 0 1 0 2

Death 0 0 0 0 0 0 1 0 1

Withdrawal

by Subject 0 0 0 0 0 0 0 0 1
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Baseline Characteristics

Part 1 of 2
PDR + PDR + PDR + PDR + PDR + PDR + PDR + PDR + PDR + PDR + PDR + PDR +
ACZ ACZ ACZ ACZ ACZ CJM CJM CJM CJM CJM CJM CJM
100mg 300mg RDE RDE RDE 25mg 75mg 225mg 450mg 450mg 900mg 900mg
Qsw Qsw TNBC NSCLC CRC Q4w Q4w Q4w Q4w Q2w Q4w Q2w
PDR +
ACZ PES; PDR +
Recomme Recomme ACz
nded nded Recomme
Arm/Grou PDR + PDR + Dosefor . nded PDR + PDR + PDR + PDR + PDR + PDR + PDR +
P ACZ ACZ Expansion Expansion Dose for CJM CIM CJM CJM CJM CJM CJM
Descripti 100mg 300mg (RDE) (FI)?DE) Expansion 25mg 75mg 225mg 450mg 450mg 900mg 900mg
on Q8w Q8w Triple Non-Small (RDE) Q4w Q4w Q4w Q4w Q2w Q4w Q2w
Negative CeII-L n Colorectal
Breast Cancuerg Cancer
Cancer (NSCLC) (CRC)
(TNBC)
Number
of
Participan 6 13 32 22 34 6 6 6 6 6 5 6
ts [units:
participan
ts]
Age Continuous
(units: years)
Mean % Standard Deviation
58.549.2 62.5+4.9 48.4+10. 58.5+10. 62.1£12. 48.5+13. 51.7¢12. 49.0+10. 47.8+11. 58.5#53 61.8410. 48.8+11.
7 1 60 20 28 92 04 56 44 2 08 96
Age Categorical
(units: Participants)
Count of Participants (Not Applicable)
<=18 0 0 0 0 0 0 0 0 0 0 0 0
years
Eﬁt;"ee 4 9 31 15 17 6 6 5 6 6 4 6
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and 65
years
>=65 2 4 1 7 17 0 0 1 0 0 1 0
years
Sex: Female, Male
(units: Participants)
Count of Participants (Not Applicable)
Female 2 9 32 10 12 4 3 5 4 5 3 1
Male 4 4 0 12 22 2 3 1 2 1 2 5
Race/Ethnicity, Customized
(units: Participants)
Count of Participants (Not Applicable)
gﬁ”cas' 4 10 20 15 26 3 3 3 4 3 4 3
Black 0 1 0 0 1 1 1 1 0 1 0 0
Asian 1 1 0 6 0 0 2 1 1 0 0 2
unknow 0 0 10 1 3 1 0 0 1 2 1 0
Other 1 1 2 0 4 1 0 1 0 0 0 1
Part 2 of 2
PDR + TFI’VIDTR1+5 PDR +
Pgﬁ\; PTDMRT* PDR+ ™T  mgap, TMT15  PDR+  PDR* . Acz saACZ sa ACZ
mg QD, mg QD, EGF816 EGF816
T™T 2 Weeks RDE RDE RDE Total
1200mg 0.5mg 1mg QD 3 Weeks on/2 3 Weeks 25mg 50mg TNBC NSCLC CRC
Q4w QD 9 on/1 Woeks on/1 QD QD
Week off Week off
off
Single Single Single
Arm/Grou PDR + PDR + PDR + PDR + PDR + PDR + PDR + PDR + agent agent agent
Descriptio  1200mg TMT_ TMTimg TG TMTLO - TMISS  EGFEIe  EGREIS ) AC e
. D ’ ’ ’ 2 D D
n Q4w 0.5mg QD Q Weeks Weeks Weeks 5mg Q S0mg Q nded nded nded
Dose for Dose for Dose for
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on/1 Week on/2 on/1 Week Expansion  Expansion  Expansion
off Weeks off off (RDE) (RDE) (RDE)
Triple Non-Small  Colorectal
Negative Cell Lung Cancer
Breast Cancer (CRC)
Cancer (NSCLC)
(TNBC)
Number
of
Participan
e 6 7 12 11 9 6 6 23 20 15 20 283
ts [units:
participan
ts]
Age Continuous
(units: years)
Mean * Standard Deviation
60.3+9.2 58.0+12. 58.7+14. 59.5+94 55.1+10. 60.3t14. 45.7+#13. 57.4+12. 55.619.8 62.5+9.1 64.0+9.3 NA£NALD
0 74 23 2 30 32 65 10 0 8 8 -
Age Categorical
(units: Participants)
Count of Participants (Not Applicable)
<=18 0 0 0 0 0 0 0 0 0 0 0 0
years
Between
18 and 4 5 7 9 8 3 6 16 17 10 10 210
65 years
>=65 2 2 5 2 1 3 0 7 3 5 10 73
years
Sex: Female, Male
(units: Participants)
Count of Participants (Not Applicable)
Female 3 5 7 7 6 4 3 14 20 5 7 171
Male 3 2 5 4 3 2 3 9 0 10 13 112
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Race/Ethnicity, Customized
(units: Participants)
Count of Participants (Not Applicable)

Caucasi

3 6 10 20 14 11 17 199
an

Black 0 0 0 1 0 0 1 9

Asian 2 1 0 2 3 3 1 34
rL]’”k”OW 0 0 0 0 2 1 1 25
Other 1 0 1 0 1 0 0 16
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Primary Outcome Result(s)

Frequency of treatment-emergent Adverse Events (AEs) and Serious Adverse Events (SAEs) as a measure of safety

(Time Frame: Adverse events were reported from first dose of study treatment until end of study treatment plus 30 days post treatment, up to a maximum time
frame of 116.3 weeks (approx. 2.2 years).)

Part 1 of 2
PDR + PDR + PDR + PDR + PDR + PDR + PDR + PDR + PDR + PDR + PDR + PDR +
ACZ ACZ ACZ ACZ ACZ CJM CJM CJM CJM CJM CJM CJM
100mg 300mg RDE RDE RDE 25mg 75mg 225mg 450mg 450mg 900mg 900mg
Qsw Q8w TNBC NSCLC CRC Q4w Q4w Q4w Q4w Q2w Q4w Q2w
PDR + PDR +
ACZ ACZ PDR +
Recomm Recomm ACZ
ended ended Recomm
PDR + PDR + Dose for Dose for ended PDR + PDR + PDR + PDR + PDR + PDR + PDR +
Arm/Group ACZ ACZ Expansio  Expansio  Dose for CJM CJM CJM CJM CJM CJM CJM
Description 100mg 300mg n (RDE) n (RDE) Expansio 25mg 75mg 225mg 450mg 450mg 900mg 900mg
Q8w Q8W Triple Non- n (RDE) Q4w Q4w Q4w Q4w Q2w Q4w Q2w
Negative Small Colorecta
Breast Cell Lung | Cancer
Cancer Cancer (CRC)
(TNBC)  (NSCLC)
Number of
Participants 6 13 32 22 34 6 6 6 6 6 5 6
Analyzed [units:
participants]
Frequency of treatment-emergent Adverse Events (AEs) and Serious Adverse Events (SAEs) as a measure of safety
(units: Participants)
Count of Participants (Not Applicable)
Adverse events 5 13 32 22 34 6 6 5 6 6 5 6
(AEs) All grades (83.33%)  (100%) (100%) (100%) (100%) (100%) (100%)  (83.33%)  (100%) (100%) (100%) (100%)
Treatment-related 1 8 19 14 18 3 4 3 2 3 1 3
AEs All grades (16.67%)  (61.54%) (59.38%)  (63.64%) (52.94%) (50%) (66.67%) (50%) (33.33%) (50%) (20%) (50%)
Z‘fg‘r‘]’tzs(gg‘é‘z';sﬁll 1 5 8 9 13 1 5 2 3 4 3 1
(16.67%)  (38.46%) (25%) (40.91%)  (38.24%) (16.67%) (83.33%)  (33.33%) (50%) (66.67%) (60%) (16.67%)

grades
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Treatment-related 0 0 0 2 1 0 2 0 0 0 0 1
SAEs All grades (%) (%) (%) (9.09%) (2.94%) (%) (33.33%) (%) (%) (%) (%) (16.67%)
Fatal SAEs All 0 1 0 0 0 0 2 0 0 1 0 0
grades (%) (7.69%) (%) (%) (%) (%) (33.33%) (%) (%) (16.67%) (%) (%)
Giscontnuation Al 0 1 1 0 e 0 0 0 0 1 0 0
(%) (7.69%) (3.13%) (%) (5.88%) (%) (%) (%) (%) (16.67%) (%) (%)
grades
AEs leading to
discontinuation - 0 0 0 0 1 0 0 0 0 0 0 0
Treatment-related (%) (%) (%) (%) (2.94%) (%) (%) (%) (%) (%) (%) (%)
All grades
Scjustmentintorrupt ] 3 5 4 3 1 ? e 0 e e 1
on All grades (16.67%) (23.08%) (15.63%) (18.18%) (8.82%) (16.67%) (33.33%) (33.33%) (%) (33.33%) (40%) (16.67%)
ijtggg;‘;rt'ﬁgra 5 9 26 19 30 5 5 4 5 6 5 5
All grades Py (83.33%)  (69.23%) (81.25%) (86.36%) (88.24%)  (83.33%) (83.33%) (66.67%) (83.33%)  (100%) (100%)  (83.33%)
Part 2 of 2
PDR + PDR + PDR +
T™MT TMT1.5 TMT1.5 PDR +
PDR + PDR + PDR + 1mg mg QD, mg QD, PDR + EGF816 PDR + s.a. s.a. s.a.
CJM T™T T™T QD, 3 2 3 EGF816 50m EGF816 ACZ ACZ ACZ
1200mg 0.5mg 1mg QD Weeks Weeks Weeks 25mg o) ogf 50mg RDE RDE RDE
Q4w QD 9 on/1 on/2 on/1 QD c1 QD > C1 TNBC NSCLC CRC
Week Weeks Week
off off off
Single Single Single
agent agent agent
PDR + T'T\ADTR1+5 PDR + (s.a.) (s.a.) (s.a.)
PDR + PDR + PDR + TMT 1mg m QD. P TMT 1.5 PDR + PDR + PDR + ACZ ACZ ACZ
Arm/Group CJM T™MT T™T 1mg QD, 3 \?Veek’s mg QDb, 3 EGF816 EGF816 EGF816 Recomm Recomm Recomm
Description 1200mg 0.5mg Qb Weeks Weeks 50mg QD 50mg QD ended ended ended
on/2 25mg QD
Q4w Qb on/1 Weeks on/1 of C1 >C1 Dose for  Dosefor  Dose for
Week off off Week off Expansio  Expansio  Expansio
n(RDE) n(RDE)  n (RDE)
Triple Non- Colorecta
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Negative Small | Cancer
Breast Cell Lung (CRC)
Cancer Cancer
(TNBC)  (NSCLC)
Number of
Participants 6 7 12 11 9 6 6 13 10 20 15 20
Analyzed [units:
participants]
Frequency of treatment-emergent Adverse Events (AEs) and Serious Adverse Events (SAEs) as a measure of safety
(units: Participants)
Count of Participants (Not Applicable)
Adverse events 6 7 12 11 9 6 6 12 9 20 14 19
(AEs) All grades (100%) (100%) (100%) (100%) (100%) (100%) (100%)  (92.31%) (90%) (100%)  (93.33%) (95%)
Treatment-related 4 7 12 7 8 6 5 6 6 5 3 5
AEs All grades (66.67%)  (100%) (100%)  (63.64%) (88.89%)  (100%)  (83.33%)  (46.15%) (60%) (25%) (20%) (25%)
S\fé‘r?;s(é:‘éesr)sﬁ” 2 5 4 4 5 4 2 4 2 6 4 7
grades (33.33%) (71.43%) (33.33%) (36.36%) (55.56%) (66.67%) (33.33%)  (30.77%) (20%) (30%) (26.67%) (35%)
Treatment-related 0 1 0 1 0 2 1 0 0 1 0 0
SAEs All grades (%) (14.29%) (%) (9.09%) (%) (33.33%)  (16.67%) (%) (%) (5%) (%) (%)
Fatal SAEs All 0 1 0 1 1 0 1 2 2 1 0 0
grades (%) (14.29%) (%) (9.09%)  (11.11%) (%) (16.67%)  (15.38%) (20%) (5%) (%) (%)
discontnuation Al ? 0 ? 1 . . 0 1 0 0 0
(%) (28.57%) (%) (18.18%)  (11.11%)  (16.67%)  (16.67%) (%) (10%) (%) (%) (%)
grades
AEs leading to
discontinuation - 0 1 0 1 0 1 1 0 0 0 0 0
Treatment-related (%) (14.29%) (%) (9.09%) (%) (16.67%)  (16.67%) (%) (%) (%) (%) (%)
All grades
Q‘ii;te”iiwt%':?e?ﬁ‘spet (33 §3°/) (42 gef’/) (75?°/) (45 25°/) (44 24°/) (5g°/) (16 2‘)7"/) (23 gsf’/) (‘f/)) (102°/) (‘f/)) (51/ )
|On A” grades . 0 . 0 (o] . (o] . (o] (o] . (o] . (o] (1] (o] (1] (]
ijt[;’g;‘;rt'ﬂgra 5 6 12 11 9 6 5 9 8 15 9 14
Py (83.33%)  (85.71%)  (100%) (100%) (100%) (100%)  (83.33%)  (69.23%) (80%) (75%) (60%) (70%)

All grades
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Median Relative dose intensity (%) by treatment period

(Time Frame: Up to 2 years)

Part 1 of 2
PDR+ PDR+ PDR+ PDR+ PDR+ PDR+ PDR+ PDR+ PDR+ PDR+ PDR+ PDR+
ACZ ACZ ACZ ACZ ACZ CJM CJM CJM CJM CJM CJM CJM
100mg 300mg RDE RDE RDE 25mg 75mg 225mg 450mg 450mg 900mg 900mg
Qsw Qsw TNBC NSCLC CRC Q4w Q4w Q4w Q4w Q2w Q4w Q2w
PDR +
PDR + ACZ
ACz Recom PE?;
Recom mended Recom
mended Dose fo!' mended
PDR+  PDR+ EZZZ;‘S’[ BXPansl  posefor PDR+  PDR+ PDR+ PDR+ PDR+ PDR+ PDR+
o ACZz ACZ Expansi CJM CJM CJM CJM CJM CIM CIM
Arm/Group Description 100mg 300mg (RoDnE) (ng_) on 25mg 75mg 225mg 450mg 450mg 900mg 900mg
Q8w Q8w Triple Small (RDE) Q4w Q4w Q4w Q4w Q2w Q4w Q2w
Negativ Cell Colglrect
e Breast Lung Cancer
Cancer Cancer (CRC)
(TNBC)  (NSCLC
)
Number of Participants
Analyzed [units: participants] 6 13 32 22 34 6 6 6 6 6 5 6
Median Relative dose intensity (%) by treatment period
(units: Percent Relative dose intensity)
Median (Inter-Quartile Range)
100.00 100.00 100.00 100.00 100.00 100.00 100.00 100.00 81.67 100.00 100.00 100.00
. (85.71  (100.00 (100.00 (85.71 (100.00 (100.00 (75.00 (66.67 (80.00 (100.00 (66.67 (80.00
Treatment Period 1 to to to to to to to to to to to to
100.00) 100.00) 100.00) 100.00) 100.00) 100.00) 100.00) 100.00) 100.00) 100.00) 100.00) 100.00)
Treatment Period 2 77.78 100.00 85.00 100.00 100.00 87.50 100.00
(n=2,1,1,4.4,1,0,0,0,1,0,0,0,0,1,1 (6?(.)67 (10t(c)).00 (8?(.)00 (9?(.)00 (10t(c)).00 (81(.)50 (10t(c)).00
-2,0.0,0,1,0,0,0) 88.89) 100.00) 85.00) 100.00) 100.00) 87.50) 100.00)

Page 20



> NOVARTIS

Clinical Trial Results Website

overall 100.00 100.00 100.00 100.00 100.00 100.00 100.00 100.00 81.67 100.00 100.00 100.00
(n=6,13,32,22,34,6.6.6,6,6,5.6.6, (7(t).59 (9(t).91 (10t0.00 (7£t'>.OO (10t0.00 (81.25 (7£t'>.OO (6(t3.67 (8(t).OO (10t0.00 (6(t3.67 (8(t).OO
7,12,11,9,6,6,13,10,0,0,0) 0 0 0 0 0 0 0 0 ° ° 0 0
P T e T 100.00) 100.00) 100.00) 100.00) 100.00) 100.00) 100.00) 100.00) 100.00) 100.00) 100.00) 100.00)
Part 2 of 2
PDR+ PDR+ PDR+
T™MT T™MT T™MT
PDR+ PDR+ PDR+ 1mg 15mg 15mg PDR+ Epgl'fs'; Epgl'fs'; s.a. s.a. s.a.
CJM T™T T™MT QD, 3 QbD, 2 QD, 3 EGF81 6 50m 6 50m ACZ ACZ ACZ
1200m  05mg  1mg  Weeks Weeks Weeks 625mg —n ofg' ap "9 RDE RDE RDE
g Q4w QD QD on/1 on/2 on/1 QD c1 c1 TNBC NSCLC CRC
Week Weeks Week
off off off
Single
Single agent .
agent (s.a.) 2lnegr|]?
(s.a.) ACZ (ga)
ACZ Recom ~
P.II.DMRTJ' PDR + PDR + Recom mended Rggozm
TMT 1.5 TMT 1.5 PDR + PDR + mended  Dose for
PR PDR*  PDR+ 35“93 mgQD, mgQD, [OR%  EGF816 EGF816 Dosefor Expansi [oroco
Arm/Group Description T™T ’ 2 Weeks 3 Weeks 50mg 50mg Expansi on e fof
1200mg 0.5mg 1mg QD Weeks on/2 on/1 25mg QD of QD > on (RDE) Expansi
Q4w Qb o Weeks  Week QD C1 C1 (RDE)  Non- on
eek , (RDE)
P off off Triple Small Colorect
o Negativ Cell al
e Breast Lung Cancer
Cancer Cancer (CRC)
(TNBC) (NSCLC
)
Number of Participants
Analyzed [units: participants] 6 / 12 " 9 6 6 13 10 0 0 0
100.00 100.00 100.00 100.00 100.00 87.50 92.85 100.00 100.00
Treatment Period 1 (100.00 (80.00 (100.00 (85.71 (85.71 (66.67 (75.00 (85.71  (100.00
to to to to to to to to to
100.00) 100.00) 100.00) 100.00) 100.00) 100.00) 100.00) 100.00) 100.00)
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Treatment Period 2 100.00 100.00  87.50 100.0
(n=2,1,1,4,4,1,0,0,0,1,0,0,0,0,1,1 (100.00 (100.00 (75.00 (100.0
2.0,0,0,1,0,0,0) to to to to
S0 UYL, 100.00) 100.00) 100.00) 100.0)
overall 100.00 100.00 100.00 100.00 100.00 87.50 92.85 100.00 100.00
(1=6.13,32,22,34.6.6.,6.6.6.5,6.6., (10t(c)).00 (8(t)c.)oo (9(t)c.)oo (75(.)00 (8(t)c.)oo (6?(.)67 (75(.)00 (8?(.)71 (100.00
7,12,11,9,6,6,13,10,0,0.0) 100.00) 100.00) 100.00) 100.00) 100.00) 100.00) 100.00) 100.00) 100.00)
Number of subjects with at least one dose reduction and/or interruption by reason-n (%)
(Time Frame: Up to 2 years)
Part 1 of 2
PDR + PDR + PDR + PDR + PDR + PDR + PDR + PDR + PDR + PDR + PDR + PDR +
ACZ ACZ ACZ ACZ ACZ CJM CJM CJM CJM CJM CJM CJM
100mg 300mg RDE RDE RDE 25mg 75mg 225mg 450mg 450mg 900mg 900mg
Qsw Q8w TNBC NSCLC CRC Q4w Q4w Q4w Q4w Q2w Q4w Q2w
PE(?[ PDR + PDR +
Recomme ACZ ACZ
nded Recgrzme Recomme
PDR + PDR + Dose for D” ef nded PDR + PDR + PDR + PDR + PDR + PDR + PDR +
Arm/Group ACZ ACZ Expansion - 0S€T0r — nhose for CJM CIM CJM CIM CJM CJM CIM
Description 100mg 300mg (RDE) X(F;‘Sé')"” Expansion  25mg 75mg 225mg 450mg 450mg 900mg 900mg
Q8w Q8w Nlrlgtlﬁ/ . NonsSmal (gllf)?e?[al Q4w Q4w Q4w Qaw Q2w Q4w Q2w
B?east Cell Lung Cancer
Cancer (Sggieor) (CRC)
(TNBC)
Number of
Participants
Analyzed 6 13 32 22 34 6 6 6 6 6 5 6
[units:

participants]

Number of subjects with at least one dose reduction and/or interruption by reason-n (%)

(units: Participants)

Count of Participants (Not Applicable)
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Adverse 1 2 1 3 0 0 1 1 0 0 1 0
Event (16.67%)  (15.38%)  (3.13%)  (13.64%) (%) (%) (16.67%)  (16.67%) (%) (%) (20%) (%)
gl‘jtbg?a was 0 0 0 0 0 0 0 0 0 0 0 0
0, 0, 0, 0, 0, 0, 0, 0, 0, 0, 00 0‘J
country (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%)
Physician 0 0 0 1 0 0 0 0 0 0 0 0
decision (%) (%) (%) (4.55%) (%) (%) (%) (%) (%) (%) (%) (%)
Part 2 of 2
PDR+  PDR+ PTE:\:TT+ T 15 TFI’VIDTR1+5 PR+ [DPR*  ppps
c PDR + mg QD, ' EGF816 s.a.ACZ s.a.ACZ s.a.ACZ
JM T™MT ™T 1mg QD, 2 Weeks M9 QDb, EGF816 50mg EGF816 RDE RDE RDE
1200mg 0.5mg 1mg QD 3 Weeks on/2 3 Weeks 25mg QD of 50mg TNBC NSCLC CRC
Q4w Qb 9 on/1 Wonks on/1 QD c1 QD > C1
Week off Week off
off
2;3;? Single Single
(s.a)Acz , 2gent agent
Récbmme (s.a.) ACZ (s ag) ACZz
PDR + PDR + PDR + nded Recomme Récbmme
PDR + PDR + PDR + TMT 1mg TMT 1.5 TMT 1.5 PDR + PDR + PDR + Dose for nded nded
Arm/Group CJM T™T T™MT 1 QD, 3 mgQD,2 mgQD,3 EGF816 EGF816 EGF816 Expansion Dose for Dose for
Description 1200mg mg Weeks Weeks Weeks 50mg QD  50mg QD P Expansion .
p
qaw ~ 0-5mg @D b on/1 on/2 on/1 25mg QD e > C1 (RDE) (RDE) ~ Expansion
Week off Weeks off Week off Nlnap:i?/e Non-Small Céﬁ?eli)tal
Brgeast CglalmLCUer:g Cancer
Cancer (CRC)
(tNBc)  (NSCLC)
Number of
Participants
Analyzed 6 7 12 11 9 6 6 13 10 0 0 0
[units:
participants

]

Number of subjects with at least one dose reduction and/or interruption by reason-n (%)
(units: Participants)
Count of Participants (Not Applicable)
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Adverse 0 0 2 1 2 1 0 1 0
Event (%) (%) (16.67%)  (9.09%)  (22.22%)  (16.67%) (%) (7.69%) (%) (NaN%) (NaN%) (NaN%)
gl‘jtbg?"t was 0 0 0 0 0 1 0 0 0
0, 0, 0, 0, 0, 0, 0, 0, 0, 0, 0, 0,
country (%) (%) (%) (%) (%) (16.67%) (%) (%) (%) (NaN%) (NaN%) (NaN%)
Physician 0 0 0 0 0 0 1 0 0
decision (%) (%) (%) (%) (%) (%) (16.67%) (%) (%) (NaN%) (NaN%) (NaN%)
Dose limiting toxicities by primary system organ class and preferred term (Escalation only)
(Time Frame: Up to 6 cycles (Week 24))
Part 1 of 2
PDR + PDR + PDR + PDR + PDR + PDR + PDR + PDR + PDR + PDR + PDR + PDR +
ACZ ACZ ACZ ACZ ACZ CJM CJM CJM CJM CJM CJM CJM
100mg 300mg RDE RDE RDE 25mg 75mg 225mg 450mg 450mg 900mg 900mg
Qsw Qsw TNBC NSCLC CRC Q4w Q4w Q4w Q4w Q2w Q4w Q2w
PDR + PDR +
ACZ ACZ PDR +
Recomm Recomm ACz
ended ended Recomm
PDR + PDR + Dose for Dose for ended PDR + PDR + PDR + PDR + PDR + PDR + PDR +
Arm/Group ACZ ACZ Expansio  Expansio  Dose for CJM CJM CJM CJM CJM CJM CJM
Description 100mg 300mg n (RDE) n (RDE) Expansio 25mg 75mg 225mg 450mg 450mg 900mg 900mg
Q8w Q8w Triple Non- n (RDE) Q4w Q4w Q4w Q4w Q2w Q4w Q2w
Negative  Small Cell Colorectal
Breast Lung Cancer
Cancer Cancer (CRC)
(TNBC)  (NSCLC)
Number of
Participants
Analyzed 6 13 0 0 0 4 3 4 6 6 4 6
[units:

participants]

Dose limiting toxicities by primary system organ class and preferred term (Escalation only)
(units: Participants)
Count of Participants (Not Applicable)
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Number of
subjects with at
least one event
All grades

0
(%)

0
(%)

(NaN%)

(NaN%)

(NaN%)

0
(%)

0
(%)

0
(%)

1
(16.67%)

Gastrointestinal
disorders All
grades -
Autoimmune
colitis All
grades

(NaN%)

(NaN%)

(NaN%)

1
(16.67%)

Skin and
subcutaneous
tissue
disorders -
Dermatitis
acneiform - All
grades

(%)

(%)

(NaN%)

(NaN%)

(NaN%)

(%)

(%)

(%)

(%)

(%)

(%)

(%)

Skin and
subcutaneous
tissue
disorders -
Rash - All
grades

(%)

(NaN%)

(NaN%)

(NaN%)

(%)

(%)

(%)

Investigations -
Blood creatine

phosphokinase
increased - All

grades

(NaN%)

(NaN%)

(NaN%)

Respiratory,
thoracic and
mediastinal
disorders -
Pneumonitis -
All grades

(NaN%)

(NaN%)

(NaN%)

Infections and
infestations -

(NaN%)

(NaN%)

(NaN%)
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Herpes zoster -

All grades
Part 2 of 2
PDR + PDR + PDR +
T™T TMT1.5 TMT1.5 PDR +
PCDJRM* PTD“':; PDR+ 1mgQD, mgQD, mgQD, E':;DF'Z;G EGF816 E'Z;DF'::G s.a.ACZ s.a.ACZ s.a.ACZ
1200m 0.5m TMT 3 Weeks 2 Weeks 3 Weeks 25m 50mg 50m RDE RDE RDE
Q 4W9 'QDQ imgQD  on/1 on/2 on/1 QDQ QDof o7 31 TNBC  NSCLC  CRC
Week Weeks Week Cc1
off off off
Single .
Singl .
agent aggn? Single
(s.a.) ACz (s.a) ACZ agent
PDR + PDR + PDR + Recomme  Recomme (&2 ACZ
PDR + TMT 1mg TMT 1.5 TMT 1.5 PDR + PDR + nded
Arm/Group CIM AR QD3 mgaD.2 mgaD.3 JPR*  EgFsie  EGF8te  DOS€fr  pogeqr _Nded
. . mg EGF816 Expansion . Dose for
Description 1200mg 0.5mg QD Qb Weeks Weeks Weeks 25mg QD 50mg QD 50mg QD (RDE) Expansion Expansion
Q4w Mg on/1 on/2 on/1 o of C1 > C1 e (RDE) L
Week off  Weeks off  Week off r|p|9 Non-Small ( )
Negative Colorectal
B t Cell Lung Cancer
Cancer  CENT (R
(TNBC) (NSCLC)
Number of
Participants
Analyzed 3 6 11 9 7 4 4 8 9 0 0 0
[units:
participants]
Dose limiting toxicities by primary system organ class and preferred term (Escalation only)
(units: Participants)
Count of Participants (Not Applicable)
Number of
;‘Ibejggso‘;"gh 0 1 2 1 1 2 0 1 0
event All (%) (16.67%) (18.18%) (11.11%) (14.29%) (50%) (%) (12.5%) (%) (NaN%) (NaN%) (NaN%)
grades
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Gastrointestin

al disorders

All grades - 0 0 0 0 0 0 0 0 0

Autoimmune (%) (%) (%) (%) (%) (%) (%) (%) (%) (NaN%) (NaN%) (NaN%)
colitis All

grades

Skin and
subcutaneous
tissue
disorders -
Dermatitis
acneiform - All
grades

Skin and

subcutaneous

tissue 0 0 1 0 1 0 0 0 0

disorders - (%) (%) (9.09%) (%) (14.29%) (%) (%) (%) (%) (NaN%) (NaN%) (NaN%)
Rash - All

grades

(%) (%) (%) (%) (%) (25%) (%) (%) (%) (NaN%) (NaN%) (NaN%)

Investigations

- Blood

creatine 0 1 1 0 0 0 0 0 0

phosphokinas (%) (16.67%)  (9.09%) (%) (%) (%) (%) (%) (%) (NaN%) (NaN%) (NaN%)
e increased -

All grades

Respiratory,

thoracic and

mediastinal 0 0 0 1 0 1 0 0 0

disorders - (%) (%) (%) (11.11%) (%) (25%) (%) (%) (%) (NaN%) (NaN%) (NaN%)
Pneumonitis -

All grades

Infections and

infestations - 0 0 0 0 0 0 0 1 0

Herpes zoster (%) (%) (%) (%) (%) (%) (%) (12.5%) (%) (NaN%) (NaN%) (NaN%)
- All grades
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Secondary Outcome Result(s)

Best overall response as per RECIST v1.1 as per Investigator assessment
(Time Frame: Up to 6 months (Treatment Period 1))

Part 1 of 2
PDR+ PDR+ PDR+ PDR+ PDR+ PgJ'Tw* PDR + PgJ'Tw* PDR +
ACz ACz PDR + ACZ PDR + ACZ PDR + ACZ CJM CJM CJM 450m CJM 900m CJM
100mg 300mg RDE TNBC RDE NSCLC RDE CRC 25mg 75mg 225mg 9 450mg 9 900mg
Qsw Qsw Q4w Q4w Q4w Qaw Q2w Qaw Q2w
PDR + ACZ PDR + ACZ PDR + ACZ
Recommende  Recommende Recommende
PDR+ PDR+ d Dose for d Dose for d Dose for PDR+ PDR+ PDR+ PDR+ PDR+ PDR+ PDR+
Arm/Group ACz ACZ Expansion Expansion Expansion CJM CJM CJM CJM CJM CJM CJM
Description 100mg 300mg (RDE) Triple (RDE) Non- (FI)?DE) 25mg 75mg 225mg 450mg 450mg 900mg 900mg
Q8w Q8w Negative Small Cell Colorectal Q4w Q4w Q4w Q4w Q2w Q4w Q2w
Breast Cancer  Lung Cancer Cancer (CRC)
(TNBC) (NSCLC)
Number of
Participants
Analyzed
[units: 6 13 32 22 34 6 6 6 6 6 5 6
participants
1
Best overall response as per RECIST v1.1 as per Investigator assessment
(units: Participants)
Count of Participants (Not Applicable)
Best overall
response, n
(%) - 0 0 0 0 0 0 0 0 0 0 0 0
Complete (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%)
response
(CR)
iesssoon"se;ag 6 ly 0O 0 4 0 0 0 0 0 0 0 0
’ N % % 18.18% % % % % % % % %
(%) - Partial ) (%) (%) ( ) (%) (%) (%) (%) (%) (%) (%) (%)
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response
(PR)
Best overall 5 1 1 1 1
response, n 0 5 7 6 3 3 1
(%) - Stable (%) (15')38% (15.63%) (31.82%) (17.65%) (16'§37% (16?7% (16'§37% (50%)  (50%)  (20%) (16'§37%
disease (SD)
Best overall
response, n 5 5 4 5 2 5
o 19 8 23 3 3 4
é/:gg—resswe (83.)33% (38.)46% (59.38%) (36.36%) (67.65%) (66.537% (50%) (83.)33% (50%) (33.)33% (80%) (83.)33%
disease (PD)
Best overall 6 1 5 1
response, n 0 8 3 5 0 0 0 0
(%) - (%) (46')15% (25%) (13.64%) (14.71%) (16'§37% (33')33% (%) (%) (16?7% (%) (%)
Unknown
Part 2 of 2
PDR + PDR + PDR +
TMT T™MT T™MT
PDR + PDR + PDR + 1mg 15mg 1.5mg PDR+ PDR +
CJM TMT T™T QD, 3 QD, 2 QD,3 EGF816 EGF816 s.a. ACZRDE s.a. ACZRDE s.a.ACZRDE
1200mg 0.5mg 1mg Weeks Weeks Weeks 25mg 50mg TNBC NSCLC CRC
Q4w QD QD on/1 on/2 on/1 QD QD
Week Weeks Week
off off off
Single agent Single agent .
N
PDR+ PDR+ PDR+ 1mg 15mg 15mg PDR+ PDR+ ecgg;’;“f*gr e e%’gg?gr € Recommended
Arm/Group CJM TMT TMT QD, 3 QD, 2 QD, 3 EGF816 EGF816 Expansion Expansion Dose for
Description 1200mg  0.5mg 1mg Weeks  Weeks  Weeks 25mg 50mg P . P Expansion
QAW QD QD on/1 on’2  on/ QD ap  (RDE)Triple  (RDE) Non- (RDE)
Week Weeks Week Negative Small Cell Colorectal
off off off Breast Cancer Lung Cancer Cancer (CRC)
(TNBC) (NSCLC)
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Number of

Participants

Analyzed 6 7 12 11 9 6 6 23
[units:

participants]

20

15

20

Best overall response as per RECIST v1.1 as per Investigator assessment
(units: Participants)
Count of Participants (Not Applicable)

Best overall

response, n

(%) - 0 0 0 0 0 0 0 0
Complete (%) (%) (%) (%) (%) (%) (%) (%)
response

(CR)

(%)

(%)

(%)

Best overall
response, n
(%) - Partial
response
(PR)

0 0 1 1 0 0 0 0
(%) (%) (8.33%)  (9.09%) (%) (%) (%) (%)

Best overall
response, n 1 1 2 5 4 0 1 2

(%) - Stable (16.67%) (14.29%) (16.67%) (45.45%) (44.44%) (%) (16.67%)  (8.7%)

disease (SD)

Best overall
response, n
(%) -
Progressive
disease (PD)

5 5 8 3 4 5 3 18

(83.33%) (71.43%) (66.67%) (27.27%) (44.44%) (83.33%)  (50%)  (78.26%)

17
(85%)

13
(86.67%)

Best overall
response, n 0 1 1 2 1 1 2 3

(%) - (%) (14.29%)  (8.33%) (18.18%) (11.11%) (16.67%) (33.33%) (13.04%)

Unknown

Progression-free survival based on investigator assessment as per RECIST v1.1

(Time Frame: Up to 18 months (1.5 years))
Part 1 of 2

(5%)

(6.67%)
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Py PDR+ PDR+ PDR+ PDR+ PDR+ PDR+ 'Opc FORS
100m ACz PDR + ACZ PDR + ACZ PDR + ACZ CJM CJM CJM CJM CJM 900m  900m
g 300mg RDE TNBC RDE NSCLC RDE CRC 25mg 75mg 225mg 450mg 450mg g g
Q8w Qsw Q4w Q4w Q4w Q4w Q2w Qaw Q2w
PDR + ACZ PDR + ACZ PDR + ACZ
Recommende = Recommende Recommende
PDR+ PDR+ d Dose for d Dose for d Dose for PDR+ PDR+ PDR+ PDR+ PDR+ PDR+ PDR+
Arm/Group ACz ACz Expansion Expansion Expansion CJM CJM CJM CJM CJM CJM CJM
Description 100mg 300mg (RDE) Triple (RDE) Non- (FI)?DE) 25mg 75mg 225mg 450mg 450mg 900mg 900mg
Q8w Q8w Negative Small Cell Colorectal Q4w Q4w Q4w Q4w Q2w Q4w Q2w
Breast Cancer  Lung Cancer Cancer (CRC)
(TNBC) (NSCLC)
Number of
Participants
Analyzed 6 13 32 22 34 6 6 6 6 6 5 6
[units:
participants
1
Progression-free survival based on investigator assessment as per RECIST v1.1
(units: Participants)
Count of Participants (Not Applicable)
Progression
: 7 5 5 5 4
free survival, 6 24 17 28 3 5 6
n (%) - (100%) (53?5% (75%) (77.27%) (82.35%) (83')33% (50%) (83')33% (83')33% (66'537% (100%)  (100%)
Progression
Progression 3 2 1 1
free survival, 0 o 2 0 3 0 o o 0 o 0 0
n (%) - %) (23.)08 % (6.25%) %) (8.82%) %) (33.?3@ (16.537 % (%) (16.?7& (%) (%)
Death
Progression
free survival, 0 23%8”/ 6 5 3 16 1670/ 16 1670/ 0 16 1670/ 16 1670/ 0 0
n (%) - @%) e (18.75%) (22.73%) (8.82%) ( e ( ST ) ( g ( SR ) (%)
Censored
Part 2 of 2
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PDR + PDR + PDR +
T™MT T™MT T™MT
PDR + PDR + PDR + 1mg 1.5mg 1.5mg PDR + PDR +
CJM T™T T™MT QDb, 3 QD, 2 QD,3 EGF816 EGF816 s.a. ACZRDE s.a. ACZRDE s.a. ACZRDE
1200mg 0.5mg 1mg Weeks Weeks Weeks 25mg 50mg TNBC NSCLC CRC
Q4w QD QD on/1 on/2 on/1 QD QD
Week Weeks Week
off off off
PDR+ PDR+ PDR+ S('an'e) o S(”S’%'e) 29oM Ssingle agent
™T ™T ™T Recc.)n.]mended Recéﬁmended (s.a.) ACZ
PDR + PDR + PDR + 1mg 1.5 mg 1.5 mg PDR + PDR + Dose for Dose for Recommended
Arm/Group CJM TMT TMT QD, 3 QD, 2 QD, 3 EGF816 EGF816 Expansion Expansion Dose for
Description 1200mg  0.5mg 1mg Weeks  Weeks  Weeks 25mg 50mg (RDE) Triple (RDE) Non- Expansion
Q4w QD QD on/1 on/2 on/1 QD QD N . (RDE)
Week Weeks Week egative Small Cell Colorectal
Breast Cancer Lung Cancer
off off off g Cancer (CRC)
(TNBC) (NSCLC)
Number of
Participants
Analyzed 6 7 12 11 9 6 6 23 20 15 20
[units:
participants]
Progression-free survival based on investigator assessment as per RECIST v1.1
(units: Participants)
Count of Participants (Not Applicable)
Progression
free survival, 5 6 11 7 7 5 3 20 19 14 20
n (%) - (83.33%) (85.71%) (91.67%) (63.64%) (77.78%) (83.33%)  (50%)  (86.96%) (95%) (93.33%) (100%)
Progression
E;Zg;isrji'\‘/’; 0 1 0 2 1 1 2 1 1 0 0
n (%) - Death (%) (14.29%) (%) (18.18%) (11.11%) (16.67%) (33.33%)  (4.35%) (5%) (%) (%)
Progression
free survival, 1 0 1 2 1 0 1 2 0 1 0
n (%) - (16.67%) (%) (8.33%)  (18.18%) (11.11%) (%) (16.67%)  (8.7%) (%) (6.67%) (%)
Censored
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Progression-free survival based on investigator assessment using Kaplan-Meier method as per RECIST v1.1

(Time Frame: Kaplan-Meier estimates at 3, 6, 9, and 12 months)

Part 1 of 4
PDR +
PDR + ACZ ACZ
PDR + ACZ 100mg Q8W PDR + ACZ 300mg Q8W RDE TNBC RDE
NSCLC
one PR
ACZ
Recomm
Recomm ended
ended
Dose for
Dose for Expansio
Arm/Group PDR + ACZ 100mg Q8W PDR + ACZ 300mg Q8W Expansio (pRDE)
Description n (RDE) Non-
Triple Small
Negative Cell
Breast Lun
Cancer Cancger
(TNBC)  NscLe)
Number of
Participants
Analyzed 6 13 32 22
[units:
participants]
Kaplan-Meier
estimates (%) 16.7 10.0 15.5 47.0
PFS rate (95% ’ ’ (4.9to (23.7 to
Cl)at3 (0.8t051.7) (0.6 to 35.8) 31.6) 67.3)
months
Kaplan-Meier NA
estimates (%) 16.7 (NA to 3.9 35.2
PFS rate (950/0 (08 t0.51 7) NA)[12345678910111213141516171819202122232425262728293031323334353637383 (03 to (148 to
CI) ath6 9404142434445464748495051525354555657585960] 165) 566)
months
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Kaplan-Meier

" NA
estimates (%) 3.9 294
PFS rate (95% 16.7 (NA to 0.3t 109t
rate (95% (0.8 t0 51.7) N )[12345678910111213141516171819202122232425262728293031323334363637383 (0.3t (10910
&) athQ 9404142434445464748495051525354555657585960] 16.5) 50.8)
months
Kaplan-Meier
- NA NA
estimates (%) (NA to (NA to 3.9 23.5
PFS rate (95% [1234567891011121314151617181920212223242526272829303132333 [12345678910111213141516171819202122232425262728293031323334353637383 (03 1O (7410
o NA) NA)
) ath1 2 43536373830404142434445464748495051525354555657585960] 9404142434445464748495051525354555657585960] 16.5) 44.6)
months

[1] not applicable

[2] not applicable

[3] not applicable

[4] not applicable

[5] not applicable

[6] not applicable

[7]1 not applicable

[8] not applicable

[9] not applicable

[10] not applicable
[11] not applicable
[12] not applicable
[13] not applicable
[14] not applicable
[15] not applicable
[16] not applicable
[17] not applicable
[18] not applicable
[19] not applicable
[20] not applicable
[21] not applicable
[22] not applicable
[23] not applicable
[24] not applicable
[25] not applicable
[26] not applicable
[27] not applicable
[28] not applicable
[29] not applicable
[30] not applicable
[31] not applicable
[32] not applicable
[33] not applicable
[34] not applicable
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[35] not applicable
[36] not applicable
[37] not applicable
[38] not applicable
[39] not applicable
[40] not applicable
[41] not applicable
[42] not applicable
[43] not applicable
[44] not applicable
[45] not applicable
[46] not applicable
[47] not applicable
[48] not applicable
[49] not applicable
[50] not applicable
[51] not applicable
[52] not applicable
[53] not applicable
[54] not applicable
[55] not applicable
[56] not applicable
[57] not applicable
[58] not applicable
[59] not applicable
[60] not applicable

Progression-free survival based on investigator assessment using Kaplan-Meier method as per RECIST v1.1
(Time Frame: Kaplan-Meier estimates at 3, 6, 9, and 12 months)

Part 2 of 4
PDR + ACZ RDE CRC PDR + CJM 25mg Q4W PDR + CJM 75mg Q4W PDR + CJM 225mg Q4W

Arm/Grou PDR + ACZ Recommended
D roup Dose for Expansion (RDE) PDR + CJM 25mg Q4W PDR + CJM 75mg Q4W PDR + CJM 225mg Q4W

escription

Colorectal Cancer (CRC)

Number of
Participants
Analyzed 34 6 6 6
[units:
participants

]
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Kaplan- NA

Me_ler (NA to

estimates 18.8 20.0 NA)[12345678910111213141516171819202122232 16.7
(%) PFS rate (7.6 t0 33.7) (0.8 t0 58.2) 4252627282930313233343536373839404142434445 (0.8 to 51.7)
(95% Cl) at 464748495051525354555657585960]

3 months

Veror (NA o NA NA NA
estimates NA)[1234567891011121314151617181 (NAto (NA to (NA to

(%) PFS rate
(95% Cl) at

920212223242526272829303132333435
363738394041424344454647484950515

NA)[1234567891 0111213141516171819202122232
4252627282930313233343536373839404142434445
464748495051525354555657585960]

NA)[1 2345678910111213141516171819202122232
4252627282930313233343536373839404142434445
464748495051525354555657585960]

NA)[1234567891 0111213141516171819202122232
4252627282930313233343536373839404142434445
464748495051525354555657585960]

6 months 25354555657585960]

Kaplan- NA

Meier (NA to Nr\,jA\At N,\'IA At NF\'JA\At
estimates NA)[1234567891011121314151617181 ( (0] ( o ( o

(%) PFS rate
(95% ClI) at

920212223242526272829303132333435
363738394041424344454647484950515

NA)[1234567891 0111213141516171819202122232
4252627282930313233343536373839404142434445
464748495051525354555657585960]

NA)[1 2345678910111213141516171819202122232
4252627282930313233343536373839404142434445
464748495051525354555657585960]

NA)[1234567891 0111213141516171819202122232
4252627282930313233343536373839404142434445
464748495051525354555657585960]

9 months 25354555657585960]

Kaplan- NA

Meier (NAto NA NA NA
estimates NA )[1234567891011121314151617181 (NA to (NA to (NA to

(%) PFS rate
(95% CI) at
12 months

[1] not applicable
[2] not applicable
[3] not applicable
[4] not applicable
[5] not applicable
[6] not applicable
[7] not applicable
[8] not applicable
[9] not applicable

920212223242526272829303132333435
363738394041424344454647484950515
25354555657585960]

[10] not applicable
[11] not applicable
[12] not applicable
[13] not applicable
[14] not applicable
[15] not applicable
[16] not applicable
[17] not applicable

NA)[1234567891 0111213141516171819202122232
4252627282930313233343536373839404142434445
464748495051525354555657585960]

NA)[1 2345678910111213141516171819202122232
4252627282930313233343536373839404142434445
464748495051525354555657585960]

NA)[1234567891 0111213141516171819202122232
4252627282930313233343536373839404142434445
464748495051525354555657585960]
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[18] not applicable
[19] not applicable
[20] not applicable
[21] not applicable
[22] not applicable
[23] not applicable
[24] not applicable
[25] not applicable
[26] not applicable
[27] not applicable
[28] not applicable
[29] not applicable
[30] not applicable
[31] not applicable
[32] not applicable
[33] not applicable
[34] not applicable
[35] not applicable
[36] not applicable
[37] not applicable
[38] not applicable
[39] not applicable
[40] not applicable
[41] not applicable
[42] not applicable
[43] not applicable
[44] not applicable
[45] not applicable
[46] not applicable
[47] not applicable
[48] not applicable
[49] not applicable
[50] not applicable
[51] not applicable
[52] not applicable
[53] not applicable
[54] not applicable
[55] not applicable
[56] not applicable
[57] not applicable
[58] not applicable
[59] not applicable
[60] not applicable
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Progression-free survival based on investigator assessment using Kaplan-Meier method as per RECIST v1.1

(Time Frame: Kaplan-Meier estimates at 3, 6, 9, and 12 months)

Part 3 of 4
PD4R5;n?JM PDR + CJM PDR + CJM PDR + CJM PDR + CJM PDR + TMT 0.5mg PDR + TMT 1mg

Q 4Wg 450mg Q2w 900mg Q4W 900mg Q2W 1200mg Q4W QD QD
Arm/Gro
up PDR+CJM PDR + CJM450mg PDR+CJM900mg PDR + CJM 900mg PDR + CJM PDR + TMT 0.5mg PDR + TMT 1mg
Descripti 450mg Q4W Q2w Q4w Q2w 1200mg Q4W QD QD
on
Number
of
Participa
nts 6 6 5 6 6 7 12
Analyze
d [units:
participa
nts]
Kaplan- NA
Meier (NA to
estimates NA)[123456789101 112131
(%) PFS 33.3 60.0 20.0 16.7 41516171819202122232425 14.3 18.2
rate (4.6 to 67.6) (12.6 to 88.2) (0.8 to 58.2) (0.8 to 51.7) 26272829303132333435363 (0.7 to 46.5) (2.9t044.2)
(95% ClI) 73839404142434445464748
at3 49505152535455565758596
months 0]

NA
Kaplan- (NA to NA NA NA NA NA NA
Meier NA)[1234567891 (NA to (NA to (NA to (NA to (NA to (NA to
estimates 011121314151617 NA)[123456789101112131 NA)[123456789101112131 NA)[123456789101112131 NA)[123456789101112131 NA)[123456789101112131 NA)[123456789101112131
(%) PFS 181920212223242 41516171819202122232425 41516171819202122232425 41516171819202122232425 41516171819202122232425 41516171819202122232425 41516171819202122232425
rate 526272829303132  26272820303132333435363  26272829303132333435363  26272829303132333435363  26272820303132333435363  26272829303132333435363  26272829303132333435363
(95% C|) 333435363738394 73839404142434445464748 73839404142434445464748 73839404142434445464748 73839404142434445464748 73839404142434445464748 73839404142434445464748
at6 041424344454647 49505152535455565758596 49505152535455565758596 49505152535455565758596 49505152535455565758596 49505152535455565758596 49505152535455565758596
months 484950515253545 0] 0] 0] 0] 0] 0]
55657585960]
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NA
Kaplan- (NA to NA NA NA NA NA NA
Meier NA)[1234567891 (NA to (NA to (NA to (NA to (NA to (NA to
estimates 011121314151617 NA)[123456789101112131 NA)[123456789101112131 NA)[123456789101112131 NA)[123456789101112131 NA)[123456789101112131 NA)[123456789101112131
(%) PFS 181920212223242 41516171819202122232425 41516171819202122232425 41516171819202122232425 41516171819202122232425 41516171819202122232425 41516171819202122232425
rate 526272829303132 26272829303132333435363 26272829303132333435363 26272829303132333435363 26272829303132333435363 26272829303132333435363 26272829303132333435363
(95% Cl) 333435363738394 73839404142434445464748 73839404142434445464748 73839404142434445464748 73839404142434445464748 73839404142434445464748 73839404142434445464748
at 9 041424344454647 49505152535455565758596 49505152535455565758596 49505152535455565758596 49505152535455565758596 49505152535455565758596 49505152535455565758596
months 484950515253545 0] 0] 0] 0] 0] 0]
55657585960]
NA
Kaplan- (NA to NA NA NA NA NA NA
Meier NA)[1234567891 (NA to (NA to (NA to (NA to (NA to (NA to
eStimateS 011121314151617 NA)[123456789101112131 NA)[123456789101112131 NA)[123456789101112131 NA)[123456789101112131 NA)[123456789101112131 NA)[123456789101112131
(%) PFS 181920212223242 41516171819202122232425 41516171819202122232425 41516171819202122232425 41516171819202122232425 41516171819202122232425 41516171819202122232425
rate 526272829303132 26272829303132333435363 26272829303132333435363 26272829303132333435363 26272829303132333435363 26272829303132333435363 26272829303132333435363
(95% Cl) 333435363738394 73839404142434445464748 73839404142434445464748 73839404142434445464748 73839404142434445464748 73839404142434445464748 73839404142434445464748
at 12 041424344454647 49505152535455565758596 49505152535455565758596 49505152535455565758596 49505152535455565758596 49505152535455565758596 49505152535455565758596
months 484950515253545 0] 0] 0] 0] 0] 0]
55657585960]

[1] not applicable
[2] not applicable
[3] not applicable
[4] not applicable
[5] not applicable
[6] not applicable
[7]1 not applicable
[8] not applicable
[9] not applicable
[10] not applicable
[11] not applicable
[12] not applicable
[13] not applicable
[14] not applicable
[15] not applicable
[16] not applicable
[17] not applicable
[18] not applicable
[19] not applicable
[20] not applicable
[21] not applicable
[22] not applicable
[23] not applicable
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[24] not applicable
[25] not applicable
[26] not applicable
[27] not applicable
[28] not applicable
[29] not applicable
[30] not applicable
[31] not applicable
[32] not applicable
[33] not applicable
[34] not applicable
[35] not applicable
[36] not applicable
[37] not applicable
[38] not applicable
[39] not applicable
[40] not applicable
[41] not applicable
[42] not applicable
[43] not applicable
[44] not applicable
[45] not applicable
[46] not applicable
[47] not applicable
[48] not applicable
[49] not applicable
[50] not applicable
[51] not applicable
[52] not applicable
[53] not applicable
[54] not applicable
[55] not applicable
[56] not applicable
[57] not applicable
[58] not applicable
[59] not applicable
[60] not applicable

Progression-free survival based on investigator assessment using Kaplan-Meier method as per RECIST v1.1
(Time Frame: Kaplan-Meier estimates at 3, 6, 9, and 12 months)

Part 4 of 4

PDR +
T™T
1mg QD,

PDR+TMT1.5 PDR+TMT1.5 PDR+EGF816 PDR+EGF816 s.a. ACZ RDE s.a. ACZ RDE

s.a. ACZ RDE
CRC
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3 Weeks Weeks on/2 Weeks on/1
on/1 Weeks off Week off
Week off
Single agent S(Iggak; Z%eznt Single agent
PDR + (s.a.) ACZ Recérﬁmended (s.a.) ACZ
Arm/Gro T™MT PDR+TMT 1.5 PDR+TMT1.5 Recommended Dose for Recommended
up 1mg QD, mg QD, 2 mg QD, 3 PDR + EGF816 = PDR + EGF816 Dose for Expansion Dose for
Descripti 3 Weeks Weeks on/2 Weeks on/1 25mg QD 50mg QD Expansion (RDpE) Non- Expansion
on on/1 Weeks off Week off (RDE) Triple Small Cell Lung (RDE)
Week off Negative Breast Cancer Colorectal
Cancer (TNBC) (NSCLC) Cancer (CRC)
Number
of
Participa
nts 11 9 6 6 23 20 15 20
Analyze
d [units:
participa
nts]
Kaplan- NA
Meier (NA to
estimates NA)[123456789101112
(%)PFs 84 44.4 13141516171819202122 16.7 5.2 10.0 71 5.0
rate (1612'27“’ (13.6 10 71.9)  20242526272629303132 (0.8 to 51.7) (0.4 10 21.1) (1.7 0 27.2) (0.5 o 27.5) (0.3 0 20.5)
(95% Cl) . ) 33343536373839404142
at3 43444546474849505152
months 5354555657585960]
Kaplan- NA NA NA NA NA
Meier (NA to (NA to (NA to (NA to (NA to
estimates 273 NA)[123456789101112 NA)[123456789101112 NA)[123456789101112 NA)[123456789101112 NA)[123456789101112
(%) PFS . 33.3 13141516171819202122 13141516171819202122 13141516171819202122 50 13141516171819202122 13141516171819202122
rate (65 to (78 to 623) 23242526272829303132 23242526272829303132 23242526272829303132 (03 to 205) 23242526272829303132 23242526272829303132
(95% C|) 539) 33343536373839404142 33343536373839404142 33343536373839404142 33343536373839404142 33343536373839404142
at6 43444546474849505152 43444546474849505152 43444546474849505152 43444546474849505152 43444546474849505152
months 5354555657585960] 5354555657585960] 5354555657585960] 5354555657585960] 5354555657585960]
Kaplan- NA 16.7 NA NA NA NA NA NA
Meier (NA to (1.1 to 49.3) (NA to (NA to (NA to (NA to (NA to (NA to
estimates NA)[123456 . ) NA)[123456789101112 NA)[123456789101112 NA)[123456789101112 NA)[123456789101112 NA)[123456789101112 NA)[123456789101112
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(%) PFS 78910111213 13141516171819202122  13141516171819202122  13141516171819202122  13141516171819202122  13141516171819202122  13141516171819202122
rate 14151617181 23242526272829303132 23242526272829303132 23242526272829303132 23242526272829303132 23242526272829303132 23242526272829303132
(95% C|) 92021222324 33343536373839404142 33343536373839404142 33343536373839404142 33343536373839404142 33343536373839404142 33343536373839404142
at9 25262728293 43444546474849505152 43444546474849505152 43444546474849505152 43444546474849505152 43444546474849505152 43444546474849505152
months 03132333435 5354555657585960] 5354555657585960] 5354555657585960] 5354555657585960] 5354555657585960] 5354555657585960]
36373839404
14243444546
47484950515
25354555657
585960]
NA
(NA to
N A)[1 23456
Kaplan- 78910111213 NA NA NA NA NA NA NA
Meier 14151617181 (NA to (NAto (NAto (NAto (NAto (NA to (NA to
estimates 00021202324 NA)[123456789101112 NA)[123456789101112 NA)[123456789101112 NA)[123456789101112 NA)[123456789101112 NA)[123456789101112 NA)[123456789101112
(%) PFS 25262728293 13141516171819202122 13141516171819202122 13141516171819202122 13141516171819202122 13141516171819202122 13141516171819202122 13141516171819202122
rate 03132333435 23242526272829303132 23242526272829303132 23242526272829303132 23242526272829303132 23242526272829303132 23242526272829303132 23242526272829303132
(95% C|) 36373839404 33343536373839404142 33343536373839404 142 33343536373839404 142 33343536373839404 142 33343536373839404 142 33343536373839404142 33343536373839404142
at 12 14243444546 43444546474849505152 43444546474849505152 43444546474849505152 43444546474849505152 43444546474849505152 43444546474849505152 43444546474849505152
months 47484950515 5354555657585960] 5354555657585960] 5354555657585960] 5354555657585960] 5354555657585960] 5354555657585960] 5354555657585960]
25354555657
585960]

[1] not applicable
[2] not applicable
[3] not applicable
[4] not applicable
[5] not applicable
[6] not applicable
[7]1 not applicable
[8] not applicable
[9] not applicable
[10] not applicable
[11] not applicable
[12] not applicable
[13] not applicable
[14] not applicable
[15] not applicable
[16] not applicable
[17] not applicable
[18] not applicable
[19] not applicable
[20] not applicable
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[21] not applicable
[22] not applicable
[23] not applicable
[24] not applicable
[25] not applicable
[26] not applicable
[27] not applicable
[28] not applicable
[29] not applicable
[30] not applicable
[31] not applicable
[32] not applicable
[33] not applicable
[34] not applicable
[35] not applicable
[36] not applicable
[37] not applicable
[38] not applicable
[39] not applicable
[40] not applicable
[41] not applicable
[42] not applicable
[43] not applicable
[44] not applicable
[45] not applicable
[46] not applicable
[47] not applicable
[48] not applicable
[49] not applicable
[50] not applicable
[51] not applicable
[52] not applicable
[53] not applicable
[54] not applicable
[55] not applicable
[56] not applicable
[57] not applicable
[58] not applicable
[59] not applicable
[60] not applicable

Treatment free survival as per investigator assessment
(Time Frame: Up to 1 year, at which time the1 surviving patient was censored.)

Part 1 of 2
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PDR+ PDR+ PDR+ PDR+ PDR+ PDR+ PDR+ PDR+ PDR+
ACZ ACZ PDR + ACZ PDR + ACZ PDR + ACZ CJM CJM CJM CJM CJM CJM CJM
100mg 300mg RDE TNBC RDE NSCLC RDE CRC 25mg 75mg 225mg 450mg 450mg 900mg 900mg
Qsw Qsw Q4w Q4w Q4w Q4w Q2w Q4w Q2w
PDR + ACZ PDR + ACZ
Recommended Recommended ReP(I:DolrQn:nQr(]:dze d
PDR+ PDR+ Dose for Dose for Dose for PDR+ PDR+ PDR+ PDR+ PDR+ PDR+ PDR+
Arm/Group ACZ ACzZ Expansion Expansion Expansion CJM CJM CJM CJM CJM CJM CJM
Description 100mg 300mg (RDE) Triple (RDE) Non- (FI;DE) 25mg 75mg 225mg 450mg 450mg 900mg 900mg
Q8w Q8w Negative Small Cell Colorectal Q4w Q4w Q4w Q4w Q2w Q4w Q2w
Breast Cancer Lung Cancer Cancer (CRC)
(TNBC) (NSCLC)
Number of
Participants
Analyzed 6 13 32 22 34 0 0 0 0 0 0 0
[units:
participants]
Treatment
free survival, 1 0 1 4 1
n (%) - (16.67%) (%) (3.13%) (18.18%) (2.94%) (NaN%) (NaN%) (NaN%) (NaN%) (NaN%) (NaN%) (NaN%)
Progression
Treatment
free survival, 0 0 0 1 0
n (%) - (%) (%) (%) (4.55%) (%) (NaN%) (NaN%) (NaN%) (NaN%) (NaN%) (NaN%) (NaN%)
Censored
Treatment free survival as per investigator assessment
(Time Frame: Up to 1 year, at which time the1 surviving patient was censored.)
Part 2 of 2
PDR+ PDR+ PDR+
PDR + PER PER T™MT ™T T™MT PDR + PDR +
CJM ™T TmT  1mg 1.5mg 1.5mg EGF816 EGF816 s.a. ACZRDE s.a. ACZRDE s.a. ACZRDE
1200mg 0.5m 1 QD, 3 QDb, 2 QD, 3 25mg 50mg TNBC NSCLC CRC
-omg ‘1mg
Qaw QD QD Weeks Weeks Weeks QD QD
on/1 on/2 on/1
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Week Weeks Week
off off off
Single agent Single agent .
PDR+ PDR+ PDR+ (s.3.) ACZ (s.8.) ACZ Single agent
PDR PDR ™T ™T ™T Recommended Recommended (s.a.) ACZ
PDR + + + 1mg 15mg 15mg PDR+ PDR + Dose for Dose for Recommended
Arm/Group CJM QD, 3 QD, 2 QD,3 EGF816 EGF816 ) ) Dose for
L. TMT  TMT Expansion Expansion .
Description 1200mg Weeks Weeks Weeks 25mg 50mg . Expansion
0.5mg 1mg (RDE) Triple (RDE) Non-
Q4w on/1 on/2 on/1 QD QD . (RDE)
QD QD Negative Small Cell
Week Weeks Week B C L C Colorectal
off off off reast Cancer ung Cancer Cancer (CRC)
(TNBC) (NSCLC)
Number of
Participants
Analyzed 0 7 12 11 9 6 0 0 0 0 0
[units:
participants]
Treatment
free survival, 0 0 1 3 0
n (%) - (NaN%) (%) (%) (9.09%) (33.33%) (%) (NaN%)  (NaN%) (NaN%) (NaN%) (NaN%)
Progression
Treatment
free survival, 0 0 0 0 0
n (%) - (NaN%) (%) (%) (%) (%) (%) (NaN%)  (NaN%) (NaN%) (NaN%) (NaN%)
Censored
Treatment free survival rate (95% CI) as per investigator assessment
(Time Frame: 3, 6, 9, and 12 months)
Part 1 of 3
PDR + PDR  PDR " ppR+
PDR + ACZ 100mg ACZ PDR + ACZ RDE PDR + ACZ PDR + ACZ RDE CIJM  CJM CJM
Qsw 300mg TNBC RDE NSCLC CRC 225mg
QswW 25mg 75mg Q4w
Q4W Q4w
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PDR + ACZ
PDR + ACZ Recommended
PDR + Recommended Dose Dose for Reco?rnReJrrldAe%ZDose PE)R PE)R PDR +
Arm/Group PDR + ACZ 100mg ACZ for Expansion (RDE) Expansion . CJM
.. . ] for Expansion (RDE) CIM CIM
Description Q8w 300mg Triple Negative (RDE) Non- 225mg
Colorectal Cancer 25mg 75mg
Q8w Breast Cancer Small Cell (CRC) Q4W Q4w Q4w
(TNBC) Lung Cancer
(NSCLC)

Number of

Participants

Analyzed 6 13 32 22 34 0 0 0
[units:

participants]

TFS rate 100.0 NA

100.0 0 100.0

95% Cl) at 3 100.0 to NA to

(95% C1) (100.0t0 100.0)  (0to0)  (100.0 to 100.0) a 200) \ A)[1234§6789101112131415]
B;S%r%tﬁ a6 100.0 0 100.0 80.0 (NNAAtO

months (100.0 to 100.0) (0to 0) (100.0 to 100.0) (20.4 t0 96.9) NA)I123486789101112131415]
TFS rate NA 0 NA 40.0 NA
(95% Cl)at 9 (NA to 0to 0 (NA to 521 '75 3 (NA to
months NA)[123456789101112131415] ( ) ) NA)[123456789101112131415] ( . ) . ) NA)[123456789101112131415]
TFS rate NA 0 NA 40.0 NA
(95% CI) at (NA to 0100 (NA to 52 '75 3 (NA to
12 months NA)[123456789101112131415] ( to ) NA)[123456789101112131415] ( 2to . )

[1] not applicable
[2] not applicable
[3] not applicable
[4] not applicable
[5] not applicable
[6] not applicable
[7]1 not applicable
[8] not applicable
[9] not applicable
[10] not applicable
[11] not applicable
[12] not applicable
[13] not applicable
[14] not applicable

NA)[123456789101 112131415]
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[15] not applicable

Treatment free survival rate (95% CI) as per investigator assessment
(Time Frame: 3, 6, 9, and 12 months)

Part 2 of 3
PDR PDR
PDR+ PDR+ PDR+ PDR+ PDR+ + + PDR + TMT 1mg QD,
CJM CJM CJM CJM CJM
TMT TMT 3 Weeks on/1 Week
450mg 450mg 900mg 900mg 1200mg 0.5m 1m off
QAW  Q2W QW QW Q4w M9 9
QD QD
PDR+ PDR+ PDR+ PDR+ PDR+ DR FPDR PDR + TMT 1ma Qb
Arm/Group CJM CJM CJM  CJM CJM g Mo,
. . TMT TMT 3 Weeks on/1 Week
Description 450mg 450mg 900mg 900mg 1200mg 0.5m 1m off
QAW  Q2W QAW Q2w Q4w M9 9
QD QD
Number of
Participants
Analyzed 0 0 0 0 0 7 12 11
[units:
participants]
TFS rate 0 0 NA
(95% Cl)at 3 (Oto (0to (NA to
months 0) 0) NA)[123456789101112131415]
TFS rate 0 0 NA
(95% Cl) at 6 (0Oto (0to (NA to
months 0) 0) NA)[123456789101112131415]
TFS rate 0 0 NA
(95% Cl)at9 (Oto (0to (NA to
months 0) 0) NA)[123456789101112131415]
TFS rate 0 0 NA
(95% Cl) at (0Oto (0to (NA to
12 months 0) 0) NA)[123456789101112131415]

[1] not applicable
[2] not applicable
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[3] not applicable
[4] not applicable
[5] not applicable
[6] not applicable
[7] not applicable
[8] not applicable
[9] not applicable
[10] not applicable
[11] not applicable
[12] not applicable
[13] not applicable
[14] not applicable
[15] not applicable

Treatment free survival rate (95% CI) as per investigator assessment
(Time Frame: 3, 6, 9, and 12 months)

Part 3 of 3
PDR +
T™MT
1.5mg PDR+ PDR +
Z%R;V-I\-Ilzlt;rkl'ir:?g QD,3 EGF816 EGF816 s.a. ACZRDE s.a. ACZRDE s.a. ACZRDE
,Weeks off Weeks 25mg 50mg TNBC NSCLC CRC
on/1 QD QD
Week
off
Single agent Single agent .
o (s.2.) ACZ (s.2.) ACZ S('Q%"; agont
15mg PDR+ PDR + Recommended Recommended Recérﬁmended
A PDR + TMT 1.5 mg . Dose for Dose for
rm/Group QD,3 EGF816 EGF816 ) ) Dose for
Description QD, 2 Weeks on/2 Weeks 25mg 50mg Expanspn Expansion Expansion
Weeks off on/1 QD QD (RDE) Triple (RDE) Non- (RDE)
Week Negative Small Cell Colorectal
off Breast Cancer Lung Cancer Cancer (CRC)
(TNBC) (NSCLC)
Number of
Participants 9 6 0 0 0 0 0
Analyzed
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[units:
participants]
TFS rate

33.3 0

o,

gg r{;’h?) at3 (0.9 to 77.4) (0t00)
TFS rate NA 0
(95% Cl) at 6 (NA to 0to 0
months NA)[123456789101112131415] (Oto 0)
TFS rate NA 0
(95% Cl)at 9 (NA to 0to 0
months NA)[123456789101112131415] ( ) )
TFS rate NA 0
(95% Cl) at (NA to 0to 0
12 months NA)[123456789101112131415] ( to )

[1] not applicable
[2] not applicable
[3] not applicable
[4] not applicable
[5] not applicable
[6] not applicable
[7]1 not applicable
[8] not applicable
[9] not applicable
[10] not applicable
[11] not applicable
[12] not applicable
[13] not applicable
[14] not applicable
[15] not applicable

Summary of primary PK parameters for PDR001 - AUClast (h*ug/mL)

(Time Frame: Period 1 Cycle 1 Day 1)

Part 1 of 2

PDR+ACZ PDR+ACZ
100mg 300mg

Q8w Q8w

PDR + ACZ
RDE TNBC

PDR +
CJM
450mg
Q2w
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Arm/Grou  bho L ACZ  PDR + ACZ

P 100mg 300mg

Descripti
on Qsw Qsw

PDR + ACZ
Recommen
ded Dose
for
Expansion
(RDE)
Triple
Negative
Breast
Cancer
(TNBC)

PDR + ACZ
Recommen
ded Dose
for
Expansion
(RDE) Non-
Small Cell
Lung
Cancer
(NSCLC)

PDR + ACZ
Recommen
ded Dose
for
Expansion
(RDE)
Colorectal
Cancer
(CRC)

PDR + CJM PDR + CJM

25mg Q4W

75mg Q4W

PDR + CJM
225mg
Q4w

PDR+CJM PDR + CJM
450mg 450mg
Q4w Q2w

Number

of

Participan

ts

Analyzed 5 12
[units:

participan

ts]

Summary
of
primary
PK
parameter
s for
PDRO001 -
AUClast
(h*ug/mL)
(units:
h*ug/mL)
Geometric
Mean
(Geometri
c
Coefficient
of
Variation)
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Period 1
Cycle 1
Day 1

33900 (39.2 30100 (40.4 25300 (12.4 29300 (10.6 26100 (32.9
%) %) %) %) %)

Summary of primary PK parameters for PDR001 - AUClast (h*ug/mL)
(Time Frame: Period 1 Cycle 1 Day 1)

Part 2 of 2

PDR + TMT
1mg QD, 3
Weeks
on/1 Week
off

PDR + CJM
1200mg
Qaw

PDR+CJM PDR+CJM
900mg 900mg
Q4w Q2w

PDR+TMT PDR+TMT
0.5mg QD 1mg QD

26800 (11.0
%)

PDR + TMT
1.5 mg QD,
2 Weeks
on/2
Weeks off

26900 (38.5
%)

PDR + TMT
1.5 mg QD,
3 Weeks
on/1 Week
off

27700 (27.6
%)

PDR +
EGF816
25mg QD

32400 (40.7
%)

PDR +
EGF816
50mg QD

Arm/Grou PDR + TMT

p PDQ%ngJM PDQ%ngJM 100mg . PDR+TMT PDR+TMT  1mgQD, 3
Descriptio 9 9 9 0.5mg QD 1mg QD Weeks on/1
Q4w Q2w Q4w

n Week off

PDR + CJM

PDR + TMT
1.5 mg QD,
2 Weeks
on/2 Weeks
off

PDR + TMT
1.5 mg QD,
3 Weeks
on/1 Week
off

PDR +
EGF816
25mg QD

PDR +
EGF816
50mg QD

Number
of
Participan
ts
Analyzed
[units:
participan
ts]

21

Summary
of primary
PK
parameter
s for
PDRO001 -
AUClast
(h*ug/mL)
(units:
h*ug/mL)
Geometric
Mean
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(Geometri
c
Coefficient
of
Variation)
gegloed11 22100 (52.1 24100 (20.3 22200 (33.7 25300 (45.5 31300(15.8 27800 (27.4 27000 (41.2 21400 (47.7 28200 (35.0 28100 (29.8
Dz\y 1 %) %) %) %) %) %) %) %) %) %)
Summary of primary PK parameters for PDR001 - Cmax (h)
(Time Frame: Period 1 Cycle 1 Day 1 and Period 1 Cycle 3 Day 1 (Day 57))
Part 1 of 2
PDR+ACZ 'pf  PDR+  PDR+  PDR+ 'ORF  ppr+  rOR®  FDRE - FPORE
100mg ACZRDE ACZRDE ACZRDE CJM 75mg
Q8W 300mg TNBC NSCLC CRC 25mg Q4W 225mg  450mg 450mg
Qsw Q4w Q4w Q4w Q2w
PDR + PDR +
ACZ ACZ PDR +
Recomme Recomme ACZ
nded nded Recomme
PDR + Dose for Dose for nded PDR + PDR + PDR + PDR +
Arm/Groun Descrintion P%%gmACZ ACZ  Expansio Expansio Dosefor  CM [ OR*  CM CIM CIM
P P stg 300mg n(RDE) n(RDE) Expansio  25mg Q4w 9 225mg  450mg 450mg
Q8w Triple Non- n (RDE) Q4w Q4w Q4w Q2w
Negative ~ Small Cell  Colorectal
Breast Lung Cancer
Cancer Cancer (CRC)
(TNBC) (NSCLC)
Number of Participants
Analyzed [units: participants] 5 12 6 " 8 6 5 6 6 6
Period 1 Cycle 1 Day 1 o o o
_ 132 (37.8% 113 (29. 137 (15.5 104 (31.6 107 (34. 115(16.9% 97.5(35 106 (27. 121 (38.4%
(n=5,12,2,0,4,6,5,6,6,6,5,6,6,7, o o o o o o
12.10,8.6.6.21) ) 7%) %) %) 9%) ) .7%) 5%) )

Page 52



> NOVARTIS

Clinical Trial Results Website

Period 1 Cycle 3 Day 1

_ 76.8 (NA%) 164 (60. 205(31.8 164 (25.3 132(35.6 139(6.6 159 (NA%)! 147 (21. 231 (NA%)!
(n=1,4,6,11,8,2,1,0,4,1,0,2,1,3, [123456] o o o o o 123456] o 123456]
2.1,5,0,1,3) 2%) %) %) %) %) 8%)

[1] Not applicable when n = 1.
[2] Not applicable when n = 1.
[3] Not applicable when n = 1.
[4] Not applicable when n = 1.
[5] Not applicable when n = 1.
[6] Not applicable when n = 1.
Summary of primary PK parameters for PDR001 - Cmax (h)
(Time Frame: Period 1 Cycle 1 Day 1 and Period 1 Cycle 3 Day 1 (Day 57))
Part 2 of 2
PDR + PDR +
PDR+ PDR+  PDR+  PDR+ PDR+TMT TMT1.5 TMT 1.5 PDR +
CJM CJM cJM ™T PDR + 1imgQD,3 mgQD, mg QD, PDR + EGF816
900 T™MT Weeks 2 Weeks 3 Weeks EGF816
mg 900mg 1200mg 0.5mg 1 QD 11 Week 12 1 25mg QD 50mg
Q4w Q2w Q4w QD mg onit Tree on on mg QD
off Weeks Week
off off
TPI\/IDTR1+5 PDR *
Arm/Group Description 1200mg T™MT mg ’ 2 Weeks M9 ! EGF816
900mg 900mg Q4W 0.5mg 1ma QD Weeks on/1 on/2 3 Weeks 25ma QD 50mg
Q4w Q2w QD 9 Week off on/1 9 QD
Weeks
Week off
off
Number of Participants
Analyzed [units: participants] 5 6 6 / 12 10 8 6 6 21
Period 1 Cycle 1 Day 1 o
(n=5.12,2,04,6,5,6.6,6,5,6,6,7,1 76.8 (67. 81.1(20. 87.4(23.5 946(35. 115(21. 83.4(356 90.8(41. 75.1(61. 119(21.4% 99.0 (25.
2,10,’8,6’,6’,2’15 A 2%) 2%) %) 7%) 4%) %) 6%) 7%) ) 9%)
'(Dni“fg ; 1013";'6231 %3}11 02132 114 (33. 161 (NA%)l 100 (29. 169 (0.4 143 (NA%) 97.9 (81. 124 (NA%). 150 (17.
»+0,11,0,£,1,U,4,1,U,2, 1,9, 6%) 123456] 7%) %) 123456] 9%) 123456] 7%)

,1,5,0,1,3)

[1] Not applicable when n = 1.
[2] Not applicable when n = 1.
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[3] Not applicable when n = 1.
[4] Not applicable when n = 1.
[5] Not applicable when n = 1.
[6] Not applicable when n = 1.

Summary of primary PK parameters for canakinumab - AUClast (h*ug/mL)
(Time Frame: Period 1 Cycle 1 Day 1)

PDR + ACZ PDR + ACZ PDR + ACZ PDR + ACZ PDR + ACZ s.a. ACZRDE s.a. ACZRDE s.a. ACZRDE
100mg Q8W 300mg Q8W RDE TNBC RDE NSCLC RDE CRC TNBC NSCLC CRC
Single agent Single agent .
PDR + ACZ PDR + ACZ PDR + ACZ (s.3.) ACZ (s.3.) ACZ Single agent
Recommended (s.a.) ACZ
Recommended Recommended Recommended Recommended
Arm/Group Dose for Dose for Dose for Dose for Dose for Recommended
Descriptio PDR + ACZ PDR + ACZ Expansion Expansion Expansion Expansion Expansion Dose for
n 100mg Q8W 300mg Q8W (RDE) Triple (RDE) Non- (RDE) (RDE) Triple (RDE) Non- Expansion
. Small Cell . (RDE)
Negative Breast Luna Cancer Colorectal Negative Small Cell Colorectal
Cancer (TNBC) g Cancer (CRC) Breast Cancer Lung Cancer
(NSCLC) (TNBC) (NSCLC) Cancer (CRC)
Number of
Participant
s Analyzed
o 6 12 27 21 33 13 9 13
[units:
participant
s]
Summary
of primary
PK
parameters
for
canakinum
ab -
AUClast
(h*ug/mL)
(units:
h*ug/mL)
Geometric
Mean
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(Geometric
Coefficient
of Variation)
CP:e:;Il?ed‘I1Da 6190000 (39.6 12100000 (75. 24000000 (114. 31300000 (40. 23500000 (47. 23500000 (66. 33600000 (38. 25100000 (35.
el y %) 1%) 9%) 3%) 4%) 2%) 0%) 4%)
Summary of primary PK parameters for canakinumab - Cmax (h)
(Time Frame: Period 1 Cycle 1 Day 1)
PDR + ACZ PDR + ACZ PDR + ACZ PDR + ACZ PDR + ACZ s.a. ACZRDE s.a. ACZRDE s.a. ACZRDE
100mg Q8W 300mg Q8W RDE TNBC RDE NSCLC RDE CRC TNBC NSCLC CRC
Single agent Single agent .
PDR + ACZ PDR + ACZ PDR + ACZ (s.3.) ACZ (s.3.) ACZ Single agent
Recommended Recommended (s.a.) ACZ
Recommended Recommended Recommended
Dose for Dose for Dose for Dose for Dose for Recommended
Arm/Group PDR + ACZ PDR + ACZ Expansion Expansion Expansion Expansion Expansion Dose for
Description 100mg Q8W 300mg Q8W (RDE) Trlple (RDE) Non- (RDE) (RDE) Triple (RDE) Non- Expansion
Negative Small Cell . (RDE)
Colorectal Negative Small Cell
Breast Cancer Lung Cancer Cancer (CRC)  Breast Cancer Lung Cancer Colorectal
(TNBC) (NSCLC) (TNBC) (NSCLC) Cancer (CRC)
Number of
Participants
Analyzed 6 12 27 21 33 13 9 13
[units:

participants]

Summary of
primary PK
parameters for
canakinumab -
Cmax (h)
(units: h)
Geometric
Mean
(Geometric
Coefficient of
Variation)
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Period 1 Cycle 1

Day 1 10400 (47.1%) 20300 (67.0%) 40900 (85.5%) 47800 (36.2%) 42900 (42.2%) 35900 (73.1%) 44400 (35.8%) 36700 (26.6%)

Summary of primary PK parameters for CJM112 - AUClast (h*ug/mL)
(Time Frame: Period 1 Cycle 1 Day 1)

PDR + CJM PDR + CJM PDR + CJM PDR + CJM PDR + CJM PDR + CJM PDR + CJM PDR + CJM
25mg Q4W 75mg Q4W 225mg Q4W 450mg Q4W 450mg Q2W 900mg Q4W 900mg Q2W 1200mg Q4W

Arm/Grou

p PDR + CJM PDR + CJM PDR + CJM PDR + CJM PDR + CJM PDR + CJM PDR + CJM PDR + CJM
Descriptio 25mg Q4W 75mg Q4W 225mg Q4W 450mg Q4W 450mg Q2W 900mg Q4W 900mg Q2W 1200mg Q4W
n

Number of
Participant
s Analyzed
[units:
participant
s]

Summary
of primary
PK
parameter
s for
CJM112 -
AUClast
(h*ug/mL)
(units:
h*ug/mL)
Geometric
Mean
(Geometric
Coefficient
of
Variation)

Period 1 1280000 (39.6 2120000 (30.5 6980000 (33.9 14400000 (26.5 15100000 (12.0 27600000 (33.4 19000000 (45.5 47300000 (36.8

82361 1 %) %) %) %) %) %) %) %)
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Summary of primary PK parameters for CJM112 - Cmax (h)
(Time Frame: Period 1 Cycle 1 Day 1)

PDR+CJM PDR+CJM  PDR+CJM  PDR+CJM PDR + CJM PDR + CJM PDR + CJM PDR + CJM
25mg Q4W  75mg Q4W  225mg Q4W  450mg QAW  450mg Q2W 900mg Q4W 900mg Q2W  1200mg Q4W

Arm/Group PDR + CJM PDR + CJM PDR + CJM PDR + CJM PDR + CJM PDR + CJM PDR + CJM PDR + CJM
Description 25mg Q4W 75mg Q4W 225mg Q4W 450mg Q4W 450mg Q2W 900mg Q4W 900mg Q2W 1200mg Q4W

Number of

Participants

Analyzed 6 5 6 6 2 5 5 6
[units:

participants]

Summary of
primary PK
parameters
for CJIM112 -
Cmax (h)
(units: h)
Geometric
Mean
(Geometric
Coefficient of
Variation)

feDrfydf Cycle 8210 (49.9%) 16000 (17.5%) 44500 (25.4%) 88800 (27.2%) 116000 (17.1%) 189000 (21.2%) 121000 (61.6%) 290000 (28.0%)

Summary of primary PK parameters for trametinib - AUClast (h*ug/mL)
(Time Frame: Period 1 Cycle 1 Day 1 and Period 1 Cycle 2 Day 1 (Day 29))

PDR + TMT PDR + TMT PDR + TMT
PDR + TMT PDR + TMT 1mg QD, 3 1.5mgQD,2 1.5mgQD,3
0.5mg QD 1mg QD Weeks on/1 Weeks on/2 Weeks on/1
Week off Weeks off Week off

_ PDR + TMT PDR + TMT PDR + TMT PDR + TMT PDR + TMT
Arm/Group Description 0.5mg QD 1mg QD 1mg QD, 3 15mgQD,2 1.5mgQD, 3
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Weeks on/1 Weeks on/2 Weeks on/1
Week off Weeks off Week off
Number of Participants
Analyzed [units: 6 11 10 8 6

participants]

Summary of primary PK parameters for trametinib - AUClast (h*ug/mL)
(units: h*ug/mL)
Geometric Mean (Geometric Coefficient of Variation)

Period 1 Cycle 1 Day 1 3.25(151.4%) 11.0 (47.3%) 10.9 (62.4%)

16.9 (66.0%)

14.2 (70.7%)

Period 1 Cycle 2 Day 1
(n=3,9,8,7,3)

Summary of primary PK parameters for trametinib - Cmax (h)

(Time Frame: Period 1 Cycle 1 Day 1 and Period 1 Cycle 2 Day 1 (Day 29))

27.7 (63.6%) 75.9 (28.0%) 25.4 (54.5%)

28.1 (35.0%)

57.5 (85.0%)

PDR + TMT PDR + TMT PDR + TMT
PDR + TMT PDR + TMT 1mg QD, 3 1.5mgQD,2 1.5mgQD,3
0.5mg QD 1mg QD Weeks on/1 Weeks on/2 Weeks on/1
Week off Weeks off Week off
PDR + TMT PDR + TMT PDR + TMT
I PDR + TMT PDR + TMT 1mg QD, 3 1.5mgQDb,2 1.5mgQD,3
Arm/Group Description 0.5mg QD 1mg QD Weeks on/1 Weeks on/2 Weeks on/1
Week off Weeks off Week off
Number of Participants
Analyzed [units: 6 11 10 8 6

participants]

Summary of primary PK parameters for trametinib - Cmax (h)
(units: h)
Geometric Mean (Geometric Coefficient of Variation)

Period 1 Cycle 1 Day 1 1.19 (107.0%)  3.45 (68.0%) 3.68 (77.0%)

5.56 (90.2%)

3.73 (86.0%)

Period 1 Cycle 2 Day 1
(n=3,9,8,7,3)

6.04 (81.6%) 159 (34.5%)  5.96 (64.2%)

8.19 (52.8%)

13.0 (107.9%)
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Summary of primary PK parameters for EGF816 - AUClast (h*ug/mL)

(Time Frame: Period 1 Cycle 1 Day 1)

PDR + PDR +
EGF816 EGF816
25mg QD 50mg QD
PDR + PDR +
Arm/Group Description EGF816 EGF816
25mg QD 50mg QD
Number of Participants
Analyzed [units: 6 22

participants]

Summary of primary PK
parameters for EGF816 -
AUClast (h*ug/mL)
(units: h*ug/mL)
Geometric Mean
(Geometric Coefficient of
Variation)

Period 1 Cycle 1 Day 1

Summary of primary PK parameters for EGF816 - Cmax (h)

263 (54.0%)

(Time Frame: Period 1 Cycle 1 Day 1)

539 (110.0%)

PDR + PDR +
EGF816 EGF816
25mg QD 50mg QD
PDR + PDR +
Arm/Group Description EGF816 EGF816
25mg QD 50mg QD
Number of Participants
Analyzed [units: 6 22

participants]

Summary of primary PK
parameters for EGF816 -
Cmax (h)

(units: h)
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Geometric Mean
(Geometric Coefficient of
Variation)

Period 1 Cycle 1 Day 1

71.2 (41.0%) 139 (92.6%)

Anti-Drug Antibody incidence - PDR001

(Time Frame: Baseline)

Part 1 of 2

PDR+ PDR + PR PDR " ppr+ PDR+ PDR+

ACZ ACZ PDR + ACZ PDR + ACZ PDR + ACZ CJM CIM CJM CJM CJM

100mg 300mg RDE TNBC RDE NSCLC RDE CRC 25mg  75mg 225mg 450mg 450mg

Qsw Qsw QAW Q4W Q4w Q4w Q2w

PDR + ACZ PDR + ACZ PDR + ACZ
Recommended Recommended Recommended  PDR PDR

PDR+ PDR+ Dose for Dose for Dose for + + PDR+ PDR+ PDR +
Arm/Group ACZ ACZ Expansion Expansion Expansion CIM CIM CIM CJM CIM
Description 100mg 300mg (RDE) Triple (RDE) Non- (FI)?DE) 25m 75m 225mg 450mg  450mg

Q8W Q8w Negative Small Cell g 9 Qaw Q4w Q2w

Colorectal Q4w Q4w
Breast Cancer Lung Cancer Cancer (CRC)
(TNBC) (NSCLC)

Number of
Participants
Analyzed 5 9 22 15 25 4 5 5 6 6
[units:
participants]
Subjects with
/:Egg'ﬁve 5 9 20 14 25 4 5 5 6 4
sample at (100%)  (100%) (90.91%) (93.33%) (100%) (100%) (100%) (100%)  (100%)  (66.67%)
baseline
Subjects with
ADA-positive 0 0 2 1 0 0 0 0 0 2
sample at (%) (%) (9.09%) (6.67%) (%) (%) (%) (%) (%) (33.33%)
baseline
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ADA- 3 9 17 13 20 4 5 5 5 3
negative (60%)  (100%) (77.27%) (86.67%) (80%) (100%) (100%) (100%) (83.33%)  (50%)
QBA'A"BT'VG 2 0 3 1 5 0 0 0 1 1
"My 0, 0, 0, 0, 0, 0, 0, 0, 0, 0,
incidence) (40%) (%) (13.64%) (6.67%) (20%) (%) (%) (%) (16.67%) (16.67%)
Ireatment: 2 0 3 1 5 0 0 0 1 1
ADA-positive (40%) (%) (13.64%) (6.67%) (20%) (%) (%) (%) (16.67%) (16.67%)
Anti-Drug Antibody incidence - PDR001
(Time Frame: Baseline)
Part 2 of 2
PDR + PDR+ PDR+
T™MT T™T T™T
PDR+ PDR+ PDR+ PDR+ PDR+ 1mg 1.5mg 15mg PDR+ PDR +
CJM CJM CJM T™MT T™MT QD, 3 QD, 2 QD,3 EGF816 EGF816
900mg 900mg 1200mg 0.5mg 1mg Weeks Weeks Weeks 25mg 50mg
Q4w Q2w Q4w QD QD on/1 on/2 on/1 QD QD
Week Weeks Week
off off off
PDR + PDR+ PDR+
T™MT T™MT T™MT
PDR+ PDR+ PDR+ PDR+ PDR+ 1mg 15mg 15mg PDR+ PDR +
Arm/Group CIM CIM CJM T™MT T™MT QD, 3 QD, 2 QD,3 EGF816 EGF816
Description 900mg 900mg 1200mg 0.5mg 1mg Weeks  Weeks Weeks 25mg 50mg
Q4w Q2w Q4w QD QD on/1 on/2 on/1 QD QD
Week Weeks  Week
off off off
Number of
Participants
Analyzed 4 6 3 6 8 7 7 4 4 19
[units:

participants]
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Subjects with
ADA-

. 3 6 3
negative
sample at (75%)  (100%)  (100%)
baseline

6 8 7 7 4
(100%)  (100%)  (100%)  (100%)  (100%)

19

(100%)  (100%)

Subjects with

ADA-positive 0 0 0 0 0 0 0 0 0 0
sample at (%) (%) (%) (%) (%) (%) (%) (%) (%) (%)
baseline
ADA- 3 6 3 5 7 3 6 4 4 12
negative (75%)  (100%)  (100%)  (83.33%) (87.5%) (42.86%) (85.71%) (100%)  (100%)  (63.16%)
ﬁ_zé'Apgi't've 0 0 0 1 1 4 1 0 0 7
incidence) (%) (%) (%) (16.67%) (12.5%) (57.14%) (14.29%) (%) (%) (36.84%)
Treatment: 0 0 0 1 1 4 1 0 0 7
ADA-positive (%) (%) (%) (16.67%) (12.5%) (57.14%) (14.29%) (%) (%) (36.84%)
Anti-Drug Antibody incidence - canakinumab
(Time Frame: Baseline)
PDR + ACZ PDR + ACZ PDR + ACZ PDR + ACZ PDR + ACZ
100mg Q8W 300mg Q8W RDE TNBC RDE NSCLC RDE CRC
PDR + ACZ PDR + ACZ
Recommended Recommended PDR + ACZ
Recommended
Dose for Dose for Dose for
Arm/Group Description PDR + ACZ PDR + ACZ Expansion Expansion Expansion
P P 100mg Q8W  300mg Q8W  (RDE) Triple (RDE) Non- (%DE)
Negative Small Cell
Colorectal
Breast Cancer Lung Cancer Cancer (CRC)
(TNBC) (NSCLC)
Number of Participants
Analyzed [units: 5 9 22 15 25

participants]
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Anti-Drug Antibody incidence - canakinumab
(units: Participants)
Count of Participants (Not Applicable)

Subjects with ADA-

: 1 0 0 1
negative sample at
baseline (20%) (%) (%) (6.67%)

. 1 0 0 1
ADA-negative (20%) (%) (%) (6.67%)

Anti-Drug Antibody incidence - CJM112
(Time Frame: Baseline)
PDR + CJM PDR + CJM PDR + CJM PDR + CJM PDR + CJM PDR + CJM PDR + CJM P?ZROB;‘:JM
25mg Q4w 75mg Q4W  225mg Q4W  450mg Q4W  450mg Q2W  900mg Q4W  900mg Q2W Q 4Wg
Arm/Group Description PDR + CJM PDR + CJM PDR + CJM PDR + CJM PDR + CJM PDR + CJM PDR + CJM PDR + CJM

P P 25mg Q4W 75mg Q4W 225mg Q4W  450mg Q4W  450mg Q2W  900mg Q4W  900mg Q2W  1200mg Q4W
Number of Participants
Analyzed [units: 4 5 5 6 6 4 6 3
participants]

Anti-Drug Antibody incidence - CJM112
(units: participants)

Count of Participants (Not Applicable)
Subjects with ADA-

. 2 4 2 1 0 1 0 0
Ezg:ﬁ'r‘]’ee sample at (50%) (80%) (40%) (16.67%) (%) (25%) (%) (%)
Subjects with ADA- 0 0 0 0 3 0 0 0
Eg:glivfesample " (%) (%) (%) (%) (50%) (%) (%) (%)

. 1 3 0 1 0 0 0 0
ADA-negative (25%) (60%) (%) (16.67%) (%) (%) (%) (%)
ADA-positive (i.e., ADA 1 1 2 0 0 1 0 0
incidence) (25%) (20%) (40%) (%) (%) (25%) (%) (%)
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Treatment-induced ADA- 1 1 2 0 0 0 0
positive [1] (25%) (20%) (40%) (%) (%) (25%) (%) (%)
Summary statistics for percent marker area for CD8 from tumor samples
(Time Frame: Baseline and Cycle 3)
Part 1 of 2
PDR PDR PER PER PDR PDR PDR PDR PDR
+ + + + + + +
Acz Acz PoR+Acz FPRIACZ ppriacz SIM SV cum o cum cam com cum
100m 300m RDE TNBC NSCLC RDE CRC g g 225m 450m 450m 900m 900m
9 9 Q4 Q4 9 9 9 g 9
Q8w Qsw w w Q4w Q4w Q2w Q4w Q2w
PDR + ACZ
Recommen Ezso:nfniﬁ PDR + ACZ
PDR PDR  dedDose oipose Recommen PDRPDR pho ppr  PDR  PDR  PDR
for ded Dose + +
* * Expansion for for CJM CIM * * * * *
Arm/Group Description ACZ — ACZ (FI)?DE) Expansion Expansion 25m  75m CM — CM  CM  CM  CIM
100m 300m Tri (RDE) Non- 225m 450m 450m 900m 900m
riple (RDE) g g
Q8w qsw  Negative Srﬁche” Colorectal Q4 Q4 ofy QAW QoW QAW QoW
Breast 9 Cancer w w
Cancer (Sgg‘f_ecr) (CRC)
(TNBC)
Nur_nb.er of _P.'flrticipants Analyzed 6 11 27 17 29 6 6 5 5 4 5 6
[units: participants]
0.13 0.35 0.95 071 0.81 0.17 286 0.16 0.30
Baseline Median (0.0 (0.0 0.26 1.39 0.25 (0.2 (0.2 (0.2 (0.0 (0.4 (0.0 (0.0
to to (0.0t0 4.0) (0.2t0 8.0) (0.0t0 2.2) to to to to to to to
2.5) 1.1) 1.6) 23) 3.7) 2.5) 7.6) 1.4) 2.7)
1.05 0.44
. 1.25 047 1.60 0.49 1.79
Cycle 3 Median (1.0 (04
(n=3.2.4.6.9.1.1,0,3.3.0,3.1,3,3.3.2,01, (0.4 (0.3 2.60 2.03 0.76 5t0 4 to (1.6 (0.2 (0.1
47.611) to to (1.7 t0 8.9) (0.3to7.4) (0.0to 14.6) 105 044 to to to
o 3.6) 0.7) ’ ’ 6.3) 2.5) 16.2)

)
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Summary statistics for percent marker area for CD8 from tumor samples

(Time Frame: Baseline and Cycle 3)

Part 2 of 2

PDR PDR
PER + +
PD ™T TMT TMT
PDR + PDR R+ 1mg 1.5 1.5 PDR+ PDR+
CJM + ™ Q, 3 mg mg EGF81 EGF81 s.a. ACZ s.a. ACZ s.a. ACZ
1200m ™™T T Week ap,2 - Qp, 3 6 6 RDE TNBC RDE RDE CRC
Q4W 0.5m 1m s Week Week 25mg 50mg NSCLC
9 gQD ¢ on/1 s s QD QD
QD Week on/2  on/1
off Week Week
s off off
PDR  PDR .
PER + + S(lgg;le) i%eznt Single agent  Single agent
PD TMT TMT  TMT Reéo'mmend (s.a.) ACzZ (s.a.) ACzZ
PDR 15 1.5 PDR+ PDR+ Recommend Recommend
PDR + R+ 1mg ed Dose for
+ mg mg EGF81 EGF81 } ed Dose for  ed Dose for
i CIM ™ QDb,3 Expansion . .
Arm/Group Description 1200m TMT T Week QD,2 AQbD,3 6 6 (RDE) Triple Expansion Expansion
0.5m Week Week 25mg 50mg P (RDE) Non- (RDE)
g Q4w 1mg S Negative
g QD s S QD QD Small Cell Colorectal
QD  on/1 Breast
Week on/2 on/1 Cancer Lung Cancer Cancer
Week Week (NSCLC) (CRC)
off (TNBC)
s off off
Nur_nb.er of _P?rtlmpants Analyzed 5 5 10 8 8 5 5 23 17 12 18
[units: participants]
145 045 0417 0.20 1.13
Baseline Modian (8;’{0 03 (00 (0.0 (00 (0.1 (8'820 (g'ﬁo 0.30 0.51 0.38
2‘ 7) to to to to to 2 5) 5 9) (0.0t0 7.3) (0.2t05.2) (0.0to 2.4)
’ 59) 3.5) 1.3) 2.6) 4.4) ) ’
2.58
. 0.65 2.02 2.94 2.79 1.95
Cycle 3 Median (1.0 1.68
_ (0.65 (0.1 (1.8 (1.5 (1.95 1.08 1.34 0.20
(;‘ 63%21';"6’9’1'1'0’3’3'0’3’1'3'3'3’2'0'1’4 to o O 1o to to (%‘%;" 01108.1) (01t0147) (0.0t01.3)
e 0.65) 13.0) ’ 3.2) 4.1) 1.95) )
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Summary statistics for histopathology of intrastromal tumor infiltrating lymphocytes (TILs) by H&E stain
(Time Frame: Baseline and Cycle 3)

Part 1 of 2
PDR + PR PDR ppr+ PDR+ PDR+ PDR+
ACZ  PDR+ACZ . o CM CIM  CJM CJM
300mg RDE TNBC 25mg  75mg 225mg 450mg 450mg 1200mg
Q8w oMW Qaw  Q4W  Qaw Q2w Q4w
PDR + ACZ
Recommended
DRy Demelr LT U PR PORL DR PORM
Arm/Group Description 300mg  (RDE) Triple 2%Jr:\1/l %Jrz" 225mg  450mg 450mg  1200mg
Q8W Negative 3 4V§ a 4V§ Q4W QAW  Q2W Q4w
Breast Cancer
(TNBC)
Number of Participants
Analyzed [units: participants] 2 29 2 2 2 3 3 L
30 1.0
. . 1.0 2.0 2.0 1.0 1.0 2.0
Baseline Median (110 1) (0to 5) (15;0 (11 ;0 (1t03) (1to1) (0to5) (2t02)
Cycle 3 Median 9.0 (g.?o 1.0 4.0
(n=0,4,0,1,0,1,1,0,1,1,0,1,0,0,0,7) (2 to 10) 5) (1to1) (4to4)

Summary statistics for histopathology of intrastromal tumor infiltrating lymphocytes (TILs) by H&E stain
(Time Frame: Baseline and Cycle 3)

Part 2 of 2

PDR + PDR + PDR + PDR + PDR +
PER PER TMT TMT  TMT EGF816 EGF816 s.a. ACZ RDE
TMT TmMT 1mg  1.5mg 1.5mg 25mg 50mg TNBC
QD,3 QD,2 QDb,3 Qb Qb
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0.5mg 1mg Weeks Weeks Weeks
QD QD on/1 on/2 on/1
Week Weeks Week
off off off
PDR+ PDR+ PDR+ S(”S’%'e) agont
T™MT T™MT T™MT o
PDR PDR Recommended
+ + 1mg 15mg 15mg PDR+ PDR + Dose for
Arm/Group Description T™MT  TMT QD, 3 QD, 2 QD, 3 EGF816 EGF816 Expansion
Weeks Weeks Weeks 25mg 50mg .
0.5mg 1mg /1 /2 /1 D D (RDE) Triple
QD QD on on on Q Q Negative
Week Weeks Week B c
off off off reast Cancer
(TNBC)
Number of Participants
Analyzed [units: participants] 3 2 L 2 L 2 6 18
2.0 3.0
. . 1.0 2.0 1.0 2.0 4.0 3.0
Baseline Median (05;0 (15;0 (1to1) (1103) (1to1) (2t02) (0Oto15) (110 5)
Cycle 3 Median (g'?o (;'?O 2.0 2.0
(n=0,4,0,1,0,1,1,0,1,1,0,1,0,0,0,7) 5) 7) (210 2) (1to 5)
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All Collected Deaths

(Time Frame: From treatment start up to a maximum time frame of 116 weeks (approx. 2.2 yrs.) for on-treatment deaths and 182 weeks (approx. 3.5 years) for

total deaths.))

Part 1 of 2
PDR+ PDR+ PDR+ PDR+ PDR+ PCDJ'TVI" PDR + PCDJ'TVI* PCDJ'TVI*
ACZ ACZ PDR + ACZ PDR + ACZ PDR + ACZ CJM CJM CJM 450m CJM 900m  900m
100mg 300mg RDE TNBC RDE NSCLC RDE CRC 25mg 75mg 225mg g 450mg g g
Qsw Qsw Q4w Q4w Q4w Qaw Q2w Qaw Q2w
PDR + ACZ PDR + ACZ PDR + ACZ
Recommende = Recommende Recommende
PDR+ PDR+ d Dose for d Dose for d Dose for PDR+ PDR+ PDR+ PDR+ PDR+ PDR+ PDR+
Arm/Group ACZ ACZ Expansion Expansion Expansion CJM CJM CJM CJM CJM CJM CJM
Description 100mg  300mg (RDE) Triple (RDE) Non- (FI;DE) 25mg 75mg 225mg 450mg 450mg 900mg 900mg
Q8w Q8w Negative Small Cell Colorectal Q4w Q4w Q4w Q4w Q2w Q4w Q2w
Breast Cancer  Lung Cancer Cancer (CRC)
(TNBC) (NSCLC)
Number of
Participants
Analyzed 6 13 32 22 34 6 6 6 6 6 5 6
[units:
participants
1
On- 1 1 1 1
0 1 3 1 1 0 0 0
treatment (16.67%  (16.67% (16.67% (16.67%
Deaths (%) (7.69%) (9.38%) (4.55%) (2.94%) ) ) ) (%) ) (%) (%)
1 6 4 4
o o 18 12 22 o 3 3 0 o 3 3
All Deaths (16.67%  (46.15% (56.25%) (54.55%) (64.71%) (66.67% (50%) (50%) (%) (66.67% 60%)  (50%)

All Collected Deaths

)

)

)

)

(Time Frame: From treatment start up to a maximum time frame of 116 weeks (approx. 2.2 yrs.) for on-treatment deaths and 182 weeks (approx. 3.5 years) for

total deaths.))

Part 2 of 2
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PDR+ PDR+ PDR+
TMT T™MT T™MT
PDR+ PDR+ PDR+ 1mg 15mg 15mg PDR+ poR: FPOR*
CJM TMT TMT QD, 3 QD, 2 QD,3 EGF81 6 50m 6 50m s.a. ACZRDE s.a. ACZRDE s.a. ACZRDE
1200m  0.5mg 1mg Weeks Weeks Weeks 625mg on ofg oD n9 NSCLC CRC
g Q4w QD QD on/1 on/2 on/1 QD c1 C1
Week Weeks Week
off off off
PDR+ PDR+ PDR+ Single agent S('Qg"; aAgCeZ“t Single agent
™T ™T ™T PDR + PDR+ Recommende Recommende (s.a.) ACZ
PDR + PDR+ PDR + 1mg 1.5mg 1.5mg PDR + EGF81 EGF81 d Dose for Recommende
Arm/Group CJM TMT TMT QD, 3 QD, 2 QD, 3 EGF81 6 50m 6 50m Expansion d Dose for
Description  1200m  0.5mg 1mg Weeks Weeks Weeks 625mg Qb ofg QD >g (RDE) Triple (RI:?E) Non- Expansion
gQ4w QD QD on/1 on/2 on/1 QD o1 o1 P Small Cel (RDE)
Week  Weeks  Week Breast Cancer  Lung Cancer Colorectal
off off off (NQSCLC) Cancer (CRC)
Number of
Participants
Analyzed 6 7 12 11 9 6 6 13 10 15 20
[units:
participants
1
On- 0 1 1 1 1 1 1 3 3 0 1
treatment (14.29%  (8.33% (11.11%  (16.67% (16.67%  (23.08%
Deaths (%) ) ) (9:09%) ) ) ) ) (30%) (%) (5%)
1 4 1 6 2 4 5 8 6 7 14
0, 0, 0, 0, 0, 0, 0, 0,
All Deaths (16.67%  (57.14% (8.33%  (54.55% (22.22% (66.67%  (83.33%  (61.54% (60%) (46.67%) (70%)

)

)

)

)

)

)

)

)
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Safety Results

All-Cause Mortality - Part 1 of 2

(Time Frame: Adverse events were reported from first dose of study treatment until end of study treatment plus 30 days post treatment, up to a maximum time
frame of 116.3 weeks (approx. 2.2 years).)

PDR + PDR + PDR + PDR + PDR + PDR + PDR + PDR + PDR + PDR + PDR + PDR +
ACZ ACZ ACZ ACZ ACZ CJM CJM CJM CJM CJM CJM CJM
100mg 300mg RDE RDE RDE 25mg 75mg 225mg 450mg 450mg 900mg 900mg
Qsw Qsw TNBC NSCLC CRC Q4w Q4w Q4w Q4w Q2w Q4w Q2w
N=6 N=13 N =32 N =22 N=34 N=6 N=6 N=6 N=6 N=6 N=5 N=6
Arm/Group PDR + PDR + PDR + PDR + PDR + PDR + PDR + PDR + PDR + PDR + PDR + PDR +
Descriptio ACZ ACZ ACZ ACZ ACZ CIM CJM CIM CIM CIM CJM CIM
n 100mg 300mg RDE RDE RDE 25mg 75mg 225mg 450mg 450mg 900mg 900mg
Q8w Q8w TNBC NSCLC CRC Q4w Q4w Q4w Q4w Q2w Q4w Q2w
Total 0(0.00% 1(7.69% 3(9.38% 1(4.55% 1(2.94% 1(16.67% 1(16.67% 1(16.67% 0(0.00% 1(16.67% 0(0.00% 0 (0.00%
participant ) ) ) ) ) ) ) ) ) ) ) )
s affected
PDR + PDR + PDR + PDR + PDR + PDR + PDR + PDR + PDR + PDR + PDR + PDR +
ACZ ACZ ACZ ACZ ACZ CJM CJM CJM CJM CJM CJM CJM
100mg 300mg RDE RDE RDE 25mg 75mg 225mg 450mg 450mg 900mg 900mg
Qsw Qsw TNBC NSCLC CRC Q4w Q4w Q4w Q4w Q2w Q4w Q2w
N=6 N=13 N =32 N =22 N=34 N=6 N=6 N=6 N=6 N=6 N=5 N=6
Arm/Group PDR + PDR + PDR + PDR + PDR + PDR + PDR + PDR + PDR + PDR + PDR + PDR +
Descriptio ACZ ACZ ACZ ACZ ACZ CIM CJM CIM CIM CIM CJM CIM
n 100mg 300mg RDE RDE RDE 25mg 75mg 225mg 450mg 450mg 900mg 900mg
Q8w Q8w TNBC NSCLC CRC Q4w Q4w Q4w Q4w Q2w Q4w Q2w
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Total 0(0.00% 1(7.69% 3(9.38% 1(4.55% 1(2.94% 1(16.67% 1(16.67% 1(16.67% 0(0.00% 1(16.67% 0(0.00% 0 (0.00%

participant ) ) ) ) ) ) ) ) ) ) ) )
s affected

All-Cause Mortality - Part 2 of 2

(Time Frame: Adverse events were reported from first dose of study treatment until end of study treatment plus 30 days post treatment, up to a maximum time
frame of 116.3 weeks (approx. 2.2 years).)

PDR +
T™T PDR + PDR +
1mg TMT1.5 TMT1.5 PDR +
QD, 3 mg QD, mg QD, PDR + PDR + EGF816
PDR + PDR + PDR+ Weeks 3 Weeks 2Weeks EGF816 EGF816 50mg s.a. s.a.
CJM TMT T™MT on/1 on/1 on/ 2 25mg 50mg QD s.a. ACZ ACZ ACZ All
1200m 0.5mg 1mg Week Week Weeks QD of QD of more RDE RDE RDE Subject
g Q4w QD QD off off off C1 C1 than C1 TNBC NSCLC CRC s
N=6 N=7 N=12 N=11 N=6 N=9 N=6 N=13 N=10 N =20 N=15 N=20 N=283
PDR + PDR + PDR + PDR + PDR + PDR + PDR + PDR + PDR+ s.a.ACZ s.a. s.a. All
CJM T™MT T™MT T™MT TMT 15 TMT15 EGF816 EGF816 EGF816 RDE ACZ ACZ Subjects
Arm/Grou  1200m 0.5mg 1mg 1mg mg QD, mg QD, 25mg 50mg 50mg TNBC RDE RDE
o] g Q4w QD QD QD,3 3 Weeks 2 Weeks QD of QD of QD more NSCLC CRC
Descripti Weeks on/ 1 on/ 2 C1 C1 than C1
on on/ 1 Week off  Weeks
Week off
off
Total 000 1(1429 1(833 1(9.09 1(1667 1(1111 1(16.67 3(23.08 3(30.00 4(20.00 0(0.00 1(5.00 27(9.54
participa %) %) %) %) %) %) %) %) %) %) %) %) %)
nts
affected
PDR + PDR + PDR + PDR + PDR + PDR + PDR + PDR + PDR + s.a. s.a.
CJM T™MT T™T T™T TMT1.5 TMT1.5 EGF816 EGF816 EGF816 s.a. ACZ ACZ ACZ All
1200m 0.5mg 1mg 1mg mg QD, mg QD, 25mg 50mg 50mg RDE RDE RDE Subject
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g Q4w QD QD QD,3 3 Weeks 2 Weeks QD of QD of QD TNBC NSCLC CRC s
N=6 N=7 N=12 Weeks on/1 on/ 2 C1 Cc1 more N=20 N=15 N=20 N =283
on/1 Week Weeks N=6 N=13 than C1
Week off off N=10
off N=6 N=9
N=11
PDR + PDR + PDR + PDR + PDR + PDR + PDR + PDR + PDR+ s.a.ACZ s.a. s.a. All
CJM T™MT T™MT T™MT TMT 15 TMT15 EGF816 EGF816 EGF816 RDE ACZz ACZz Subjects
Arm/Grou  1200m 0.5mg 1mg 1mg mg QD, mg QD, 25mg 50mg 50mg TNBC RDE RDE
p g Q4w QD QD QD,3 3 Weeks 2 Weeks QD of QD of QD more NSCLC CRC
Descripti Weeks on/1 on/ 2 C1 C1 than C1
on on/1 Week off  Weeks
Week off
off
Total 000 1(1429 1(833 1(9.09 1(1667 1(11.11 1(16.67 3(23.08 3(30.00 4(20.00 0(0.00 1(5.00 27(9.54
participa %) %) %) %) %) %) %) %) %) %) %) %) %)
nts
affected

Serious Adverse Events by System Organ Class - Part 1 of 2

Time Frame

Adverse events were reported from first dose of study treatment until end of study treatment period plus 30 days post treatment, up to a

maximum time frame of 116.3 weeks (approx. 2.2 years).)

Source Vocabulary
for Table Default

MedDRA (24.0)

Assessment Type
for Table Default

Systematic Assessment

PDR +
ACZ

PDR +

ACZ

PDR +
ACZ

PDR +
ACZ

PDR +
ACZ

PDR +
CJM

PDR +
CJM

PDR +
CJM

PDR +
CJM

PDR +
CJM

PDR +
CJM

PDR +
CJM
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100mg 300mg RDE RDE RDE 25mg 75mg 225mg 450mg 450mg 900mg 900mg
Qsw Qsw TNBC NSCLC CRC Q4w Q4w Q4w Q4w Q2w Q4w Q2w
N=6 N=13 N =32 N =22 N=34 N=6 N=6 N=6 N=6 N=6 N=5 N=6
PDR + PDR + PDR + PDR + PDR + PDR + PDR + PDR + PDR + PDR + PDR + PDR +
Arm/Group ACZ ACZ ACZ ACZ ACZ CIM CJM CJM CIM CJM CIM CIM
Description 100mg 300mg RDE RDE RDE 25mg 75mg 225mg 450mg 450mg 900mg 900mg
Q8w Q8w TNBC NSCLC CRC Q4w Q4w Q4w Q4w Q2w Q4w Q2w
Total participants 1(16.67 5(38.46 8(25.00 9(40.91 13(38.24 1(16.67 5(83.33 2(33.33 3(50.00 4 (66.67 3(60.00 1(16.67
affected %) %) %) %) %) %) %) %) %) %) %) %)
Blood and
lymphatic system
disorders
Anaemia 0 (0.00 0 (0.00 0 (0.00 0(0.00 0(0.00% 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
%) %) %) %) ) %) %) %) %) %) %) %)
Thrombocytopenia 0 (0.00 0 (0.00 0 (0.00 0(0.00 0(0.00% 0(0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
%) %) %) %) ) %) %) %) %) %) %) %)
Cardiac disorders
Cardiac 0 (0.00 0 (0.00 0 (0.00 0(0.00 0(0.00% 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
tamponade %) %) %) %) ) %) %) %) %) %) %) %)
Left ventricular 0 (0.00 0 (0.00 0 (0.00 0(0.00 0(0.00% 0(0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
dysfunction %) %) %) %) ) %) %) %) %) %) %) %)
Pericardial 0 (0.00 0 (0.00 0 (0.00 0(0.00 0(0.00% 0(0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
effusion %) %) %) %) ) %) %) %) %) %) %) %)
Pericarditis 0 (0.00 0 (0.00 0 (0.00 0(0.00 0(0.00% 0(.00 1(16.67 0(0.00 0 (0.00 0(0.00 1(20.00 0(0.00
%) %) %) %) ) %) %) %) %) %) %) %)
Endocrine
disorders
Adrenal 0 (0.00 0 (0.00 0 (0.00 0(0.00 1(2.94% 0(0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00

insufficiency

%)

%)

%)

%)

)

%)

%)

%)

%)

%)

%)

%)

Gastrointestinal
disorders
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Abdominal 0 (0.00 0 (0.00 0 (0.00 0(0.00 1(2.94% 0(0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
distension %) %) %) %) ) %) %) %) %) %) %) %)
Abdominal pain 0(0.00 0(0.00 1(3.13 0(0.00 0(0.00% 0(0.00 0(0.00 1(16.67 0(0.00 0(0.00 0(0.00 0(0.00
%) %) %) %) ) %) %) %) %) %) %) %)
Abdominal pain 0 (0.00 0 (0.00 0 (0.00 1455 0(0.00% 0(0.00 1(16.67 0(0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
upper %) %) %) %) ) %) %) %) %) %) %) %)
Ascites 0 (0.00 0 (0.00 1(3.13 0(0.00 0(0.00% 0(0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
%) %) %) %) ) %) %) %) %) %) %) %)
Autoimmune 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1 (16.67
colitis %) %) %) %) ) %) %) %) %) %) %) %)
Autoimmune 0 (0.00 0 (0.00 0 (0.00 1(4.55 0(0.00% 0(0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
pancreatitis %) %) %) %) ) %) %) %) %) %) %) %)
Diarrhoea 0 (0.00 0 (0.00 0 (0.00 0(0.00 0(0.00% 0(0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
%) %) %) %) ) %) %) %) %) %) %) %)
Enterocutaneous 0(0.00 0(0.00 0(0.00 0(0.00 1(2.94% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
fistula %) %) %) %) ) %) %) %) %) %) %) %)
Gastrointestinal 0 (0.00 0 (0.00 0 (0.00 0(0.00 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 %) %) %) %) ) %) %) %) %) %) %) %)
Intestinal 0 (0.00 0 (0.00 0 (0.00 0(0.00 2(5.88% 0(0.00 1(16.67 0(0.00 0(0.00 1(16.67 0(0.00 0 (0.00
obstruction %) %) %) %) ) %) %) %) %) %) %) %)
Large intestinal 1(16.67 0 (0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0 (0.00
obstruction %) %) %) %) ) %) %) %) %) %) %) %)
Nausea 0(0.00 0(0.00 0(0.00 0(0.00 1(2.94% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
%) %) %) %) ) %) %) %) %) %) %) %)
Pancreatitis 0 (0.00 0 (0.00 0 (0.00 0(0.00 0(0.00% 0(.00 1(16.67 0(0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
%) %) %) %) ) %) %) %) %) %) %) %)
Rectal 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
haemorrhage %) %) %) %) ) %) %) %) %) %) %) %)
Small intestinal 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 1(16.67 0(0.00 0(0.00 0(0.00
obstruction %) %) %) %) ) %) %) %) %) %) %) %)
Subileus 0 (0.00 0 (0.00 0 (0.00 0(0.00 0(0.00% 0(0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
%) %) %) %) ) %) %) %) %) %) %) %)
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Vomiting 0(0.00 0(0.00 0(0.00 0(0.00 2(588% 0(0.00 0(0.00 0(.00 0(.00 0(0.00 0(0.00 0(0.00
%) %) %) %) ) %) %) %) %) %) %) %)

General disorders
and administration
site conditions

Fatigue 0 (0.00 1(7.69 1(3.13 0(0.00 0(0.00% 0(0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
%) %) %) %) ) %) %) %) %) %) %) %)
Non-cardiac chest 0 (0.00 0 (0.00 2 (6.25 0(0.00 0(0.00% 0(0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
pain %) %) %) %) ) %) %) %) %) %) %) %)
Oedema 0 (0.00 0 (0.00 0 (0.00 0(0.00 0(0.00% 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
peripheral %) %) %) %) ) %) %) %) %) %) %) %)
Pain 0 (0.00 0 (0.00 1(3.13 1(4.55 1(2.94% 0(0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
%) %) %) %) ) %) %) %) %) %) %) %)
Pyrexia 0 (0.00 0 (0.00 2 (6.25 1(4.55 1(294% 0(0.00 1(16.67 0(0.00 0 (0.00 0(0.00 1(20.00 0¢(0.00
%) %) %) %) ) %) %) %) %) %) %) %)
Hepatobiliary
disorders
Biliary obstruction 0 (0.00 0 (0.00 0 (0.00 0 (0.00 1(2.94% 0(0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
%) %) %) %) ) %) %) %) %) %) %) %)
Cholecystitis 0 (0.00 0 (0.00 0 (0.00 0(0.00 0(0.00% 0(0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
%) %) %) %) ) %) %) %) %) %) %) %)
Hepatic failure 0 (0.00 0 (0.00 0 (0.00 0(0.00 0(0.00% 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
%) %) %) %) ) %) %) %) %) %) %) %)
Hepatobiliary 0 (0.00 0 (0.00 0 (0.00 0(0.00 0(0.00% 0(.00 1(16.67 0(0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
disease %) %) %) %) ) %) %) %) %) %) %) %)
Hepatomegaly 0 (0.00 0 (0.00 0 (0.00 0(0.00 0(0.00% 0(0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
%) %) %) %) ) %) %) %) %) %) %) %)
Hypertransaminas 0 (0.00 0 (0.00 0 (0.00 1(4.55 0(0.00% 0(0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
aemia %) %) %) %) ) %) %) %) %) %) %) %)
Jaundice 0 (0.00 0 (0.00 0 (0.00 0(0.00 0(0.00% 0(0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
%) %) %) %) ) %) %) %) %) %) %) %)
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Infections and
infestations

Cellulitis 0(0.00 0 (0.00 0 (0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 1(16.67 0(0.00 0 (0.00 0 (0.00
%) %) %) %) ) %) %) %) %) %) %) %)
Cystitis 0 (0.00 1(7.69 0 (0.00 0(0.00 0(0.00% 0(0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
%) %) %) %) ) %) %) %) %) %) %) %)
Disseminated 0 (0.00 1(7.69 0 (0.00 0(0.00 0(0.00% 0(0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
varicella zoster %) %) %) %) ) %) %) %) %) %) %) %)

virus infection

Escherichia sepsis 0 (0.00 0 (0.00 0 (0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0 (0.00 0(0.00 0 (0.00 0 (0.00

%) %) %) %) ) %) %) %) %) %) %) %)
Gastroenteritis 0(0.00 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(0.00 0(0.00
viral %) %) %) %) ) %) %) %) %) %) %) %)
Infected 0(0.00 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(0.00 0(0.00
lymphocele %) %) %) %) ) %) %) %) %) %) %) %)
Influenza 0(0.00 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(0.00 0(0.00
%) %) %) %) ) %) %) %) %) %) %) %)
Liver abscess 0(0.00 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(0.00 0(0.00
%) %) %) %) ) %) %) %) %) %) %) %)
Pneumonia 0(0.00 0(0.00 0(0.00 0(0.00 1(294% 0(0.00 0(0.00 0(.00 0(.00 0(0.00 0(0.00 0(0.00
%) %) %) %) ) %) %) %) %) %) %) %)
Respiratory tract 0(0.00 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(0.00 0(0.00
infection %) %) %) %) ) %) %) %) %) %) %) %)
Retroperitoneal 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(.00 0(0.00 1(16.67 0(0.00 0(0.00 0(0.00 0(0.00
abscess %) %) %) %) ) %) %) %) %) %) %) %)
Streptococcal 0(0.00 0(0.00 1(3.13 0(0.00 0(0.00% 0(.00 0(0.00 0(.00 0(.00 0(0.00 0(0.00 0(0.00
sepsis %) %) %) %) ) %) %) %) %) %) %) %)
Systemic infection ~ 0(0.00 0(0.00 0(0.00 0(0.00 1(2.94% 0(0.00 0(0.00 0(0.00 0(.00 0(0.00 0(0.00 0(0.00
%) %) %) %) ) %) %) %) %) %) %) %)
Urinary tract 0(0.00 1(769 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 1(16.67 0(0.00 0(0.00 0(0.00 0(0.00
infection %) %) %) %) ) %) %) %) %) %) %) %)
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Injury, poisoning
and procedural
complications

Femur fracture 0 (0.00 0 (0.00 0 (0.00 0(0.00 0(0.00% 0(0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00

%) %) %) %) ) %) %) %) %) %) %) %)
Infusion related 0 (0.00 0 (0.00 0 (0.00 0(0.00 0(0.00% 0(0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
reaction %) %) %) %) ) %) %) %) %) %) %) %)
Spinal 0 (0.00 0 (0.00 0 (0.00 0(0.00 0(0.00% 1(16.67 0(0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
compression %) %) %) %) ) %) %) %) %) %) %) %)
fracture

Investigations

Alanine 0 (0.00 0 (0.00 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(20.00 0¢(0.00

aminotransferase %) %) %) %) ) %) %) %) %) %) %) %)

increased

Aspartate 0 (0.00 0 (0.00 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(20.00 0(0.00

aminotransferase %) %) %) %) ) %) %) %) %) %) %) %)

increased

Bilirubin 0 (0.00 0 (0.00 0 (0.00 0(0.00 0(0.00% 0(0.00 0 (0.00 0 (0.00 0 (0.00 0(0.00 1(20.00 0¢(0.00

conjugated %) %) %) %) ) %) %) %) %) %) %) %)

increased

Blood bilirubin 0 (0.00 0 (0.00 0 (0.00 0(0.00 0(0.00% 0(0.00 0 (0.00 0 (0.00 0 (0.00 0(0.00 1(20.00 0(0.00

increased %) %) %) %) ) %) %) %) %) %) %) %)

Gamma- 0 (0.00 0 (0.00 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(20.00 0(0.00

glutamyltransferas %) %) %) %) ) %) %) %) %) %) %) %)

e increased

Lipase increased 0 (0.00 1(7.69 0 (0.00 0(0.00 0(0.00% 0(0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
%) %) %) %) ) %) %) %) %) %) %) %)

Metabolism and
nutrition disorders

Dehydration 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00 0(0.00
%) %) %) %) ) %) %) %) %) %) %) %)
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Type 1 diabetes
mellitus

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00%

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

Musculoskeletal
and connective
tissue disorders

Bone pain

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

1(2.94%

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

Musculoskeletal
chest pain

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00%

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

1(16.67
%)

0 (0.00
%)

0 (0.00
%)

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

Cancer pain

0 (0.00
%)

1(7.69
%)

0 (0.00
%)

1(4.55
%)

0 (0.00%

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

Infected neoplasm

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

1(2.94%

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

Metastases to
central nervous
system

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00%

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

Tumour pain

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00%

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

1(16.67
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

Nervous system
disorders

Aphasia

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

1(2.94%

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

Brachial
plexopathy

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00%

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

1(16.67
%)

0 (0.00
%)

0 (0.00
%)

Cerebral
haematoma

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00%

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

Cerebrovascular
accident

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

1(4.55
%)

0 (0.00%
)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

Page 78



> NOVARTIS

Clinical Trial Results Website

Dizziness 0 (0.00 0 (0.00 1(3.13 0(0.00 0(0.00% 0(0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
%) %) %) %) ) %) %) %) %) %) %) %)
Hyperaesthesia 0 (0.00 0 (0.00 1(3.13 0(0.00 0(0.00% 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
%) %) %) %) ) %) %) %) %) %) %) %)
Intercostal 0 (0.00 1(7.69 0 (0.00 0(0.00 0(0.00% 0(0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
neuralgia %) %) %) %) ) %) %) %) %) %) %) %)
Myasthenia gravis 0 (0.00 0 (0.00 0 (0.00 0 (0.00 1(2.94% 0(0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
%) %) %) %) ) %) %) %) %) %) %) %)
Neurological 0 (0.00 0 (0.00 0 (0.00 0(0.00 0(0.00% 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
decompensation %) %) %) %) ) %) %) %) %) %) %) %)
Seizure 0 (0.00 0 (0.00 0 (0.00 0(0.00 0(0.00% 0(0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
%) %) %) %) ) %) %) %) %) %) %) %)
Transient 0 (0.00 0 (0.00 0 (0.00 0 (0.00 1(2.94% 0(0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
ischaemic attack %) %) %) %) ) %) %) %) %) %) %) %)
Renal and urinary
disorders
Acute kidney 0 (0.00 0 (0.00 0 (0.00 0(0.00 0(0.00% 0(0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
injury %) %) %) %) ) %) %) %) %) %) %) %)
Nephrolithiasis 0 (0.00 0 (0.00 0 (0.00 0(0.00 0(0.00% 0(0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
%) %) %) %) ) %) %) %) %) %) %) %)
Urinary 0 (0.00 0 (0.00 0 (0.00 0(0.00 0(0.00% 0 (0.00 0(0.00 1(16.67 0(0.00 0 (0.00 0 (0.00 0 (0.00
incontinence %) %) %) %) ) %) %) %) %) %) %) %)
Urinary retention 0 (0.00 0 (0.00 0 (0.00 0 (0.00 1(2.94% 0(0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
%) %) %) %) ) %) %) %) %) %) %) %)
Respiratory,
thoracic and
mediastinal
disorders
Acute respiratory 0 (0.00 1(7.69 0 (0.00 0(0.00 0(0.00% 0(.00 1(16.67 0(0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
failure %) %) %) %) ) %) %) %) %) %) %) %)
Bronchial 0 (0.00 0 (0.00 0 (0.00 0 (0.00 1(2.94% 0(0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
obstruction %) %) %) %) ) %) %) %) %) %) %) %)
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Dyspnoea 0 (0.00 0 (0.00 1(3.13 1(4.55 1(2.94% 0 (0.00 1(16.67 0(0.00 0 (0.00 1(16.67 0(0.00 0 (0.00
%) %) %) %) ) %) %) %) %) %) %) %)
Haemoptysis 0 (0.00 0 (0.00 0 (0.00 1(4.55 0 (0.00% 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
%) %) %) %) ) %) %) %) %) %) %) %)
Lung disorder 0 (0.00 0 (0.00 0 (0.00 0 (0.00 1(2.94% 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
%) %) %) %) ) %) %) %) %) %) %) %)
Orthopnoea 0 (0.00 0 (0.00 0 (0.00 0 (0.00 1(2.94% 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
%) %) %) %) ) %) %) %) %) %) %) %)
Pleural effusion 0 (0.00 0 (0.00 1(3.13 0 (0.00 0 (0.00% 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
%) %) %) %) ) %) %) %) %) %) %) %)
Pneumonitis 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00% 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
%) %) %) %) ) %) %) %) %) %) %) %)
Pulmonary 0 (0.00 0 (0.00 0 (0.00 0 (0.00 1(2.94% 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
embolism %) %) %) %) ) %) %) %) %) %) %) %)
Respiratory failure 0 (0.00 0 (0.00 0 (0.00 0 (0.00 1(2.94% 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
%) %) %) %) ) %) %) %) %) %) %) %)
Skin and
subcutaneous
tissue disorders
Erythema 0 (0.00 0 (0.00 0 (0.00 0 (0.00 1(2.94% 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
%) %) %) %) ) %) %) %) %) %) %) %)
Vascular disorders
Hypotension 0 (0.00 0 (0.00 0 (0.00 1(4.55 0 (0.00% 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
%) %) %) %) ) %) %) %) %) %) %) %)
Hypovolaemic 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00% 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
shock %) %) %) %) ) %) %) %) %) %) %) %)
Superior vena 0 (0.00 0 (0.00 0 (0.00 1(4.55 0 (0.00% 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00

cava syndrome

%)

%)

%)

%)

)

%)

%)

%)

%)

%)

%)

%)
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Part 2 of 2

Time Frame

Adverse events were reported from first dose of study treatment until end of study treatment period plus 30 days post treatment, up to a
maximum time frame of 116.3 weeks (approx. 2.2 years).)

Source Vocabulary
for Table Default

MedDRA (24.0)

Assessment Type
for Table Default

Systematic Assessment

PDR+ PDR+ PDR+
T™MT T™T T™MT PDR +
1mg 1.5mg 1.5mg EGF81
QD, 3 QD, 3 QbD, 2 PDR+ PDR+ 650mg
PDR+ PDR+ PDR+ Weeks Weeks Weeks EGF81 EGF81 QD s.a. s.a. s.a.
CJM T™T T™T on/1 on/1 on/ 2 625mg 6 50mg more ACZ ACZ ACZ
1200m 0.5mg 1mg Week Week Weeks QD of QD of than RDE RDE RDE All
g Q4w QD QD off off off C1 C1 C1 TNBC NSCLC CRC Subjects
N=6 N=7 N=12 N=11 N=6 N=9 N=6 N=13 N=10 N=20 N=15 N=20 N =283
PDR+ PDR+ PDR+ PDR+ PDR+ PDR+ PDR+ PDR+ PDR+ s.a. s.a. s.a. All
CIM T™MT T™MT T™MT T™MT T™MT EGF81 EGF81 EGF81 ACZz ACZz ACZz Subjects
1200m 0.5mg 1mg 1mg 1.5mg 15mg 625mg 650mg 650mg RDE RDE RDE
Arm/Group g Q4w QD QD QD, 3 QD, 3 QD, 2 QD of QD of QD TNBC NSCLC CRC
Description Weeks Weeks  Weeks C1 C1 more
on/ 1 on/ 1 on/ 2 than C1
Week Week Weeks
off off off
Total participants 2(33.3 5(714 4(33.3 4(36.3 4666 5(555 2(33.3 4(30.7 2(20.0 6(30.0 4(266 7(35.0 104 (36.7
affected 3%) 3%) 3%) 6%) 7%) 6%) 3%) 7%) 0%) 0%) 7%) 0%) 5%)
Blood and
lymphatic system
disorders
Anaemia 0(.00 OO0 OO0 O0(@OO O0(OO0 1(111 OO0 O0(O.OLO0 O0(O0 O0(OO0 O0(.00 O0(0.00 1(0.35%
%) %) %) %) %) 1%) %) %) %) %) %) %) )
Thrombocytopen 0(0.00 0(0.00 0(.00 O0(.00 000 O0(.O00 OO0 1(r69 0000 O0(.00 O0(.00 0(0.00 1(0.35%
ia %) %) %) %) %) %) %) %) %) %) %) %) )

Page 81



> NOVARTIS

Clinical Trial Results Website

Cardiac disorders

Cardiac 0(0.00 0(.00 o0(.L0 OO0 O0(O.L0O0 O0(OO0O O0(OOO OO0 0.0 O0(O0 1(6.67 0(0.00 1(0.35%
tamponade %) %) %) %) %) %) %) %) %) %) %) %) )
Left ventricular 0(0.00 O0(0O0 0000 1(Q09 0(©O0 OO0 0O OO0 O0(O.O0 O0(O0 O0(O.00 0(0.00 1(0.35%
dysfunction %) %) %) %) %) %) %) %) %) %) %) %) )
Pericardial 0(0.00 O0(0O0 O0(@.OO0 OO0 O0(@OO OO0 O0(OO OO0 O0(O.O0 O0(O0 1667 0(0.00 1(0.35%
effusion %) %) %) %) %) %) %) %) %) %) %) %) )
Pericarditis 0(0.00 0(.00 o0(.L0 OO0 O0(O.LOO0 OO0 O0(OOO OO0 0.0 O0(O0 O0(O.00 0(.00 2(0.711%
%) %) %) %) %) %) %) %) %) %) %) %) )
Endocrine
disorders
Adrenal 0(0.00 O0(0O0 O0(@.OO0 OO0 O0(@OO OO0 0O OO0 O0(O.OO0 O0(O0 O0(O.00 0(0.00 1(0.35%
insufficiency %) %) %) %) %) %) %) %) %) %) %) %) )
Gastrointestinal
disorders
Abdominal 0(0.00 O0(0O0 O0(@OO0 OO0 O0(@OO OO0 0O OO0 O0(O.O0 O0(O0 O0(O.00 0(0.00 1(0.35%
distension %) %) %) %) %) %) %) %) %) %) %) %) )
Abdominal pain 1(16.6 0(0.00 0(.0O0 O0(O0 O0(.O0 OO0 O0(@OO OO0 O0(OOO0 OO0 O0(.00 0(0.00 3(1.06%
7%) %) %) %) %) %) %) %) %) %) %) %) )
Abdominal pain 0(0.00 0(.00 o0(.L0 OO0 O0(O.L00 O0(OO O0(OOO OO0 0.0 O0(O0 O0(.00 0(.00 2(0.711%
upper %) %) %) %) %) %) %) %) %) %) %) %) )
Ascites 1(16.6 0(0.00 0(.0O0 O0(O0 O0(@.O0 OO0 O0(@OO OO0 O0(O.O0 1(5.00 O0(.00 1(5.00 4(1.41%
7%) %) %) %) %) %) %) %) %) %) %) %) )
Autoimmune 0(0.00 O0(0O0 O0(@.OO0 OO0 O0(@OO OO0 0O OO0 O0(O.O0 O0(O0 O0(O.00 0(0.00 1(0.35%
colitis %) %) %) %) %) %) %) %) %) %) %) %) )
Autoimmune 0(0.00 O0(.00 o0(.0LO0 OO0 O0(O.L00 OO0 O0(OOO OO0 0.0 O0(O0 O0(.00 0(0.00 1(0.35%
pancreatitis %) %) %) %) %) %) %) %) %) %) %) %) )
Diarrhoea 0(0.00 O0(.00 o0(.0LO0 OO0 O0(O.LOO0 OO0 O0(OOO OO0 O0(O.00 O0(O0 O0(O.00 1(5.00 1(0.35%
%) %) %) %) %) %) %) %) %) %) %) %) )
Enterocutaneou 0(0.00 O0(0O0 O0(@OO OO0 O0(@OO OO0 O0(@OO OO0 O0(O.O0 O0(O0 O0(O.00 0(0.00 1(0.35%
s fistula %) %) %) %) %) %) %) %) %) %) %) %) )
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Gastrointestinal 0(.00 O0(O0 1(833 0(O0 O0((@OO OO0 O0(@OO OO0 O0(O.O0 O0(O0 O0(.00 0(0.00 1(0.35%
haemorrhage %) %) %) %) %) %) %) %) %) %) %) %) )
Intestinal 0(0.00 0(.00 O0(.0OO0 o0(O0 O0(O0 1(111 O0(OO0 0(.00 1(10.0 O0(.00 0(.00 0(.00 6(2.12%
obstruction %) %) %) %) %) 1%) %) %) 0%) %) %) %) )
Large intestinal 0(0.00 O0(0O0 0.0 1(Q09 0(©O0 OO0 O0(©OO OO0 O0(O.O0 O0(O0 O0(O.00 0(.00 2(0.71%
obstruction %) %) %) %) %) %) %) %) %) %) %) %) )
Nausea 0(0.00 O0(0O0 O0(@OO OO0 O0(@OO O0(MOO0O O0(@OO O0(MOO 1(100 O0(OO0 O0(0.00 0(0.00 2(0.71%
%) %) %) %) %) %) %) % 0% %) %) %) )
Pancreatitis 0(0.00 0(.00 o0(.L0 OO0 O0(O.L0O0 OO0 O0(OOO OO0 O0(O.00 O0(O0 O0(.00 0(0.00 1(0.35%
%) %) %) %) %) %) %) %) %) %) %) %) )
Rectal 0(0.00 O0(0O0 O0(@OO0 OO0 O0(@OO OO0 O0(@OO 1(7r69 O0(0.00 O0(O0 O0(0.00 0(0.00 1(0.35%
haemorrhage %) %) %) %) %) %) %) %) %) %) %) %) )
Small intestinal 0(0.00 O0(0O0 O0(@OO OO0 O0(@OO OO0 0O OO0 O0(O.OO0 O0(O0 O0(O.00 0(0.00 1(0.35%
obstruction %) %) %) %) %) %) %) %) %) %) %) %) )
Subileus 0(0.00 0(.00 o0(.0LO0 OO0 O0(O.L0O0 OO0 O0(OOO OO0 O0(O.00 1(5.00 0(0.00 0(0.00 1(0.35%
%) %) %) %) %) %) %) %) %) %) %) %) )
Vomiting 0(0.00 O0(0O0 O0(@OO OO0 O0(@OO OO0 O0(@OO OO0 1(100 O0(.O0 O0(0.00 0(0.00 3(1.06%
%) %) %) %) %) %) %) % 0% %) %) %) )
General
disorders and
administration
site conditions
Fatigue 0(0.00 O0(.00 o0(.L0 OO0 O0(O.L00 O0(OO O0(OOO OO0 0.0 O0(O0 O0(.00 0(.00 2(0.711%
%) %) %) %) %) %) %) %) %) %) %) %) )
Non-cardiac 0(0.00 O0(0O0 O0(@OO OO0 O0(@OO OO0 0O OO0 O0(O.OO0 O0(O0 O0(.00 0(.00 2(0.71%
chest pain %) %) %) %) %) %) %) %) %) %) %) %) )
Oedema 0(0.00 1(142 0(0.00 OO0 O0(O.L0 OO0 O0(O.OO OO0 O0(O.00 O0(O0 O0(.00 0(0.00 1(0.35%
peripheral %) 9%) %) %) %) %) %) %) %) %) %) %) )
Pain 0(0.00 O0(.00 o0(.0O0 OO0 O0(O.L00 OO0 O0(OOO OO0 O0(O.00 O0(O0 O0(.00 0(0.00 3(1.06%
%) %) %) %) %) %) %) %) %) %) %) %) )
Pyrexia 0(0.00 O0(0O0 O0(@OO0 OO0 O0(@OO OO0 0O OO0 O0(O.O0 O0(O0 O0(0.00 1(5.00 7(2.47%
%) %) %) %) %) %) %) %) %) %) %) %) )
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Hepatobiliary
disorders
Biliary 0(0.00 0(.00 O0(.0O0 o0(O0 O0(.0O0 O(OO O0(OOO0 O0(.OL0 OO0 O0(@OO0 O0(.00 0(.00 1(0.35%
obstruction %) %) %) %) %) %) %) %) %) %) %) %) )
Cholecystitis 0(0.00 O0(0O0 O0(@OO0 OO0 O0(@OO OO0 0O OO0 O0(O.O0 O0(O0 1667 0(0.00 1(0.35%
%) %) %) %) %) %) %) %) %) %) %) %) )
Hepatic failure 0(0.00 O0(0O0 O0(@.OO0 OO0 O0(@OO OO0 O0(@OO 1(769 O0(0.O0 O0(O0 O0(0.00 0(0.00 1(0.35%
%) %) %) %) %) %) %) %) %) %) %) %) )
Hepatobiliary 0(0.00 0(.00 O0(.0OO0 0(O0 O0(.O0 OO0 O0(OOO0 O0(.OL0 OO0 O0(@OO0 O0(.00 O0(.00 1(0.35%
disease %) %) %) %) %) %) %) %) %) %) %) %) )
Hepatomegaly 0(0.00 O0(0O0 O0(@OO0 OO0 O0(@OO OO0 1(166 0(OO0 O0(O.00 O0(O0 O0(0.00 0(0.00 1(0.35%
%) %) %) %) %) %) 7%) %) %) %) %) %) )
Hypertransamin 0(0.00 O0(0O0 O0(@OO OO0 O0(@OO OO0 0O OO0 O0(O.OO0 O0(O0 O0(O.00 0(0.00 1(0.35%
asaemia %) %) %) %) %) %) %) %) %) %) %) %) )
Jaundice 0(0.00 0(.00 O0(.0O0 0(O0 O0(.O0 O(OO O0(OOO0 O0(.OL0 OO0 O0(@OO0 O0(.00 1(5.00 1(0.35%
%) %) %) %) %) %) %) %) %) %) %) %) )
Infections and
infestations
Cellulitis 0(0.00 O0(0O0 O0(@.OO0 OO0 O0(@OO OO0 0O OO0 O0(O.O0 O0(O0 O0(O.00 0(0.00 1(0.35%
%) %) %) %) %) %) %) %) %) %) %) %) )
Cystitis 0(0.00 0(.00 O0(.OO0 0(O0 O0(.O0 OO0 o0(OOO0 O0(.L0 OO0 O0(@OO0 O0(.00 O0(.00 1(0.35%
%) %) %) %) %) %) %) %) %) %) %) %) )
Disseminated 0(0.00 0(.00 O0(.0OO0 0(O0 O0(.0O0 OO0 o0(OO0 O0(.OL0 OO0 O0(@©O0 0(.00 O0(.00 1(0.35%
varicella zoster %) %) %) %) %) %) %) %) %) %) %) %) )
virus infection
Escherichia 0(0.00 O0(0O0 O0(@.O0 1(Q09 0(©O0 OO0 O0(©OO OO0 O0(O.O0 O0(O0 O0(O.00 0(0.00 1(0.35%
sepsis %) %) %) %) %) %) %) %) %) %) %) %) )
Gastroenteritis 0(0.00 0(.00 O0(OO0 o0(O0 O0(@O0 1(111 O0(OO0 O0(.00 OO0 O0(@OO0 0(.00 O0(.00 1(0.35%
viral %) %) %) %) %) 1%) %) %) %) %) %) %) )
Infected 0(0.00 O0(00 0O OO0 O0(@OO 1(111 0.0 OO0 O0(O.O0 O0(O0 O0(O.00 0(0.00 1(0.35%
lymphocele %) %) %) %) %) 1%) %) %) %) %) %) %) )
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Influenza 0(0.00 1(142 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(0.35%
%) 9%) %) %) %) %) %) %) %) %) %) %) )
Liver abscess 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(6.67 0(0.00 1(0.35%
%) %) %) %) %) %) %) %) %) %) %) %) )
Pneumonia 0(0.00 1(142 0(0.00 0(0.00 0(0.00 2(222 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 4(1.41%
%) 9%) %) %) %) 2%) %) %) %) %) %) %) )
Respiratory tract 0 (0.00 0(0.00 0(0.00 0(0.00 1(16.6 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(0.35%
infection %) %) %) %) 7%) %) %) %) %) %) %) %) )
Retroperitoneal ~ 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(0.35%
abscess %) %) %) %) %) %) %) %) %) %) %) %) )
Streptococcal 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(0.35%
sepsis %) %) %) %) %) %) %) %) %) %) %) %) )
Systemic 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 0(0.00 1(0.35%
infection %) %) %) %) %) %) %) %) %) %) %) %) )
Urinary tract 0(0.00 0(0.00 0(0.00 1(9.09 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 3(1.06%
infection %) %) %) %) %) %) %) %) %) %) %) %) )

Injury, poisoning
and procedural
complications

Femur fracture 0(.00 O0(.00 O0(.0O0 O0(OO O0(@OO OO0 O0(O0 O0(OO O0(@OO0 1(5.00 0(.00 0(0.00 1(0.35%

%) %) %) %) %) %) %) %) %) %) %) %) )
Infusion related 0(0.00 0(.00 O0(OO0 o0(O0 1(166 0(0.00 O0(©O0 O0(.00 O0(@OO0 o000 0(.00 O0(.00 1(0.35%
reaction %) %) %) %) 7%) %) %) %) %) %) %) %) )
Spinal 0(0.00 0(.00 0(.0 0(©O0 0.0 O0(OO O0(OOO0 O0(.O0 O0(OO0 O0(OO0 O0(.00 0(.00 1(0.35%
compression %) %) %) %) %) %) %) %) %) %) %) %) )
fracture

Investigations

Alanine 0(0.00 1(142 0(00 O0(.00 o000 O0(O0 1(166 1(769 O0(0.00 0(.00 0(.00 0(.00 4(1.41%
aminotransferas %) 9%) %) %) %) %) 7%) %) %) %) %) %) )

e increased
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Aspartate
aminotransferas
e increased

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

1(16.6
7%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

2(0.71%

Bilirubin
conjugated
increased

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

1(7.69
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

2(0.71%

Blood bilirubin
increased

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

2(15.3
8%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

3 (1.06%

Gamma-
glutamyltransfer
ase increased

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

1(16.6
7%)

1(7.69
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

3 (1.06%

Lipase
increased

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

1(0.35%

Metabolism and
nutrition
disorders

Dehydration

0 (0.00
%)

0 (0.00
%)

1(8.33
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

1(0.35%

Type 1 diabetes
mellitus

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

1(16.6
7%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

1(0.35%

Musculoskeletal
and connective
tissue disorders

Bone 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(0.35%

Musculoskeletal
chest pain

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

0 (0.00
%)

1(0.35%

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

Cancer 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
%)

2(0.71%
)
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Infected 0.0 O0(O0 0.0 O(OO o0(O0 O0(OO0 O(@OO O0(OOO0 O0(.0 OO0 O0(0O0 0(.00 1(0.35%
neoplasm %) %) %) %) %) %) %) %) %) %) %) %) )
Metastases to 0(.00 0(O0 1(833 0(O0 o0(O0 O0(.O0 OO0 O0(O0 O0(.00 O0(OO0 0(00 0(.00 1(0.35%
central nervous %) %) %) %) %) %) %) %) %) %) %) %) )
system
Tumour pain 0(.00 o0(O0 0.0 O(@OO o0(O0 OO0 O(@OO O0(OO0 O0(.O0 OO0 O0(0O0 0(.00 1(0.35%
%) %) %) %) %) %) %) %) %) %) %) %) )
Nervous system
disorders
Aphasia 0(0.00 O0(@.00 O0(O0 OO0 O0(.O0 O0(@OO0 O0(OO0 OO0 O0(@.0O0 O0(.00 O0(.00 0(.00 1(0.35%
%) %) %) %) %) %) %) %) %) %) %) %) )
Brachial 0(.00 o0(O0 0.0 O(@OO o0(O0 OO0 OO0 O0(OOO0 O0(.O0 OO0 O0(0O0 0(.00 1(0.35%
plexopathy %) %) %) %) %) %) %) %) %) %) %) %) )
Cerebral 0(.00 o0(O0 0.0 OO0 O0(O0 OO0 OO0 O0(OOO0 O0(.0 1(500 O0(000 0(.00 1(0.35%
haematoma %) %) %) %) %) %) %) %) %) %) %) %) )
Cerebrovascular 0(0.00 0(0.00 0(.00 000 O0(.00 O0(0O0 O0(.0O0 O0(@OO O0(O0 O0(.00 0(.00 0(.00 1(0.35%
accident %) %) %) %) %) %) %) %) %) %) %) %) )
Dizziness 0.0 o0(O0 0.0 O(@OO o0(O0 OO0 O(@OO O0(OOO0 O0(.0 OO0 O0(0O0 0(.00 1(0.35%
%) %) %) %) %) %) %) %) %) %) %) %) )
Hyperaesthesia 0.0 O0(O0 0.0 O(OO o0(O0 O0(OO0 O(@OO O0(OOO0 O0(.0 OO0 O0(0O0 0(.00 1(0.35%
%) %) %) %) %) %) %) %) %) %) %) %) )
Intercostal 0(.00 0(O0 O0(@.O0 OO0 o0(OO0 O0(.O0 OO0 O0(O0 O0(.00 O0(OO0 0(0O0 0(.00 1(0.35%
neuralgia %) %) %) %) %) %) %) %) %) %) %) %) )
Myasthenia 0(.00 o0(O0 0.0 O(@OO o0(O0 OO0 OO0 O0(OO0 0.0 OO0 O0(0O0 0(.00 1(0.35%
gravis %) %) %) %) %) %) %) %) %) %) %) %) )
Neurological 0(.00 o000 0.0 O(@OO o0(O0 OO0 O(@OO o0(O0 O0(.00 OO0 1667 0(0.00 1(0.35%
decompensation %) %) %) %) %) %) %) %) %) %) %) %) )
Seizure 0(.00 O0(O0 O0(@.O0 OO0 o0(OOO0 O0(.O0 OO0 O0(OO0 O0(.L0 OO0 0(00 1(5.00 1(0.35%
%) %) %) %) %) %) %) %) %) %) %) %) )
Transient 0.0 000 0.0 O(@OO o0(O0 OO0 OO0 O0(OO0 O0(.L0 OO0 O0(0O0 0(.00 1(0.35%
ischaemic attack %) %) %) %) %) %) %) %) %) %) %) %) )
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Renal and urinary

disorders
Acute kidney 0.0 1(142 1(833 000 O0(O.00 OO0 1(166 000 O0(0.00 1(5.00 O0(0.00 0(0.00 4(1.41%
injury %) 9%) %) %) %) %) 7%) %) %) %) %) %) )
Nephrolithiasis 0(0.00 O0(0O0 O0(@OO0 OO0 O0(@OO OO0 0O OO0 O0(O.O0 1(5.00 0(0.00 0(0.00 1(0.35%
%) %) %) %) %) %) %) %) %) %) %) %) )
Urinary 0(0.00 O0(0O0 O0(@OO0 OO0 O0(@OO OO0 O0(OO OO0 O0(O.O0 O0(O0 O0(O.00 0(0.00 1(0.35%
incontinence %) %) %) %) %) %) %) %) %) %) %) %) )
Urinary retention 0(0.00 0(0.00 0(0.00 1(9.09 0(.00 O0(@O0 O0(O0 O0(@OO0 O0(.0O0 O0(@OO0 0(.00 0(.00 2(0.711%
%) %) %) %) %) %) %) %) %) %) %) %) )
Respiratory,
thoracic and
mediastinal
disorders
Acute 0(0.00 0(.00 o0(.OLO0O OO0 O0(O.L0O0 O0(OO O0(OOO OO0 0.0 O0(O0 O0(.00 0(.00 2(0.711%
respiratory %) %) %) %) %) %) %) %) %) %) %) %) )
failure
Bronchial 0(0.00 O0(0O0 O0(@OO0 OO0 O0(@OO OO0 O0(@OO OO0 O0(O.OO0 O0(O0 O0(O.00 0(0.00 1(0.35%
obstruction %) %) %) %) %) %) %) %) %) %) %) %) )
Dyspnoea 0(0.00 O0(O0 1(833 1(909 1(166 0(0.00 0.0 1(769 0(0.00 0(0O0 O0(0.00 0(0.00 9(3.18%
%) %) %) %) 7%) %) %) %) %) %) %) %) )
Haemoptysis 0(0.00 0(.00 O0(.L0 OO0 O0(O.L00 O0(OO0 O0(OOO OO0 O0(O.O0 O0(O0 O0(.00 0(0.00 1(0.35%
%) %) %) %) %) %) %) %) %) %) %) %) )
Lung disorder 0(0.00 O0(0O0 O0(@OO OO0 O0(@OO OO0 O0(OO O0(MOO 1(100 O0(OO0 O0(O.00 0(0.00 2(0.71%
%) %) %) %) %) %) %) %) 0%) %) %) %) )
Orthopnoea 0(0.00 O0(0O0 O0(@.OO0 OO0 O0(@OO OO0 0O OO0 O0(O.O0 O0(O0 O0(O.00 0(0.00 1(0.35%
%) %) %) %) %) %) %) %) %) %) %) %) )
Pleural effusion 0(0.00 2(285 O0(0.00 OO0 O0(O.L0 OO0 O0(O.LO O0@OO O0(.00 2(100 1(6.67 1(5.00 7(247%
%) 7%) %) %) %) %) %) %) %) 0%) %) %) )
Pneumonitis 0(0.00 O0(0O0 O0(@.O0 1(909 1(166 0(0.00 0.0 OO0 O0(O.00 O0(O0 O0(O.00 0(0.00 2(0.71%
%) %) %) %) 7%) %) %) %) %) %) %) %) )
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Pulmonary 0(.00 O0(@OO0 O0(O0 1909 O0(O0 O0(OO0O O0(OO0O O0(@OO O0(OO0 O0(OO0 O0(.0O0 0(.00 2(0.71%
embolism %) %) %) %) %) %) %) %) %) %) %) %) )
Respiratory 000 1(142 000 O0(@©OO0 OO0 o0(OO0 1(166 O0(O.00 O0(O0 1(5.00 0(.00 1(5.00 5(1.77%
failure %) 9%) %) %) %) %) 7%) %) %) %) %) %) )
Skin and
subcutaneous
tissue disorders
Erythema 0(.00 O0(OO0 OO0 O0(@OO OO0 O0(OO O0(OO OO O0(OO0 O0(OO0 O0(.0O0 O0(.00 1(0.35%
%) %) %) %) %) %) %) %) %) %) %) %) )
Vascular
disorders
Hypotension 000 1(142 O0(©0O0 O0(@OO0 OO0 O0(OO0 O0(OO0O O0(@OO O0(OO0 O0(OO0 O0(.0O0 0(.00 2(0.71%
%) 9%) %) %) %) %) %) %) %) %) %) %) )
Hypovolaemic 0(.00 O0(OO0 O0(O0 O0(@OO OO0 O0(OO O0(OO O0(@OO 1(100 O0(O.O0 O0(.O0 0(0.00 1(0.35%
shock %) %) %) %) %) %) %) %) 0%) %) %) %) )
Superior vena 0(.00 OO0 O0(.0O0 O0(@OO OO0 O0(OO0O OO0 O0O(OO O0(O0 O0(OO0 O0(.00 O0(.00 1(0.35%
cava syndrome %) %) %) %) %) %) %) %) %) %) %) %) )

Other Adverse Events by System Organ Class - Part 1 of 2

Time Frame

Adverse events were reported from first dose of study treatment until end of study treatment period plus 30 days post

treatment, up to a maximum time frame of 116.3 weeks (approx. 2.2 years).

Source Vocabulary for Table Default

MedDRA (24.0)

Assessment Type for Table Default

Systematic Assessment

Frequent Event Reporting Threshold

0%
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PDR+ PDR+ PDR+ PDR+ PDR+ PDR+ PDR+ PDR+ PDR+ PDR+ PDR+ PDR+

ACZz ACz ACz ACz ACZ CJM CJM CJM CJM CJM CJM CJM
100mg 300mg RDE RDE RDE 25mg 75mg 225mg 450mg 450mg 900mg 900mg
Q8w Qsw TNBC NSCLC CRC Qaw Q4w Q4w Qaw Q2w Q4w Q2w

N=6 N=13 N=32 N=22 N=34 N=6 N=6 N=6 N=6 N=6 N=5 N=6
PDR+ PDR+ PDR+ PDR+ PDR+ PDR+ PDR+ PDR+ PDR+ PDR+ PDR+ PDR+

Arm/Group ACZ ACZ ACZ ACZ ACZz CJM CJM CIM CJM CJM CIM CIM
Description 100mg 300mg RDE RDE RDE 25mg 75mg 225mg 450mg 450mg 900mg 900mg
Q8w Q8w TNBC NSCLC CRC Q4w Q4w Q4w Q4w Q2w Q4w Q2w
Total participants 5(83.3 13 (100.0 32(100.0 22(100.0 34(100.0 6(100.0 6(100.0 5(83.3 6(100.0 6(100.0 5(100.0 6(100.0
affected 3%) 0%) 0%) 0%) 0%) 0%) 0%) 3%) 0%) 0%) 0%) 0%)
Blood and
lymphatic system
disorders
Anaemia 4666 1(769% 5(1563 4(18.18 7(2059 2(33.33 2(33.33 2(33.3 1(16.67 2(33.33 3(60.00 0(0.00
7%) ) %) %) %) %) %) 3%) %) %) %) %)
Leukopenia 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 0 (0.00
P %) ) ) ) ) %) %) %) %) %) %) %)
Lymphadenopat 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00 0(0.00 0(0.00 0¢(0.00 0 (0.00 0 (0.00 0 (0.00
hy %) ) ) ) ) %) %) %) %) %) %) %)
Lvmphobenia 1(166 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(.00 0(.00 1(16.67 0(0.00 0 (0.00
ymphop 7%) ) ) ) ) %) %) %) %) %) %) %)
Neutrobenia 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(16.67 0(0.00 0(0.00 1(16.67 0(0.00 0 (0.00 0 (0.00
P %) ) ) ) ) %) %) %) %) %) %) %)
Neutroohilia 0(0.00 0(0.00% 1(3.13% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(0.00 0¢(0.00 0 (0.00 0 (0.00 0 (0.00
P %) ) ) ) ) %) %) %) %) %) %) %)
Thrombocytopen 1 (166 0(0.00% 2(6.25% 1(4.55% 1(2.94% 0(0.00 0(0.00 0(0.00 0¢(0.00 0 (0.00 0 (0.00 0 (0.00
ia 7%) ) ) ) ) %) %) %) %) %) %) %)
Thrombocvtosis 0(0.00 1(7.69% 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 0 (0.00
y %) ) ) ) ) %) %) %) %) %) %) %)

Cardiac disorders
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Angina pectoris 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(.00 1(16.67 0(0.00 0(0.00 0 (0.00 0(0.00 0(0.00

%) ) ) ) ) %) %) %) %) %) %) %)
Palpitations 1(16.6 0(0.00% 2(6.25% 0(0.00% 0 (0.00% 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
P 7%) ) ) ) ) %) %) %) %) %) %) %)
Pericardial 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00 1(16.67 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
effusion %) ) ) ) ) %) %) %) %) %) %) %)
Right ventricular 0 (0.00 0(0.00% 0(0.00% 0(0.00% 0 (0.00% 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
dysfunction %) ) ) ) ) %) %) %) %) %) %) %)
Sinus 0(0.00 0(0.00% 0(0.00% 0(0.00% 0 (0.00% 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
tachycardia %) ) ) ) ) %) %) %) %) %) %) %)
Tachvcardia 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00 0 (0.00 0 (0.00 0 (0.00 1(16.67 0(0.00 1(16.67
y %) ) ) ) ) %) %) %) %) %) %) %)
Ear and labyrinth
disorders
Cerumen 0(0.00 0(0.00% 0(0.00% 1(4.55% 0 (0.00% 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
impaction %) ) ) ) ) %) %) %) %) %) %) %)
Deafness 0(0.00 0(0.00% 0(0.00% 1(4.55% 0(0.00% 0 (0.00 0 (0.00 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(4.55% 0(0.00% 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
Ear discomfort %) ) ) ) ) %) %) %) %) %) %) %)
Ear 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
P %) ) ) ) ) %) %) %) %) %) %) %)
Hvboacusis 0(0.00 0(0.00% 0(0.00% 1(4.55% 0 (0.00% 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
s %) ) ) ) ) %) %) %) %) %) %) %)
Tinnitus 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(16.67 0(0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
%) ) ) ) ) %) %) %) %) %) %) %)
Vertido 0(0.00 1(7.69% 1(3.13% 0(0.00% 0 (0.00% 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
9 %) ) ) ) ) %) %) %) %) %) %) %)
Endocrine
disorders
Hyperthyroidism 0(0.00 0(0.00% 2(6.25% 0(0.00% 0 (0.00% 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 1(20.00 0(0.00

%) ) ) ) ) %) %) %) %) %) %) %)
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0(0.00 1(7.69% 3(9.38% 1(455% 2(5.88% 0(0.00 0(0.00 1(16.6 1(16.67 0(0.00 1(20.00 0 (0.00

Hypothyroidism %) ) ) ) ) %) %) 7%) %) %) %) %)

Eye disorders

Blepharitis 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00

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

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

Divlopia 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
plop %) ) ) ) ) %) %) %) %) %) %) %)

Drv ove 0(0.00 0(0.00% 0(0.00% 0(0.00% 1(2.94% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
v ey %) ) ) ) ) %) %) %) %) %) %) %)

Eve bruritus 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
yep %) ) ) ) ) %) %) %) %) %) %) %)

Evelid blosis 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(0.00 0(.00 0(0.00 0(0.00 0(0.00
yeliap %) ) ) ) ) %) %) %) %) %) %) %)

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

Keratitis 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(0.00 0(.00 0(0.00 0(0.00 0(0.00
%) ) ) ) ) %) %) %) %) %) %) %)

Lacrimation 0(0.00 0(0.00% 0(0.00% 1(4.55% 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
increased %) ) ) ) ) %) %) %) %) %) %) %)

Ocular 1(166 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
discomfort 7%) ) ) ) ) %) %) %) %) %) %) %)

Uveitis 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(0.00 0(.00 0(0.00 0(0.00 0(0.00
%) ) ) ) ) %) %) %) %) %) %) %)

Vision blurred 0(0.00 0(0.00% 0(0.00% 0(0.00% 1(2.94% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
%) ) ) ) ) %) %) %) %) %) %) %)

Visual 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(0.00 0(.00 0(0.00 0(0.00 0(0.00
impairment %) ) ) ) ) %) %) %) %) %) %) %)

Vitreous 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(0.00 0(.00 0(0.00 0(0.00 0(0.00
detachment %) ) ) ) ) %) %) %) %) %) %) %)
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Gastrointestinal

disorders
Abdominal 0(0.00 0(0.00% 2(6.25% 0(0.00% 2(5.88% 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
discomfort %) ) ) ) ) %) %) %) %) %) %) %)
Abdominal 0(0.00 0(0.00% 0(0.00% 1(4.55% 0(0.00% 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
distension %) ) ) ) ) %) %) %) %) %) %) %)

. 1(16.6 0(0.00% 0(0.00% 0(0.00% 0 (0.00% 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
Abdominal mass 7%) ) ) ) ) %) %) %) %) %) %) %)
Abdominal pain 0(0.00 1(7.69% 1(3.13% 3(13.64 6 (17.65 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00

P %) ) ) %) %) %) %) %) %) %) %) %)
Abdominal pain 0(0.00 0(0.00% 0(0.00% 4(18.18 2(5.88% 0 (0.00 1(16.67 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
upper %) ) ) %) ) %) %) %) %) %) %) %)
Anal pruritus 0(0.00 0(0.00% 0(0.00% 0(0.00% 2(5.88% 0 (0.00 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(3.13% 0(0.00% 0 (0.00% 0 (0.00 0 (0.00 1(16.6 0 (0.00 0 (0.00 0 (0.00 0 (0.00
Ascites
%) ) ) ) ) %) %) 7%) %) %) %) %)
Constipation 0(0.00 1(7.69% 11(34.38 4(18.18 3(8.82% 1(16.67 3(50.00 1(16.6 2(33.33 1(16.67 0(0.00 1(16.67
%) ) %) %) ) %) %) 7%) %) %) %) %)
Diarrhoea 1(16.6 1(7.69% 2(6.25% 2(9.09% 4(11.76 1(16.67 0(0.00 2(33.3 1(16.67 0(0.00 1(20.00 0(0.00
7%) ) ) ) %) %) %) 3%) %) %) %) %)
0(0.00 0(0.00% 2(6.25% 4(18.18 2(5.88% 0 (0.00 1(16.67 0 (0.00 0 (0.00 0 (0.00 0 (0.00 1(16.67
Dry mouth
%) ) ) %) ) %) %) %) %) %) %) %)
. 0(0.00 1(7.69% 0(0.00% 0(0.00% 0 (0.00% 0 (0.00 0 (0.00 1(16.6 0 (0.00 0 (0.00 0 (0.00 0 (0.00
Dyspepsia
%) ) ) ) ) %) %) 7%) %) %) %) %)
Dysphagia 1(16.6 0(0.00% 2(6.25% 0(0.00% 1 (2.94% 0 (0.00 0 (0.00 0 (0.00 0 (0.00 1(16.67 0(0.00 0 (0.00
7%) ) ) ) ) %) %) %) %) %) %) %)
0(0.00 0(0.00% 0(0.00% 0(0.00% 1(2.94% 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
Flatulence
%) ) ) ) ) %) %) %) %) %) %) %)
Gastrointestinal 0(0.00 0(0.00% 0(0.00% 0(0.00% 1(2.94% 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
haemorrhage %) ) ) ) ) %) %) %) %) %) %) %)
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S:‘Isrt;ﬁ;’i”phag 0(0.00 1(7.69% 1(3.13% 1(455% 2(5.88% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
disease %) ) ) ) ) %) %) %) %) %) %) %)
Gingival 0(0.00 0(0.00% 0(0.00% 1(4.55% 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
bleeding %) ) ) ) ) %) %) %) %) %) %) %)

. 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
Haemorrhoids %) ) ) ) ) %) %) %) %) %) %) %)
Hyperaesthesia ~ 0(0.00 0(0.00% 0(0.00% 0(0.00% 1(2.94% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
teeth %) ) ) ) ) %) %) %) %) %) %) %)
lleus paralviic 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00

paraly %) ) ) ) ) %) %) %) %) %) %) %)
Intra-abdominal 0 (0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
haematoma %) ) ) ) ) %) %) %) %) %) %) %)
Lio biister 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
P %) ) ) ) ) %) %) %) %) %) %) %)
Nausea 1(16.6 3(23.08 9(2813 6(27.27 7(2059 2(33.33 1(16.67 0(0.00 1(16.67 1(16.67 1(20.00 0 (0.00
7%) %) %) %) %) %) %) %) %) %) %) %)
Odvnonhagia 0(0.00 0(0.00% 0(0.00% 0(0.00% 1(2.94% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
ynophag %) ) ) ) ) %) %) %) %) %) %) %)
Oesophadiis 0(0.00 0(0.00% 1(3.13% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
phag %) ) ) ) ) %) %) %) %) %) %) %)
Oral pruritus 0(0.00 0(0.00% 0(0.00% 0(0.00% 1(2.94% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
P %) ) ) ) ) %) %) %) %) %) %) %)
Proctalaia 1(166 0(0.00% 0(0.00% 0(0.00% 1(2.94% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
9 7%) ) ) ) ) %) %) %) %) %) %) %)
Rectal 0(0.00 0(0.00% 0(0.00% 0(0.00% 1(2.94% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
haemorrhage %) ) ) ) ) %) %) %) %) %) %) %)
Rectal ulcer 1(166 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
7%) ) ) ) ) %) %) %) %) %) %) %)
Stomatitis 0(0.00 0(0.00% 2(6.25% 1(4.55% 1(2.94% 1(16.67 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
%) ) ) ) ) %) %) %) %) %) %) %)
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0(0.00 2(15.38 11(34.38 3(13.64 7(2059 1(16.67 2(33.33 0(0.00 1(16.67 0(0.00 0(0.00 0(0.00

Vomiting %) %) %) %) %) %) %) %) %) %) %) %)

General
disorders and
administration
site conditions

0(0.00 1(7.69% 8(25.00 3(13.64 9(26.47 0(0.00 1(1667 0(0.00 0(0.00 0(0.00 0(0.00 1(16.67

i 0 0 0 (o) 0 0 (o) 0 0 (o) (o)
Asthenia %) ) %) %) %) %) %) %) %) %) %) %)
Axillary 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 1(16.67 0 (0.00 0 (0.00

e %) ) ) ) ) %) %) %) %) %) %) %)
. 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
Chest discomfort %) ) ) ) ) %) %) %) %) %) %) %)
Chills 1(16.6 0(0.00% 1(3.13% 0(0.00% 1(2.94% 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
7%) ) ) ) ) %) %) %) %) %) %) %)
Face oedema 0(0.00 0(0.00% 0(0.00% 1(4.55% 1(2.94% 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
%) ) ) ) ) %) %) %) %) %) %) %)
Facial 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 1(16.67 0 (0.00 0 (0.00
P %) ) ) ) ) %) %) %) %) %) %) %)
Fatique 2(33.3 3 (23.08 7 (21.88 6 (27.27 6(1765 3(50.00 2(33.33 1(166 1(16.67 1(16.67 2(40.00 1 (16.67
9 3%) %) %) %) %) %) %) 7%) %) %) %) %)
- 0(0.00 1(769% 0(0.00% 1(4.55% 1(2.94% 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
Gait disturbance %) ) ) ) ) %) %) %) %) %) %) %)
Generalised 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
oedema %) ) ) ) ) %) %) %) %) %) %) %)
Inflammatory 0(0.00 0(0.00% 0(0.00% 0(0.00% 1(2.94% 0(0.00 0(0.00 0(.00 0(0.00 0(0.00 0(0.00 0(0.00
pain %) ) ) ) ) %) %) %) %) %) %) %)
Influenza like 1(16.6 0(0.00% 0(0.00% 0(0.00% 0 (0.00% 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
iliness 7%) ) ) ) ) %) %) %) %) %) %) %)
Infusion site 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
rash %) ) ) ) ) %) %) %) %) %) %) %)
Localised 0(0.00 0(0.00% 1(3.13% 0(0.00% 0(0.00% 0(0.00 1(16.67 0(0.00 0(0.00 0(0.00 0(0.00 0 (0.00
oedema %) ) ) ) ) %) %) %) %) %) %) %)
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Malaise 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0 (0.00 0(0.00 0(0.00

%) ) ) ) ) %) %) %) %) %) %) %)
Nodule 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(.00 0(.00 0(.00 0(0.00 0(0.00
%) ) ) ) ) %) %) %) %) %) %) %)
Non-cardiac 0(0.00 1(7.69% 1(3.13% 3(13.64 0(0.00% 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00 0(0.00
chest pain %) ) ) %) ) %) %) %) %) %) %) %)
Oedema 0(0.00 3(23.08 5(1563 3(1364 5(1471 1(16.67 0(0.00 1(166 0(0.00 0(0.00 0(0.00 2(33.33
peripheral %) %) %) %) %) %) %) 7%) %) %) %) %)
Pain 0(0.00 0(0.00% 0(0.00% 1(455% 0(0.00% 0(0.00 0(0.00 0(.00 0(.00 0(.00 0(0.00 0(0.00
%) ) ) ) ) %) %) %) %) %) %) %)
Peripheral 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00 0(0.00
swelling %) ) ) ) ) %) %) %) %) %) %) %)
Pyrexia 1(16.6 1(7.69% 1(3.13% 2(9.09% 4(11.76 0(0.00 1(16.67 1(16.6 1(16.67 2(33.33 3(60.00 0 (0.00
Y 7%) ) ) ) %) %) %) 7%) %) %) %) %)
Xerosis 0(0.00 0(0.00% 0(0.00% 0(0.00% 1(2.94% 0(0.00 0(0.00 0(.00 0(.00 0(.00 0(0.00 0(0.00
%) ) ) ) ) %) %) %) %) %) %) %)
Hepatobiliary
disorders
Cholanaitis 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(0.00 0(.00 0(0.00 1(20.00 0(0.00
g %) ) ) ) ) %) %) %) %) %) %) %)
Cholestasis 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(0.00 0(0.00
%) ) ) ) ) %) %) %) %) %) %) %)
Hepatic cvtolvsis 0(0.00 0(0.00% 1(3.13% 0(0.00% 0 (0.00% 0 (0.00 0 (0.00 0 (0.00 0 (0.00 1(16.67 0 (0.00 0 (0.00
pafic cytoly %) ) ) ) ) %) %) %) %) %) %) %)
o 0(0.00 0(0.00% 0(0.00% 0(0.00% 1(2.94% 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00 0(0.00
Hepatic pain %) ) ) ) ) %) %) %) %) %) %) %)
Hyperbilirubinae 0(0.00 0(0.00% 1(3.13% 0(0.00% 0(0.00% 1 (16.67 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
mia %) ) ) ) ) %) %) %) %) %) %) %)
Hypertransamin 0(0.00 0(0.00% 0(0.00% 2(9.09% 0 (0.00% 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
asaemia %) ) ) ) ) %) %) %) %) %) %) %)

Page 96



> NOVARTIS

Clinical Trial Results Website

lr:]nergil;?:;j 0(0.00 0(0.00% 0(0.00% 0(0.00% 1(2.94% 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
hepatitis %) ) ) ) ) %) %) %) %) %) %) %)

Immune system
disorders

0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(0.00 0(.00 0(0.00 0(0.00 0(0.00

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

Infections and
infestations

Bronchitis 0(0.00 0(0.00% 1(3.13% 1(4.55% 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00

%) ) ) ) ) %) %) %) %) %) %) %)
Colluiis 0(0.00 0(0.00% 0(0.00% 1(455% 1(2.94% 0(0.00 1(16.67 0(0.00 1(1667 0(0.00 0(0.00 0 (0.00
%) ) ) ) ) %) %) %) %) %) %) %)
Cholangitis 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 0(0.00 1(20.00 0(0.00
infective %) ) ) ) ) %) %) %) %) %) %) %)
Coniunctiviis 0(0.00 0(0.00% 2(6.25% 1(455% 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
j %) ) ) ) ) %) %) %) %) %) %) %)
Cvsitis 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(1667 0(0.00 0/(0.00
y %) ) ) ) ) %) %) %) %) %) %) %)
Escherichia 0(0.00 0(0.00% 0(0.00% 0(0.00% 1(2.94% 0(0.00 0(0.00 0(000 0(0.00 0(0.00 0(0.00 0(0.00
sepsis %) ) ) ) ) %) %) %) %) %) %) %)
o 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
Folliculitis %) ) ) ) ) %) %) %) %) %) %) %)
Fungal skin 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 0(0.00 0(0.00 0(0.00
infection %) ) ) ) ) %) %) %) %) %) %) %)
 0(000 0(000% 1(3.13% 0(0.00% 1(2.94% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
Gaswoenteris 04y DONIR I DOME AR W w % %) % %
Gastroenteritis ~ 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(000 1(166 0(0.00 0(0.00 0(0.00 0/(0.00
viral %) ) ) ) ) %) %) 7%) %) %) %) %)
0(0.00 0(0.00% 1(313% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(000 0(0.00 0(0.00 0(0.00 0(0.00
Herpes zoster %) ) ) ) ) %) %) %) %) %) %) %)
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Hordeolum 0(0.00 0(0.00% 0(0.00% 1(4.55% 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
%) ) ) ) ) %) %) %) %) %) %) %)

Infection 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 1(16.67 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
%) ) ) ) ) %) %) %) %) %) %) %)

Infectious 0(0.00 0(0.00% 1(3.13% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
pleural effusion %) ) ) ) ) %) %) %) %) %) %) %)

Influenza 0(0.00 0(0.00% 0(0.00% 0(0.00% 1(2.94% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(16.67
%) ) ) ) ) %) %) %) %) %) %) %)

Liv infection 0(0.00 0(0.00% 0(0.00% 1(4.55% 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
P %) ) ) ) ) %) %) %) %) %) %) %)

Localised 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(1667 0(0.00 0(0.00 0(0.00
infection %) ) ) ) ) %) %) %) %) %) %) %)

';:S";?r;tory ract 1(168 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(000 0(000 0(000 0(0.00 0(0.00 0(0.00 0(0.00
infection %) ) ) ) ) %) %) %) %) %) %) %)

Nasooharvnaitis 0 (000 0(0.00% 1(3.13% 0(0.00% 0(0.00% 1(16.67 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00  0(0.00
pharyng %) ) ) ) ) %) %) %) %) %) %) %)
. 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00 0(0.00
Onyehomycosis — ~ o) ) ) ) ) %) %) %) %) %) %) %)
oral candidiasis  ©(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 0(000 0(0.00 0(0.00
%) ) ) ) ) %) %) %) %) %) %) %)

Oral fungal 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(0.00 0(0.00
infection %) ) ) ) ) %) %) %) %) %) %) %)

Oral herpes 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(0.00 0(0.00
P %) ) ) ) ) %) %) %) %) %) %) %)

Paronvchia 0(0.00 0(0.00% 0(0.00% 1(455% 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
y %) ) ) ) ) %) %) %) %) %) %) %)

Preumonia 1(16.6 1(7.69% 0(0.00% 1(4.55% 1(2.94% 0(0.00 0(0.00 1(166 0(0.00 1(16.67 0(0.00 0(0.00
7%) ) ) ) ) %) %) 7%) %) %) %) %)

Pneumonia 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(0.00 0(0.00
bacterial %) ) ) ) ) %) %) %) %) %) %) %)
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Postoperative 0(0.00 0(0.00% 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(20.00 0/(0.00

wound infection %) ) ) ) ) %) %) %) %) %) %) %)
Pyelonephritis 0(0.00 0(0.00% 1(3.13% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
yelonep %) ) ) ) ) %) %) %) %) %) %) %)
Respiratory tract 0 (0.00  0(0.00% 0 (0.00% 1(4.55% 1(2.94% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
infection %) ) ) ) ) %) %) %) %) %) %) %)
. 0(0.00 0(0.00% 0(0.00% 2(9.09% 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
Rhinitis %) ) ) ) ) %) %) %) %) %) %) %)
. 0(0.00 0(0.00% 0(0.00% 0(0.00% 1(2.94% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
Sinusitis %) ) ) ) ) %) %) %) %) %) %) %)
Skin infection 0(0.00 1(7.69% 0(0.00% 1(455% 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
%) ) ) ) ) %) %) %) %) %) %) %)
Spinal cord 0(0.00 0(0.00% 0(0.00% 0(0.00% 1(2.94% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
infection %) ) ) ) ) %) %) %) %) %) %) %)
Systemic 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
infection %) ) ) ) ) %) %) %) %) %) %) %)
0(0.00 0(0.00% 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(20.00 0/(0.00
Tooth abscess %) ) ) ) ) %) %) %) %) %) %) %)
Tracheitis 0(0.00 0(0.00% 1(3.13% 0(0.00% 0(0.00% 0(0.00 0(0.00 1(16.6 0(0.00 0(0.00 0(0.00 0(0.00
%) ) ) ) ) %) %) 7%) %) %) %) %)
:’egp?r;to act  0(0:00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
inferz;tion Y %) ) ) ) ) %) %) %) %) %) %) %)
Urinary tract 0(0.00 0(0.00% 1(3.13% 0(0.00% 0(0.00% 0(0.00 0(0.00 1(16.6 0(0.00 1(16.67 0(0.00 0 (0.00
infection %) ) ) ) ) %) %) 7%) %) %) %) %)
o 1(16.6 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
Vaginal infection 7%) ) ) ) ) %) %) %) %) %) %) %)
Vulvovaginal 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
mycotic infection %) ) ) ) ) %) %) %) %) %) %) %)

Injury, poisoning
and procedural
complications
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Fall 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00

%) ) ) ) ) %) %) %) %) %) %) %)
Forearm fracture 0 (000 0(0.00%  0(0.00% 0(0.00% 0(0.00% 0(0.00 0(000 0(000 0(0.00 0(0.00 0(0.00 0(0.00
%) ) ) ) ) %) %) %) %) %) %) %)
\';;‘rTebtfr;I 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
fracture %) ) ) ) ) %) %) %) %) %) %) %)
Multiple 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
fractures %) ) ) ) ) %) %) %) %) %) %) %)
0(0.00 1(7.69% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
Overdose %) ) ) ) ) %) %) %) %) %) %) %)
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
pneumothorax %) ) ) ) ) %) %) %) %) %) %) %)
Rib fracture 0(0.00 0(0.00% 0(0.00% 0(0.00% 1(2.94% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
%) ) ) ) ) %) %) %) %) %) %) %)
Tooth fracture 0(0.00 0(0.00% 0(0.00% 1(4.55% 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
%) ) ) ) ) %) %) %) %) %) %) %)
Wound 0(0.00 0(0.00% 0(0.00% 0(0.00% 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 %) ) ) ) ) %) %) %) %) %) %) %)

Investigations

aAr'ﬁi”nigt?ansferas 0(000 2(1538 5(1563 1(455% 7(2059 1(1667 2(3333 0(0.00 1(1667 0(0.00 1(2000 0 (0.00
. %) %) %) ) %) %) %) %) %) %) %) %)

e increased

Amylase 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 0(0.00 0(0.00

decreased %) ) ) ) ) %) %) %) %) %) %) %)

Amylase 0(0.00 1(769% 1(3.13% 1(455% 3(8.82% 0(0.00 1(16.67 0(0.00 0 (0.00 0 (0.00 0(0.00 0(0.00

increased %) ) ) ) ) %) %) %) %) %) %) %)

Aspartate o

aminotransforas | 0(0:00  3(23.08  4(1250  2(9.09% 8(2353 2(3333 1(1667 0(0.00 1(16.67 0(0.00 1(20.00 0(0.00
. %) %) %) ) %) %) %) %) %) %) %) %)

e increased

Bilirubin 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 0(0.00 0(0.00

conjugated %) ) ) ) ) %) %) %) %) %) %) %)
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Bilirubin 0(0.00 1(7.69% 0(0.00% 0(0.00% 1(2.94% 0(0.00 1(1667 0(0.00 0(0.00 0(0.00 1(20.00 0(0.00
conjugated %) ) ) ) ) %) %) %) %) %) %) %)
increased
Blood albumin  0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(0.00 0(0.00
decreased %) ) ) ) ) %) %) %) %) %) %) %)
BL%"S" ﬁ'a'iz's";e 1(16.6 1(7.69% 4(1250 0(0.00% 4(11.76 1(16.67 1(16.67 1(16.6 0(0.00 0(0.00 1(20.00 0 (0.00
phosp 7%) ) %) ) %) %) %) 7%) %) %) %) %)
increased
E!SS% - 0 (0(/).)00 0 (0.)00% 0 (0.)00% 0 (0.)00% 0 (o.)oo% 0 (0(/).)00 0 (0(/).)00 0 (09.)00 0 (0(/).)00 0 (0(/).)00 0 (09.)00 0 (09.)00
increased 0 ° ° ° ° ° ° °
Blood biirupy, 0000 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
%) ) ) ) ) %) %) %) %) %) %) %)
Blood bilirubin ~~ 0(0.00 1(7.69% 0(0.00% 0(0.00% 5(1471 0(0.00 1(16.67 1(166 0(0.00 0(0.00 2(40.00 0 (0.00
increased %) ) ) ) %) %) %) 7%) %) %) %) %)
Blood calcium  0(0.00 0(0.00% 0(0.00% 1(455% 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(0.00 0(0.00
decreased %) ) ) ) ) %) %) %) %) %) %) %)
Blood chloride ~ 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
decreased %) ) ) ) ) %) %) %) %) %) %) %)
Blood 0(0.00 0(0.00% 0(0.00% 0(0.00% 1(294% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0/(0.00
cholesterol
; %) ) ) ) ) %) %) %) %) %) %) %)
increased
Blood creatine  0(0.00 0(0.00% 0(0.00% 1(455% 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(0.00 0(0.00
increased %) ) ) ) ) %) %) %) %) %) %) %)

Blood creatine

phosphokinase 0(0.00 1(769% 1(3.13% 1(4.55% 2(5.88% 0(0.00 1(16.67 0(0.00 0(0.00 1(16.67 0(0.00 0(0.00

increased %) ) ) ) ) %) %) %) %) %) %) %)
Blood creatinine 1 (16.6  0(0.00% 0(0.00% 1 (4.55% 1(2.94% 1(16.67 0(0.00 1(166 0(0.00 0(0.00 0(0.00 0 (0.00
increased 7%) ) ) ) ) %) %) 7%) %) %) %) %)
Blood glucose 0(0.00 1(7.69% 0(0.00% 0(0.00% 0 (0.00% 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
increased %) ) ) ) ) %) %) %) %) %) %) %)
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Blood lactate 0(0.00 0(0.00% 0(0.00% 0(0.00% 1(2.94% 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00 0(0.00

idnecrlzggé%enase %) ) ) ) ) %) %) %) %) %) %) %)
anIaoggesium 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0 (0.00 0 (0.00 0 (0.00 1(16.67 0(0.00 0 (0.00
0, 0, 0, 0, 0, 0, 0, 0,

decreased %) ) ) ) ) %) %) %) %) %) %) %)
Blood potassium 0 (0.00 0(0.00% 0(0.00% 1(4.55% 0(0.00% 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
increased %) ) ) ) ) %) %) %) %) %) %) %)
Blood pressure 0(0.00 0(0.00% 0(0.00% 1(4.55% 0(0.00% 0(0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
increased %) ) ) ) ) %) %) %) %) %) %) %)
Blood thyroid
stimulating 1(16.6 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
hormone 7%) ) ) ) ) %) %) %) %) %) %) %)
increased
Blood urea 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
increased %) ) ) ) ) %) %) %) %) %) %) %)
Blood uric acid 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
increased %) ) ) ) ) %) %) %) %) %) %) %)
C-reactive 0 o o o o

rotein (0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
p %) ) ) ) ) %) %) %) %) %) %) %)
increased

Creatinine renal

kol 0(0.00 0(0.00% 0(0.00% 1(455% 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00

decreased %) ) ) ) ) %) %) %) %) %) %) %)
Ejection fraction  0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00 0(0.00 0(0.00 0¢(0.00 0 (0.00 0 (0.00 0 (0.00
decreased %) ) ) ) ) %) %) %) %) %) %) %)
Electrocardiogra  0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00 0(0.00 0(0.00 0¢(0.00 0 (0.00 0 (0.00 0 (0.00
m QT prolonged %) ) ) ) ) %) %) %) %) %) %) %)
Gamma-

glutamyiransfer 0 (000 0(0.00% 3(9.38% 1(455% 0(0.00% 0(0.00 1(1667 0(0.00 0(0.00 1(16.67 1(20.00 0(0.00

ase increased %) ) ) ) ) %) %) %) %) %) %) %)
International  5(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(000 0(000 0(000 0(0.00 0(0.00 1(20.00 0(0.00
normalised ratio %) ) ) ) ) %) %) %) %) %) %) %)
increased
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Lipase 0(0.00 2(15.38 1(3.13% 1(455% 6(17.65 0(0.00 1(16.67 0(0.00 0(0.00 1(16.67 0(0.00 0(0.00
increased %) %) ) ) %) %) %) %) %) %) %) %)
Lymphocyte 1(16.6 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00 0(0.00 0(0.00 0(0.00 0 (0.00 0(0.00 0(0.00
count decreased 7%) ) ) ) ) %) %) %) %) %) %) %)
Neutrophil count 0 (0.00 0(0.00% 1(3.13% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(0.00 1(16.67 0(0.00 0(0.00 0(0.00
decreased %) ) ) ) ) %) %) %) %) %) %) %)
Neutrophil count 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 0(0.00
increased %) ) ) ) ) %) %) %) %) %) %) %)
Oxygen 0(0.00 0(0.00% 1(3.13% 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
(Sizt(:l:‘"eaatlsoend %) ) ) ) ) %) %) %) %) %) %) %)
Platelet count 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 0(0.00
decreased %) ) ) ) ) %) %) %) %) %) %) %)
Platelet count 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 0(0.00
increased %) ) ) ) ) %) %) %) %) %) %) %)
Protein total 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(0.00 0¢(0.00 0 (0.00 0(0.00 0(0.00
decreased %) ) ) ) ) %) %) %) %) %) %) %)
Protein total 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 0(0.00
increased %) ) ) ) ) %) %) %) %) %) %) %)
Thyroxine free 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 0(0.00
increased %) ) ) ) ) %) %) %) %) %) %) %)
Transaminases 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(.00 1(16.67 1(16.67 0(0.00 0(0.00
increased %) ) ) ) ) %) %) %) %) %) %) %)
Waist 0(0.00 0(0.00% 0(0.00% 1(4.55% 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0 (0.00 0(0.00 0(0.00
circumference

increased %) ) ) ) ) %) %) %) %) %) %) %)
Weight 1(16.6 0(0.00% 1(3.13% 1(4.55% 4(11.76 2(33.33 0(0.00 0(0.00 0(0.00 0 (0.00 0(0.00 0(0.00
decreased 7%) ) ) ) %) %) %) %) %) %) %) %)
Weight 0(0.00 0(0.00% 0(0.00% 1(4.55% 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0 (0.00 0(0.00 0(0.00
increased %) ) ) ) ) %) %) %) %) %) %) %)
White blood cell 0 (0.00 0 (0.00% 0(0.00% 0(0.00% 1(2.94% 1(16.67 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
count decreased %) ) ) ) ) %) %) %) %) %) %) %)
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Metabolism and

nutrition
disorders
Appetite 0(0.00 0(0.00% 0(0.00% 0(0.00% 1(294% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
disorder %) ) ) ) ) %) %) %) %) %) %) %)
Decreased 3(50.0 1(7.69% 8(2500 11(50.00 8(2353 3(50.00 1(16.67 0(0.00 1(16.67 1(16.67 1(20.00 1 (16.67
appetite 0%) ) %) %) %) %) %) %) %) %) %) %)
Dehydration 0(0.00 0(0.00% 1(313% 0(0.00% 0(0.00% 0(0.00 1(16.67 0(0.00 0(0.00 0(0.00 0(0.00 0/(0.00
%) ) ) ) ) %) %) %) %) %) %) %)
Hypercaloaemia 0000 0(0.00% 3(8.38% 1(455% 2(588% 0(0.00 0(0.00 0(000 0(000 1(1667 0(0.00 0 (0.00
%) ) ) ) ) %) %) %) %) %) %) %)
Hyperchloraemi  0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
a %) ) ) ) ) %) %) %) %) %) %) %)
Hypercreatinina  0(0.00 0(0.00% 0(0.00% 1(455% 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
emia %) ) ) ) ) %) %) %) %) %) %) %)
Hyperglycaemia 000 0(0.00% 0(0.00% 1(455% 1(294% 0(0.00 0(0.00 0(000 0(000 1(1667 0(0.00 0 (0.00
%) ) ) ) ) %) %) %) %) %) %) %)
 0(000 0(000% 1(3.13% 0(0.00% 2(588% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
Hyperkalaemia %) ) ) ) ) %) %) %) %) %) %) %)
Hypermagnesae 0 (0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
mia %) ) ) ) ) %) %) %) %) %) %) %)
Hyperphosphata 0 (0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(0.00 0(.00 0(0.00 0(.00 0(0.00
emia %) ) ) ) ) %) %) %) %) %) %) %)
Hypertriglycerida 0 (0.00 0 (0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
emia %) ) ) ) ) %) %) %) %) %) %) %)
" 0(000 0(000% 1(3.13% 0(0.00% 1(2.94% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
Hyperuricaemia %) ) ) ) ) %) %) %) %) %) %) %)
Hypoalbuminae  1(16.6 1(7.69% 3(9.38% 1(455% 5(1471 2(33.33 1(1667 0(0.00 0(0.00 1(16.67 2(40.00 0 (0.00
mia 7%) ) ) ) %) %) %) %) %) %) %) %)
_ 0(000 0(0.00% 0(0.00% 0(0.00% 3(8.82% 0(0.00 2(3333 0(0.00 0(0.00 1(1667 0(0.00 0(0.00
Hypocalcaemia %) ) ) ) ) %) %) %) %) %) %) %)
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_0(0.00 0(0.00% 0(0.00% 1(455% 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
Hypoglycaemia (%) ( ) ( ) ( Y ( ) (%) (%) (%) (%) (%) (%) (%)

. 0(0.00 0(0.00% 2(6.25% 1(455% 2(588% 0(0.00 0(0.00 0(0.00 1(16.67 1(16.67 1(20.00 0 (0.00
Hypokalaemia %) ) ) ) ) %) %) %) %) %) %) %)
Hypomagnesae  0(0.00 0(0.00% 2 (6.25% 2(9.09% 0(0.00% 0(0.00 0(0.00 0(.00 0(.00 2(33.33 0(0.00 0(0.00
mia %) ) ) ) ) %) %) %) %) %) %) %)

_ 0(0.00 0(0.00% 1(3.13% 0(0.00% 4(11.76 0(0.00 1(16.67 1(166 0(0.00 0(0.00 1(20.00 0 (0.00
yponatiaemia %) ) ) ) %) %) %) %) %) %) %) %)
Hypophosphata  0(0.00 0(0.00% 0(0.00% 0(0.00% 1(2.94% 1(16.67 1(16.67 0(0.00 0(0.00 1(16.67 1(20.00 0 (0.00
emia %) ) ) ) ) %) %) %) %) %) %) %)
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(00 0(0.00 0(.00 0(0.00
a %) ) ) ) ) wWoR R R %) %) %)
Metabolic 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 0(.00 0(0.00 0(0.00
acidosis %) ) ) ) ) %) %) %) %) %) %) %)

N 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 0(.00 0(0.00 0(0.00
Polydipsia
%) ) ) ) ) %) %) %) %) %) %) %)
Musculoskeletal
and connective
tissue disorders
. 0(000 2(1538 6(1875 6(27.27 4(1176 1(1667 0(0.00 1(16.6 1(16.67 1(1667 0(0.00 0 (0.00
Arthralgia
%) %) %) %) %) %) %) 7%) %) %) %) %)
N 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 0(.00 0(0.00 0(0.00
Arthritis %) ) ) ) ) %) %) %) %) %) %) %)
. 2(333 4(30.77 2(6.25% 3(1364 2(588% 2(3333 1(16.67 1(166 1(16.67 2(3333 0(0.00 1(16.67
Back pain 3%) %) ) %) ) %) %) 7%) %) %) %) %)
Bone pain 0 (O(/).)oo 0 (o.)00% 0 (o.)00% 0 (o.)00% 1 (2.)94% 1 (3/ 6).67 0 (O(/).)oo 0 (09.)00 0 (O(/).)oo 0 (O(/).)oo 0 (09.)00 0 (09.)00
0 0 0 0 0 0 0 0
. 0(0.00 1(7.69% 0(0.00% 0(0.00% 2(5.88% 0(0.00 0(0.00 0(0.00 0(0.00 1(16.67 1(20.00 0 (0.00
Flank pain %) ) ) ) ) %) %) %) %) %) %) %)
o 00 0(0.00% 0(0.00% 1(4.55% 00% 00 00 0(0. 00 00 0. 0(0.
Groin oain 0(0 (0.00% 0(0.00% 1(455% 0(0.00% 0 (0 0(0 000 0(0 0(0 (0.00  0(0.00
P %) ) ) ) ) %) %) %) %) %) %) %)
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Intervertebral 0(0.00 0(0.00% 1(3.13% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
disc disorder %) ) ) ) ) %) %) %) %) %) %) %)
. . 0(0.00 0(0.00% 0 (0.00% 1(4.55% 0(0.00% 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
Limb discomfort %) ) ) ) ) %) %) %) %) %) %) %)
0(0.00 0(0.00% 1(3.13% 0(0.00% 0(0.00% 1(16.67 0(0.00 0(0.00 0(.00 0(0.00 0(0.00 0(0.00
Muscle spasms = ) ) ) ) ) %) %) %) %) %) %) %)
Muscular 0(0.00 0(0.00% 1(3.13% 0(0.00% 0(0.00% 1(16.67 0(0.00 0(0.00 0(.00 0(0.00 0(0.00 0(0.00
weakness %) ) ) ) ) %) %) %) %) %) %) %)
Musculoskeletal 0 (0.00 1(7.69% 2 (6.25% 1(4.55% 0(0.00% 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
chest pain %) ) ) ) ) %) %) %) %) %) %) %)
Musculoskeletal 1 (16.6 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 1(16.67 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
pain 7%) ) ) ) ) %) %) %) %) %) %) %)
Mvalaia 1(16.6 1(7.69% 2 (6.25% 1 (4.55% 1(2.94% 1(16.67 0 (0.00 1(16.6 1(16.67 1(16.67 0 (0.00 1(16.67
valg 7%) ) ) ) ) %) %) 7%) %) %) %) %)
Neck pain 0(0.00 0(0.00% 1(3.13% 0(0.00% 0 (0.00% 0 (0.00 0 (0.00 0 (0.00 0 (0.00 1(16.67 0 (0.00 0 (0.00
P %) ) ) ) ) %) %) %) %) %) %) %)
Osteoporosis 0(0.00 0(0.00% 1(3.13% 0(0.00% 0 (0.00% 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
P %) ) ) ) ) %) %) %) %) %) %) %)
o . 0(0.00 1(7.69% 2(6.25% 1(4.55% 1(2.94% 0(0.00 0(0.00 0(.00 0(.00 0(.00 0(0.00 0(0.00
Pain in extremity %) ) ) ) ) %) %) %) %) %) %) %)
Pain in iaw 0 (0.00 1(7.69% 0(0.00% 0 (0.00% 1(2.94% 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
J %) ) ) ) ) %) %) %) %) %) %) %)
Scoliosis 0(0.00 0(0.00% 1(3.13% 0(0.00% 0 (0.00% 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
%) ) ) ) ) %) %) %) %) %) %) %)
Spinal 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
pinaip %) ) ) ) ) %) %) %) %) %) %) %)
Tenosynovitis 0(0.00 0(0.00% 1(3.13% 0(0.00% 0 (0.00% 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
stenosans %) ) ) ) ) %) %) %) %) %) %) %)
Neoplasms
benign,

malignant and
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unspecified (incl
cysts and polyps)

0, 0, 0, 0,
Cancer pain 0(0.00 0(0.00% 1(3.13% 0(0.00% 1(2.94% 0(0.00 0(0.00 0(0.00 0¢(0.00 0 (0.00 0(0.00 0(0.00

%) ) ) ) ) %) %) %) %) %) %) %)
Infected 0(0.00 0(0.00% 1(3.13% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(0.00 0¢(0.00 0 (0.00 0 (0.00 0 (0.00
neoplasm %) ) ) ) ) %) %) %) %) %) %) %)
Malignant 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 1(16.67 0(0.00 0(0.00 0 (0.00 0 (0.00 0 (0.00
pleural effusion %) ) ) ) ) %) %) %) %) %) %) %)
Oncologic 0(0.00 1(769% 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 0 (0.00
complication %) ) ) ) ) %) %) %) %) %) %) %)
Tumour 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(0.00 0¢(0.00 0 (0.00 0 (0.00 0 (0.00
associated fever %) ) ) ) ) %) %) %) %) %) %) %)
Tumour 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(.00 O0(.00 1(16.67 0(0.00 0 (0.00
fistulisation %) ) ) ) ) %) %) %) %) %) %) %)
Tumour 1(16.6 0(0.00% 1(3.13% 0(0.00% 1(2.94% 0(0.00 0(0.00 0(.00 0¢(0.00 0 (0.00 0 (0.00 0 (0.00
haemorrhage 7%) ) ) ) ) %) %) %) %) %) %) %)
Tumour pain 0(0.00 0(0.00% 1(3.13% 0(0.00% 2(5.88% 0(0.00 0(0.00 1(166 2(33.33 1(16.67 2(40.00 0(0.00
P %) ) ) ) ) %) %) 7%) %) %) %) %)

Nervous system

disorders
Allodynia 0(0.00 0(0.00% 1(3.13% 0(0.00% 0(0.00% 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
%) ) ) ) ) %) %) %) %) %) %) %)
. 0(0.00 0(0.00% 0(0.00% 0(0.00% 1(2.94% 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
Aphasia
%) ) ) ) ) %) %) %) %) %) %) %)
Balance disorder 0(0.00 0(0.00% 1(3.13% 0(0.00% 0(0.00% 0 (0.00 0 (0.00 0 (0.00 0 (0.00 1(16.67 0 (0.00 0 (0.00
%) ) ) ) ) %) %) %) %) %) %) %)
Cerebrovascular 0(0.00 0(0.00% 0(0.00% 0(0.00% 0 (0.00% 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
accident %) ) ) ) ) %) %) %) %) %) %) %)
. 1(16.6 2(15.38 13.13% 2(9.09% 1(2.94% 1(16.67 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
Dizziness
7%) %) ) ) ) %) %) %) %) %) %) %)
Dvsaesthesia 0(0.00 0(0.00% 2(6.25% 0(0.00% 0(0.00% 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
y %) ) ) ) ) %) %) %) %) %) %) %)

Page 107



> NOVARTIS

Clinical Trial Results Website

Dysarthria 0(0.00 0(0.00% 0(0.00% 1(455% 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00

%) ) ) ) ) %) %) %) %) %) %) %)
Dvsgeusia 0(0.00 0(0.00% 0(0.00% 1(455% 0(0.00% 0(0.00 0(.00 0(.00 0(.00 0(.00 0(0.00 0(0.00
ys9 %) ) ) ) ) %) %) %) %) %) %) %)

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

. _0(0.00 0(0.00% 0(0.00% 0(0.00% 1(2.94% 0(0.00 0(0.00 0(0.00 0(.00 0(0.00 0(0.00 0(0.00
Facial neuralgia %) ) ) ) ) %) %) %) %) %) %) %)
Facial paresis 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(.00 0(.00 0(.00 1(16.67 0(0.00 0(0.00

P %) ) ) ) ) %) %) %) %) %) %) %)
Headache 1(16.6 0(0.00% 3(9.38% 2(9.09% 3(8.82% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(20.00 0(0.00
7%) ) ) ) ) %) %) %) %) %) %) %)
Hemivaresis 0(0.00 0(0.00% 1(3.13% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
P %) ) ) ) ) %) %) %) %) %) %) %)
Hepatic 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(0.00 0(0.00
encephalopathy %) ) ) ) ) %) %) %) %) %) %) %)
Hvoersomnia 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
yp %) ) ) ) ) %) %) %) %) %) %) %)

. 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 1(16.67 0(0.00 0(0.00
Hypoaesthesia %) ) ) ) ) %) %) %) %) %) %) %)
Intracranial 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(0.00 0(0.00
mass %) ) ) ) ) %) %) %) %) %) %) %)
Loss of 0(0.00 0(0.00% 0(0.00% 2(9.09% 0(0.00% 0(0.00 0(.00 0(.00 0(.00 0(.00 0(0.00 0(0.00
consciousness %) ) ) ) ) %) %) %) %) %) %) %)
Memory 0(0.00 0(0.00% 0(0.00% 1(455% 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
impairment %) ) ) ) ) %) %) %) %) %) %) %)
Monooledia 0(0.00 0(0.00% 0(0.00% 0(0.00% 1(2.94% 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00 0(0.00

pleg %) ) ) ) ) %) %) %) %) %) %) %)
Mvoclonus 0(0.00 0(0.00% 0(0.00% 0(0.00% 1(2.94% 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00 0(0.00
y %) ) ) ) ) %) %) %) %) %) %) %)
Neuralaia 0(0.00 0(0.00% 1(3.13% 0(0.00% 1(2.94% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
g %) ) ) ) ) %) %) %) %) %) %) %)
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Neuropathy 0(0.00 0(0.00% 0(0.00% 1(4.55% 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
peripheral %) ) ) ) ) %) %) %) %) %) %) %)

Neurotoxicit 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
y %) ) ) ) ) %) %) %) %) %) %) %)

Ophthalmic 0(0.00 0(0.00% 1(3.13% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
migraine %) ) ) ) ) %) %) %) %) %) %) %)

Paracsthesia 1(16.6 0(0.00% 1(3.13% 2(9.09% 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
7%) ) ) ) ) %) %) %) %) %) %) %)

feirjr'g’;ﬁ 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00

laryngeal nerve %) ) ) ) ) %) %) %) %) %) %) %)

Peripheral motor 0 (0.00 0 (0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(.00 0(.00 0(.00 0(0.00 0(0.00

neuropathy %) ) ) ) ) %) %) %) %) %) %) %)
Peripheral 0(0.00 0(0.00% 0(0.00% 0 ° 0
sonsory (©. (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 0(0.00
ouropathy %) ) ) ) ) %) %) %) %) %) %) %)
Peroneal nerve 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 0(0.00
palsy %) ) ) ) ) %) %) %) %) %) %) %)
Sciatica 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(0.00 0(0.00
%) ) ) ) ) %) %) %) %) %) %) %)
Seizure 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(16.67 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
%) ) ) ) ) %) %) %) %) %) %) %)
Sensorimotor 0(0.00 0(0.00% 1(3.13% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
disorder %) ) ) ) ) %) %) %) %) %) %) %)
Somnolence 0(0.00 0(0.00% 3(9.38% 1(4.55% 1(2.94% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
%) ) ) ) ) %) %) %) %) %) %) %)
Spinal cord 0(0.00 0(0.00% 1(3.13% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
compression %) ) ) ) ) %) %) %) %) %) %) %)
SvncoDe 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
yneop %) ) ) ) ) %) %) %) %) %) %) %)
. 1(16.6 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
Taste disorder 7%) ) ) ) ) %) %) %) %) %) %) %)
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Tremor 1(16.6 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0 (0.00 0(0.00 0(0.00

7%) ) ) ) ) %) %) %) %) %) %) %)
VIth nerve 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(0.00 0¢(0.00 0(0.00 0(0.00 0(0.00
disorder %) ) ) ) ) %) %) %) %) %) %) %)
Vocal cord 0(0.00 0(0.00% 0(0.00% 0(0.00% 1(2.94% 0(0.00 0(0.00 0(0.00 0¢(0.00 0 (0.00 0 (0.00 0 (0.00
paralysis %) ) ) ) ) %) %) %) %) %) %) %)

Product issues

Devi . 0(0.00 1(769% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0 (0.00 0(0.00 0(0.00
evice occlusion

%) ) ) ) ) %) %) %) %) %) %) %)
Psychiatric
disorders

Anxiet 1(166 0(0.00% 3(9.38% 0(0.00% 1(2.94% 0(0.00 0(0.00 0(0.00 0(.00 2(33.33 0¢(0.00 0 (0.00
y 7%) ) ) ) ) %) %) %) %) %) %) %)

. 0(0.00 0(0.00% 0(0.00% 1(4.55% 0(0.00% 0(0.00 0(0.00 0(0.00 0¢(0.00 0 (0.00 0 (0.00 0 (0.00

Bradyphrenia o o o o o o o o

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

Confusional 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(0.00 0¢(0.00 0 (0.00 0 (0.00 0 (0.00
state %) ) ) ) ) %) %) %) %) %) %) %)

Depressed 0(0.00 0(0.00% 0(0.00% 0(0.00% 1(2.94% 0(0.00 0(0.00 0(0.00 0¢(0.00 0 (0.00 0 (0.00 0 (0.00
mood %) ) ) ) ) %) %) %) %) %) %) %)

Depression 0(0.00 1(769% 0(0.00% 1(4.55% 0(0.00% 0(0.00 0(0.00 0(0.00 0¢(0.00 0 (0.00 0 (0.00 0 (0.00
%) ) ) ) ) %) %) %) %) %) %) %)

Hallucination 0(0.00 0(0.00% 0(0.00% 0(0.00% 1(2.94% 0(0.00 0(0.00 0(0.00 0¢(0.00 0 (0.00 0 (0.00 0 (0.00
%) ) ) ) ) %) %) %) %) %) %) %)

Insomnia 0(0.00 0(0.00% 0(0.00% 0(0.00% 1(2.94% 0(0.00 0(0.00 0(0.00 0¢(0.00 0 (0.00 0 (0.00 0 (0.00
%) ) ) ) ) %) %) %) %) %) %) %)

o 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(0.00 0¢(0.00 0 (0.00 0 (0.00 0 (0.00
Irritability %) ) ) ) ) %) %) %) %) %) %) %)

Mental status 0(0.00 0(0.00% 0(0.00% 1(4.55% 0(0.00% 0(0.00 0(0.00 0(0.00 0¢(0.00 0 (0.00 0 (0.00 0 (0.00
changes %) ) ) ) ) %) %) %) %) %) %) %)
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Mixed anxiety
and depressive
disorder

0(0.00 0(0.00% 0(0.00% 0(0.00% 1(2.94% 0(0.00 0(.00 0(0.00 0¢(0.00 0 (0.00 0(0.00 0(0.00
%) ) ) ) ) %) %) %) %) %) %) %)

Sleep disorder 0 (000 0(0.00%  1(3.13% 0(0.00% 0(0.00% 0(000 0(0.00 0(000 0(0.00 0(000 0(0.00 0(000

%) ) ) ) ) %) %) %) %) %) %) %)
Renal and urinary
disorders

Acute kidney 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(0.00 0¢(0.00 0 (0.00 0 (0.00 0 (0.00
injury %) ) ) ) ) %) %) %) %) %) %) %)

Anuria 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(0.00 0¢(0.00 0 (0.00 0 (0.00 0 (0.00
%) ) ) ) ) %) %) %) %) %) %) %)

Cystitis 1(16.6 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(0.00 0¢(0.00 0 (0.00 0 (0.00 0 (0.00
noninfective 7%) ) ) ) ) %) %) %) %) %) %) %)

1(16.6 0(0.00% 0(0.00% 1(4.55% 1(2.94% 1(16.67 0(0.00 0(0.00 0(0.00 1(16.67 0(0.00 0 (0.00
Dysuria 16. . . . . 16. 0. 0. 0. 16. 0. 0.
7%) ) ) ) ) %) %) %) %) %) %) %)

Haematuria 1(16.6 0(0.00% 0(0.00% 3(13.64 0(0.00% 1(16.67 1(16.67 0(0.00 0(0.00 0 (0.00 0 (0.00 0 (0.00
7%) ) ) %) ) %) %) %) %) %) %) %)

Haemorrhage 0(0.00 0(0.00% 0(0.00% 1(4.55% 0(0.00% 0 (0.00 0(0.00 0(0.00 0¢(0.00 0 (0.00 0 (0.00 0 (0.00
urinary tract %) ) ) ) ) %) %) %) %) %) %) %)

0, 0, 0, [)

Hydronephrosis 0 (00.00 1(7.69% 0(0.00% 0(0.00% 0(0.00% O (00.00 0 (00.00 0 (00.00 0 (00.00 0 (00.00 0 (00.00 0 (00.00
%) ) ) ) ) %) %) %) %) %) %) %)

Micturition 0(0.00 0(0.00% 0(0.00% 0(0.00% 1(2.94% 0(0.00 0(0.00 0(0.00 0¢(0.00 0 (0.00 0 (0.00 0 (0.00
disorder %) ) ) ) ) %) %) %) %) %) %) %)

Micturition 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0 (0.00 1(16.6 0(0.00 0 (0.00 0 (0.00 0 (0.00
urgency %) ) ) ) ) %) %) 7%) %) %) %) %)

Nocturia 0 (00.00 0(0.00% 0(0.00% 1(4.55% 0(0.00% O (00.00 0 (00.00 0 (00.00 0 (00.00 0 (00.00 0 (00.00 0 (00.00
%) ) ) ) ) %) %) %) %) %) %) %)

Pollakiuria 1(16.6 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(.00 O0(.00 1(16.67 0(0.00 0 (0.00
7%) ) ) ) ) %) %) %) %) %) %) %)

Polvuria 0(0.00 1(7.69% 0(0.00% 0(0.00% 0(0.00% 0 (0.00 0(0.00 0(0.00 0¢(0.00 0 (0.00 0 (0.00 0 (0.00
y %) ) ) ) ) %) %) %) %) %) %) %)
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Renal colic 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00

%) ) ) ) ) %) %) %) %) %) %) %)
Renal failure 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(0.00 0¢(0.00 0 (0.00 0 (0.00 0 (0.00
%) ) ) ) ) %) %) %) %) %) %) %)
Urethral 0(0.00 1(769% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(0.00 0¢(0.00 0 (0.00 0 (0.00 0 (0.00
discharge %) ) ) ) ) %) %) %) %) %) %) %)
Urinary 1(16.6 1(7.69% 0(0.00% 1(4.55% 0(0.00% 0(0.00 0(0.00 0(0.00 0¢(0.00 0 (0.00 0 (0.00 0 (0.00
incontinence 7%) ) ) ) ) %) %) %) %) %) %) %)
Urinary retention 0(0.00 0(0.00% 0(0.00% 0(0.00% 1(2.94% 0(0.00 0(0.00 0(0.00 0¢(0.00 0 (0.00 0 (0.00 0 (0.00
ry %) ) ) ) ) %) %) %) %) %) %) %)
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 0¢(0.00 0 (0.00 0 (0.00 0 (0.00
disorder %) ) ) ) ) %) %) %) %) %) %) %)
Urinary tract 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(16.67 0(0.00 0(0.00 0¢(0.00 0 (0.00 0 (0.00 0 (0.00
obstruction %) ) ) ) ) %) %) %) %) %) %) %)
Reproductive
system and

breast disorders

Balanoposthitis 0 (000 1(7.69% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(000 0(000 0(0.00

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

Breast mass 0(0.00 0(0.00% 1(3.13% 0(0.00% 0(0.00% 0 (0.00 0(0.00 0(0.00 0¢(0.00 0 (0.00 0(0.00 0(0.00
%) ) ) ) ) %) %) %) %) %) %) %)

Breast oedema 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(0.00 1(16.6 0(0.00 0 (0.00 0(0.00 0(0.00
%) ) ) ) ) %) %) 7%) %) %) %) %)

Breast pain 0(0.00 0(0.00% 1(3.13% 0(0.00% 0(0.00% 1(16.67 0(0.00 0(0.00 0¢(0.00 0 (0.00 0(0.00 0(0.00
P %) ) ) ) ) %) %) %) %) %) %) %)

Genital pain 0(0.00 0(0.00% 0(0.00% 0(0.00% 1(2.94% 0(0.00 0(0.00 0(0.00 0¢(0.00 0 (0.00 0(0.00 0(0.00
P %) ) ) ) ) %) %) %) %) %) %) %)

Intermenstrual 0(0.00 0(0.00% 1(3.13% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(0.00 0¢(0.00 0 (0.00 0(0.00 0(0.00
bleeding %) ) ) ) ) %) %) %) %) %) %) %)

Menstruation 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(16.67 0(0.00 0(0.00 0¢(0.00 0 (0.00 0 (0.00 0 (0.00
irregular %) ) ) ) ) %) %) %) %) %) %) %)
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Pelvic pain 1(16.6 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0 (0.00 0(0.00 0(0.00

7%) ) ) ) ) %) %) %) %) %) %) %)

. . 1(16.6 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00 0(0.00 0(0.00 0¢(0.00 0(0.00 0(0.00 0(0.00
Perineal pain 7%) ) ) ) ) %) %) %) %) %) %) %)
Pruritus genital 1 ;1/6).6 0 (0.)00% 0 (0.)00% 0 (0.)00% 0 (0.)00% 0 (0(/).)00 0 (0(/).)00 0 (09.)00 0 (0(/).)00 0 (0(/).)00 0 (09)00 0 (09)00

(o] (o] (o] (o] (o] (o] (o] (o]
0(0.00 0(0.00% 0(0.00% 0(0.00% 1(2.94% 0(0.00 0(0.00 0(0.00 0¢(0.00 0(0.00 0(0.00 0(0.00
Scrotal oedema %) ) ) ) ) %) %) %) %) %) %) %)
Testicular 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(0.00 1(16.6 0(0.00 0(0.00 0(0.00 0(0.00
oedema %) ) ) ) ) %) %) 7%) %) %) %) %)
Vaginal 1(16.6 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00 0(0.00 0(0.00 0¢(0.00 0(0.00 0(0.00 0(0.00
discharge 7%) ) ) ) ) %) %) %) %) %) %) %)
Vaginal 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 1(16.67 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
haemorrhage %) ) ) ) ) %) %) %) %) %) %) %)
Vulvovaginal 0(0.00 0(0.00% 0(0.00% 0(0.00% 2(5.88% 0(0.00 0(0.00 0(0.00 0¢(0.00 0(0.00 0(0.00 0(0.00
pruritus %) ) ) ) ) %) %) %) %) %) %) %)
Respiratory,
thoracic and
mediastinal
disorders
Aphonia 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(0.00 0¢(0.00 0(0.00 0(0.00 0(0.00
P %) ) ) ) ) %) %) %) %) %) %) %)
. 0(0.00 0(0.00% 0(0.00% 1(4.55% 0(0.00% 0(0.00 0(0.00 0(0.00 0¢(0.00 0(0.00 0(0.00 0(0.00
Atelectasis
%) ) ) ) ) %) %) %) %) %) %) %)
Bronchial 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(0.00 0¢(0.00 0(0.00 0(0.00 0(0.00
obstruction %) ) ) ) ) %) %) %) %) %) %) %)
Bronchospasm 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(.00 O0(.00 1(16.67 0(0.00 0(0.00
P %) ) ) ) ) %) %) %) %) %) %) %)
0(0.00 0(0.00% 0(0.00% 0(0.00% 1(2.94% 0(0.00 0(0.00 0(0.00 0¢(0.00 0(0.00 0(0.00 0(0.00
Catarrh
atar %) ) ) ) ) %) %) %) %) %) %) %)
Chronic 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00 0(0.00 0(0.00 0¢(0.00 0(0.00 0(0.00 0(0.00
obstructive %) ) ) ) ) %) %) %) %) %) %) %)

Page 113



> NOVARTIS

Clinical Trial Results Website

pulmonary
disease
Couah 1(16.6 3(23.08 3(9.38% 4(18.18 7(2059 1(16.67 2(33.33 2(333 0(0.00 0(0.00 0(0.00 1(16.67
9 7%) %) ) %) %) %) %) 3%) %) %) %) %)
Drv throat 0(0.00 0(0.00% 0(0.00% 1(4.55% 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
ry %) ) ) ) ) %) %) %) %) %) %) %)
Dvsohonia 0(0.00 0(0.00% 1(3.13% 0(0.00% 2(5.88% 1(16.67 1(16.67 1(166 0(0.00 0(0.00 0(0.00 0(0.00
ysp %) ) ) ) ) %) %) 7%) %) %) %) %)
Dvsonoes 2(33.3 4(30.77 9(2813 8(36.36 9(2647 1(16.67 2(33.33 1(16.6 0(0.00 1(16.67 1(20.00 0 (0.00
ysp 3%) %) %) %) %) %) %) 7%) %) %) %) %)
Dyspnoea 1(16.6 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(16.67
exertional 7%) ) ) ) ) %) %) %) %) %) %) %)
Epistaxis 0(0.00 0(0.00% 1(3.13% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
P %) ) ) ) ) %) %) %) %) %) %) %)
Haemontysis 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(.00 0(.00 0(0.00 0(0.00 0(0.00
Pty %) ) ) ) ) %) %) %) %) %) %) %)
Hicouns 0(0.00 0(0.00% 0(0.00% 1(4.55% 1(2.94% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
P %) ) ) ) ) %) %) %) %) %) %) %)
Hvboxia 0(0.00 0(0.00% 0(0.00% 1(4.55% 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
yp %) ) ) ) ) %) %) %) %) %) %) %)
Luna disorder 0(0.00 0(0.00% 0(0.00% 0(0.00% 1(2.94% 0(0.00 0(0.00 0(.00 0(.00 0(0.00 0(0.00 0(0.00
9 %) ) ) ) ) %) %) %) %) %) %) %)
Nasal 0(0.00 1(7.69% 0(0.00% 0(0.00% 2(588% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
congestion %) ) ) ) ) %) %) %) %) %) %) %)
Nasal drvness 0(0.00 0(0.00% 0(0.00% 1(4.55% 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
y %) ) ) ) ) %) %) %) %) %) %) %)
Nasal 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(.00 0(.00 0(0.00 0(0.00 0(0.00
inflammation %) ) ) ) ) %) %) %) %) %) %) %)
Oropharyngeal ~ 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00 0(0.00
pain %) ) ) ) ) %) %) %) %) %) %) %)
Orthoonoes 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 1(16.67 0(0.00 0(0.00
P %) ) ) ) ) %) %) %) %) %) %) %)
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Pharyngeal 0(0.00 0(0.00% 0(0.00% 0(0.00% 1(2.94% 0(0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
inflammation %) ) ) ) ) %) %) %) %) %) %) %)
Pleural effusion 0(0.00 1(7.69% 1(3.13% 0(0.00% 1(294% 0(0.00 2(33.33 0(0.00 0 (0.00 1(16.67 0 (0.00 0 (0.00
%) ) ) ) ) %) %) %) %) %) %) %)
Pleuritic 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
P %) ) ) ) ) %) %) %) %) %) %) %)
Pneumonitis 0(0.00 0(0.00% 1(3.13% 0(0.00% 0(0.00% 0(0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
%) ) ) ) ) %) %) %) %) %) %) %)
Productive 0(0.00 0(0.00% 2(6.25% 2(9.09% 2(5.88% 1(16.67 0(0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
cough %) ) ) ) ) %) %) %) %) %) %) %)
Pulmonary 0(0.00 1(7.69% 0(0.00% 1(4.55% 1(2.94% 0(0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
embolism %) ) ) ) ) %) %) %) %) %) %) %)
Pulmonary 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
hypertension %) ) ) ) ) %) %) %) %) %) %) %)
Respiratory 0(0.00 0(0.00% 1(3.13% 0(0.00% 0(0.00% 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
failure %) ) ) ) ) %) %) %) %) %) %) %)
Respiratory tract 0 (0.00 1(7.69% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
congestion %) ) ) ) ) %) %) %) %) %) %) %)
Rhinalaia 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
g %) ) ) ) ) %) %) %) %) %) %) %)
Rhinitis alleraic 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0 (0.00 1(16.6 0 (0.00 0 (0.00 0 (0.00 0 (0.00
9 %) ) ) ) ) %) %) 7%) %) %) %) %)
Rhinorrhoea 0(0.00 0(0.00% 0(0.00% 1(4.55% 0(0.00% 0(0.00 0 (0.00 0 (0.00 0 (0.00 1(16.67 0 (0.00 0 (0.00
%) ) ) ) ) %) %) %) %) %) %) %)
o 0(0.00 1(7.69% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
Throat irritation %) ) ) ) ) %) %) %) %) %) %) %)
Wheezin 0(0.00 0(0.00% 0(0.00% 0(0.00% 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 %) ) ) ) ) %) %) %) %) %) %) %)
Skin and
subcutaneous

tissue disorders
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Acne 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(.00 0(0.00
%) ) ) ) ) %) %) %) %) %) %) %)

Actinic keratosis 0 (0-00  0(0.00%  0(0.00% 0(0.00% 1(2.94% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
%) ) ) ) ) %) %) %) %) %) %) %)

Cold swest 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00 0(0.00
%) ) ) ) ) %) %) W) %) %) %) %)

Dermatitis 0(0.00 0(0.00% 0(0.00% 0(0.00% 1(2.94% 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00 0(0.00
%) ) ) ) ) %) %) %) %) %) %) %)

Dermatitis 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(16.67
acneiform %) ) ) ) ) %) %) %) %) %) %) %)

Drv skin 1(16.6 1(7.69% 1(3.13% 3(13.64 1(294% 0(.00 0(.00 1(166 0(.00 0(.00 0(0.00 0¢(0.00
i 7%) ) ) %) ) %) %) 1% %) %) %) %)

Eczema 0(0.00 0(0.00% 1(3.13% 2(9.09% 1(2.94% 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00 0(0.00
%) ) ) ) ) %) %) %) %) %) %) %)

Ervthema 0(0.00 1(7.69% 0(0.00% 2(9.09% 1(2.94% 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00 0(0.00
v %) ) ) ) ) %) %) %) %) %) %) %)

Hirsutism 0(0.00 0(0.00% 0(0.00% 1(4.55% 0(0.00% 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00 0(0.00
%) ) ) ) ) %) %) W) %) %) %) %)

Hvoerhidrosis 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00 0(0.00
o %) ) ) ) ) %) %) %) %) %) %) %)

Lichen planus 0(0.00 0(0.00% 0(0.00% 1(455% 0(0.00% 0(0.00 0(0.00 0(.00 0(.00 0(.00 0(0.00 0(0.00
P %) ) ) ) ) %) %) %) %) %) %) %)

Nail dvstronh 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(0.00 0(0.00
R %) ) ) ) ) %) %) %) %) %) %) %)

Nail toxicit 0(0.00 0(0.00% 0(0.00% 1(4.55% 0(0.00% 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00 0(0.00
’ %) ) ) ) ) %) %) %) %) %) %) %)

Night sweats 1(16.6 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(0.00 0(0.00
9 7%) ) ) ) ) %) %) %) %) %) %) %)

Onvehodlasis 0(0.00 1(7.69% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(.00 0(.00 0(.00 0(0.00 0(0.00
’ %) ) ) ) ) %) %) W) %) %) %) %)

Onvcholvsis 0(0.00 0(0.00% 0(0.00% 1(4.55% 0(0.00 0(.00 0(.00 0(.00 0(.00 0(.00 0(@.00 0(.00
yenow %) ) ) ) ) %) %) %) %) %) %) %)
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Papule 0(0.00 0(0.00% 1(3.13% 0(0.00% 0(0.00% 0 (0.00 0(0.00 0(0.00 0¢(0.00 0 (0.00 0 (0.00 0 (0.00
P %) ) ) ) ) %) %) %) %) %) %) %)
Petechiae 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(0.00 0¢(0.00 0 (0.00 0 (0.00 0 (0.00
%) ) ) ) ) %) %) %) %) %) %) %)

Pruritus 0(0.00 3(23.08 5(15.63 5(22.73 5(14.71 0(0.00 1(1667 O0(0.00 0(.00 1(16.67 0(0.00 0 (0.00
%) %) %) %) %) %) %) %) %) %) %) %)

Rash 1(16.6 0(0.00% 2(6.25% 3(13.64 3(8.82% 1(16.67 0(0.00 0(0.00 0(0.00 1(16.67 0(0.00 0 (0.00
7%) ) ) %) ) %) %) %) %) %) %) %)

Rash 0(0.00 1(769% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(0.00 0¢(0.00 0 (0.00 0 (0.00 0 (0.00
erythematous %) ) ) ) ) %) %) %) %) %) %) %)

Rash macular 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(0.00 0¢(0.00 0 (0.00 0 (0.00 0 (0.00
%) ) ) ) ) %) %) %) %) %) %) %)

Rash maculo- 0(0.00 1(7.69% 1(3.13% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(.00 O0(.00 1(16.67 0(0.00 0 (0.00
papular %) ) ) ) ) %) %) %) %) %) %) %)

Rash pruritic 0(0.00 0(0.00% 0(0.00% 1(4.55% 1(2.94% 0(0.00 0(0.00 0(0.00 0¢(0.00 0 (0.00 0 (0.00 0 (0.00
P %) ) ) ) ) %) %) %) %) %) %) %)

Seborrhoeic 0(0.00 0(0.00% 0(0.00% 1(4.55% 0(0.00% 0(0.00 0(0.00 0(0.00 0¢(0.00 0 (0.00 0 (0.00 0 (0.00
dermatitis %) ) ) ) ) %) %) %) %) %) %) %)

Skin 1(166 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(0.00 0¢(0.00 0 (0.00 0 (0.00 0 (0.00
discolouration 7%) ) ) ) ) %) %) %) %) %) %) %)

. . 0(0.00 0(0.00% 0(0.00% 1(4.55% 0(0.00% 0(0.00 0(0.00 0(0.00 0¢(0.00 0 (0.00 0 (0.00 0 (0.00

Skin exfoliation o o o o o o o o

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

Skin fissures 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(0.00 0¢(0.00 0 (0.00 0 (0.00 0 (0.00
%) ) ) ) ) %) %) %) %) %) %) %)

Skin ulcer 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(0.00 0¢(0.00 0 (0.00 0 (0.00 0 (0.00
%) ) ) ) ) %) %) %) %) %) %) %)

Umbilical 0(0.00 1(769% 0(0.00% 0(0.00% 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 %) ) ) ) ) %) %) %) %) %) %) %)

Xeroderma 0(0.00 0(0.00% 0(0.00% 0(0.00% 1(2.94% 0(0.00 0(0.00 0(0.00 0¢(0.00 0 (0.00 0 (0.00 0 (0.00
%) ) ) ) ) %) %) %) %) %) %) %)

Vascular
disorders
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Deep vein 0(0.00 0(0.00% 0(0.00% 0(0.00% 1(2.94% 0(0.00 1(16.67 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
thrombosis %) ) ) ) ) %) %) %) %) %) %) %)

Embolism 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(.00 0(.00 0(.00 0(0.00 0(0.00
%) ) ) ) ) %) %) %) %) %) %) %)

Flushin 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(0.00 0(.00 0(0.00 0(0.00 1(16.67
g %) ) ) ) ) %) %) %) %) %) %) %)

Hot flush 0(0.00 0(0.00% 0(0.00% 1(4.55% 0(0.00% 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00 0(0.00
%) ) ) ) ) %) %) %) %) %) %) %)

Hvoertension 0(0.00 1(7.69% 0(0.00% 0(0.00% 1(2.94% 1(16.67 0(0.00 0(0.00 0(0.00 1(16.67 1(20.00 0 (0.00
yp %) ) ) ) ) %) %) %) %) %) %) %)

Hvootension 0(0.00 0(0.00% 0(0.00% 2(9.09% 0(0.00% 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(.00 0(0.00
yp %) ) ) ) ) %) %) %) %) %) %) %)

0(0.00 0(0.00% 2(6.25% 0(0.00% 0(0.00% 0(0.00 0(0.00 1(16.6 0(0.00 0(0.00 0(0.00 0(0.00
Lymphoedema %) ) ) ) ) %) %) 7%) %) %) %) %)

Orthostatic 0(0.00 0(0.00% 1(3.13% 0(0.00% 0 (0.00% 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
hypotension %) ) ) ) ) %) %) %) %) %) %) %)

Superior vena 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00 0(0.00
cava syndrome %) ) ) ) ) %) %) %) %) %) %) %)

Thrombophlebiti ~ 0(0.00  0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(0.00 0(0.00 1(16.67 0(0.00 0(0.00 0(0.00
s %) ) ) ) ) %) %) %) %) %) %) %)

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

Vena cava 1(16.6 0(0.00% 0(0.00% 0(0.00% 0 (0.00% 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
thrombosis 7%) ) ) ) ) %) %) %) %) %) %) %)

Venous 0(0.00 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00 0(.00 1(16.6 0(0.00 0(0.00 0(0.00 0(0.00
thrombosis %) ) ) ) ) %) %) 7%) %) %) %) %)

Venous 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(0.00 0(0.00
thrombosis limb %) ) ) ) ) %) %) %) %) %) %) %)
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Other Adverse Events by System Organ Class - Part 2 of 2

Adverse events were reported from first dose of study treatment until end of study treatment period plus 30 days post

Time Frame treatment, up to a maximum time frame of 116.3 weeks (approx. 2.2 years).

Source Vocabulary for Table Default MedDRA (24.0)

Assessment Type for Table Default Systematic Assessment

Frequent Event Reporting Threshold 0%

PDR + PDR + PDR + PDR +
T™MT T™MT T™MT EGF81
1mg 1.5mg 1.5mg 6
QDb, 3 QD, 3 QD, 2 PDR + PDR+ 50mg
PDR + PDR + Weeks Weeks Weeks EGF81 EGF81 QD s.a. s.a. s.a.
CJM T™T PDR + on/1 on/1 on/ 2 625mg 650mg more ACZ ACz ACZ All
1200m 0.5mg T™T Week Week Weeks QD of QD of than RDE RDE RDE Subject
g Q4w QD 1mg QD off off off C1 C1 C1 TNBC NSCLC CRC s
N=6 N=7 N=12 N =11 N=6 N=9 N=6 N=13 N=10 N =20 N=15 N=20 N=283
PDR + PDR + PDR + PDR + PDR + PDR + PDR + PDR+ PDR+ s.a.ACZ s.a. s.a. All
CJM T™MT T™MT T™MT T™MT T™MT EGF81 EGF81 EGF81 RDE ACZz ACZz Subjects
1200m 0.5mg 1mg QD 1mg 1.5 mg 1.5mg 625mg 650mg 6 TNBC RDE RDE
Arm/Group g Q4w QD QD, 3 QD, 3 QD, 2 QD of QD of 50mg NSCLC CRC
Description Weeks  Weeks  Weeks C1 C1 QD
on/1 on/ 1 on/ 2 more
Week Week Weeks than
off off off C1
:;::tailcipants 6 (100. 7(100. 12(100. 10(90. 6(100. 9(100. 6(100. 12(92. 9(90.0 20(100. 14(93. 19(95. 276 (97.
affected 00%) 00%) 00%) 91%) 00%) 00%) 00%) 31%) 0%) 00%) 33%) 00%) 53%)
Blood and
lymphatic
system
disorders
Anaemia 1(166 1(142 4(33.33 5454 0(0.00 3(33.3 2(33.3 2(153 5(50.0 7(3500 3(20.0 0(0.00 66(23.3
7%) 9%) %) 5%) %) 3%) 3%) 8%) 0%) %) 0%) %) 2%)
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. 0(.00 000 OO0 O0(OO O0(OO OO0 OO0 O0(@O0 O0(@O0 1(5.00 0(.00 0¢(0.00 1(0.35
Leukopenia

%) %) %) %) %) %) %) %) %) %) %) %) %)
Lymphadenop  0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 2(10.0 2(0.71
athy %) %) %) %) %) %) %) %) %) %) %) 0%) %)
Lvmohopenia 0 (000 0(0.00 0(000 0(000 0(000 0(000 1(166 0(0.00 0(0.00 1(500 0(0.00 0(0.00 4(1.41

ymphop %) %) %) %) %) %) 7%) %) %) %) %) %) %)
Neutronenia 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00 1(7.69 0(0.00 1(5.00 0(0.00 0(0.00 4 (1.41
P W %) )R %) %) %) %) %) %) k) %) %)
Neutronhilia 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(.00 0(.00 0(0.00 0(0.00 0(0.00 1(0.35
P %) %) %) %) %) %) %) %) %) %) %) %) %)
Thrombocytop 0 (0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(11.1 0(0.00 1(7.69 0(0.00 0(0.00 0(0.00 0(0.00 7 (2.47
enia %) %) %) %) %) 1%) %) %) %) %) %) %) %)
Thrombocytosi 0 (0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(0.35
s %) %) %) %) %) %) %) %) %) %) %) %) %)

Cardiac

disorders
Angina 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(.00 0(0.00 0(.00 0(0.00 0(0.00 0(0.00 1(0.35
pectoris %) %) %) %) %) %) %) %) %) %) %) %) %)
Palbitations 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(.00 0(.00 0(.00 0(0.00 0(0.00 0(0.00 3(1.06

P W %) %)) %) %) %) %) %) %) %R %) %)
Pericardial 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 1(11.4 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 2(0.71
effusion %) %) %) %) %) 1%) %) %) %) %) %) %) %)
\F/{;%Trticmar 0(0.00 0(0.00 0(0.00 1(.09 0(0.00 0(0.00 0(.00 0(.00 0(.00 0(0.00 0(0.00 0(0.00 1(0.35
dyefunction %) %) %) %) %) %) %) %) %) %) %) %) %)
Sinus 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(.00 2(153 1(10.0 0(0.00 0(0.00 0(0.00 3(1.06
tachycardia %) %) %) %) %) %) %) 8%) 0%) %) %) %) %)
Tachveardia 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(.00 0(.00 1(5.00 0(0.00 0(0.00 3(1.06

Y %) %) %) %) %) %) %) %) %) %) %) %) %)

Ear and

labyrinth

disorders

Page 120



> NOVARTIS

Clinical Trial Results Website

Cerumen 0(0.00 0¢(0.00 0 (0.00 0(0.00 O0(.00 O0(@©O0 O0(@OO0 O0(.0O0 0(.00 o0¢(.00 0(0.00 0¢(0.00 1(0.35
impaction %) %) %) %) %) %) %) %) %) %) %) %) %)
Deafness 0(0.00 0(0.00 0 (0.00 0(.00 0(.00 O0(.L00 O0(@©OO0 O0(.O0O0 O0(.00 0¢(0.00 0(0.00 0¢(0.00 1(0.35
%) %) %) %) %) %) %) %) %) %) %) %) %)
Ear discomfort 0(0.00 0¢(0.00 0 (0.00 0(0.00 O0(.00 O0(@©OO0 O0(@OO0 O0(.0O0 O0(.00 o0¢(.00 0(0.00 0¢(0.00 1(0.35
%) %) %) %) %) %) %) %) %) %) %) %) %)
Ear pain 0(0.00 0¢(0.00 0 (0.00 0 (0.00 1(16.6 0(0.00 0(.00 0(.00 0(.00 0¢(0.00 0(0.00 0¢(0.00 1(0.35
P %) %) %) %) 7%) %) %) %) %) %) %) %) %)
Hvboacusis 0(0.00 0(0.00 0 (0.00 0 (0.00 1(16.6 0(0.00 O0(0.00 0(.00 0(0.00 0(0.00 0 (0.00 1(5.00 3 (1.06
yp %) %) %) %) 7%) %) %) %) %) %) %) %) %)
Tinnitus 0(0.00 0¢(0.00 0 (0.00 0(0.00 O0(.00 O0(@.O0 O0(@OO0 O0(.O0 0(.00 o0¢(.00 0(0.00 0¢(0.00 1(0.35
%) %) %) %) %) %) %) %) %) %) %) %) %)
Vertiao 0(0.00 0¢(0.00 0 (0.00 0(0.00 0¢(0.00 1(11.1 0(0.00 0(.00 1(10.0 0¢(0.00 0(0.00 0¢(0.00 4(1.41
9 %) %) %) %) %) 1%) %) %) 0%) %) %) %) %)
Endocrine
disorders
Hyperthyroidis 0 (0.00 1(14.2 0 (0.00 0(0.00 0(0.00 2(222 0¢(0.00 1(7.69 0(0.00 1(5.00 0(0.00 0¢(0.00 8 (2.83
m %) 9%) %) %) %) 2%) %) %) %) %) %) %) %)
Hypothyroidis 0(0.00 0(0.00 2(16.67 0(0.00 1(16.6 0(0.00 0(.00 0(.00 0(.00 2(10.00 0(0.00 0(0.00 15(5.30
m %) %) %) %) 7%) %) %) %) %) %) %) %) %)

Eye disorders

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 0(0.00 1(500 1(0.35

Blepharitis %) %) %) %) %) %) %) %) %) %) %) %) %)
Cataract 0(0.00 0(000 0(000 0(000 0(.00 0(0.00 0(00 0(000 0(000 0(0.00 1(667 0(000 1(0.35
%) %) %) %) %) %) %) %) %) %) %) %) %)
Diolonia 0(0.00 0(0.00 0(000 0(000 0(00 0(0.00 0(000 0(00 0(000 1(.00 0(0.00 1(500 2(0.71
plop %) %) %) %) %) %) %) %) %) %) %) %) %)
v ove 0(0.00 2(285 0(000 1(909 1(166 2(222 0(000 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 7 (247
ry ey %) 7%) %) %) 7%) 2%) %) %) %) %) %) %) %)
cveoruiue | 0(000 1(142  0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(000 0(000 0(000 1(0.35
yep %) 9%) %) %) %) %) %) %) %) %) %) %) %)
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Eyelid ptosis 0(.00 0(.0O0 O0(0O0 O0(@OO O0(OO O0(OO O0(O0 1(r69 O0(0.O0 O0(.00 0(.00 0(.00 1(0.35

%) %) %) %) %) %) %) %) %) %) %) %) %)
Glaucoma 0(0.00 0(0.00 0 (0.00 0(.00 1(166 O0(0.00 O0(.00 O0(.00 0(.00 0¢(0.00 1(6.67 0(0.00 2(0.71
%) %) %) %) 7%) %) %) %) %) %) %) %) %)
Keratitis 0(0.00 0¢(0.00 0 (0.00 0(0.00 O0(.00 O0(@©OO0 O0(@OO0 O0(.0O0 O0(.00 o0¢(.00 0(0.00 1(5.00 1(0.35
%) %) %) %) %) %) %) %) %) %) %) %) %)
Lacrimation 0(0.00 0¢(0.00 0 (0.00 0(0.00 O0(.00 O0(@©OO0 O0(@OO0 O0(.0O0 0(.00 o0¢(.00 0(0.00 0¢(0.00 1(0.35
increased %) %) %) %) %) %) %) %) %) %) %) %) %)
Ocular 0(0.00 0(0.00 0 (0.00 0(.00 0(.00 o000 O0(@©OO0 O0(.0O0 O0(.00 0¢(0.00 0(0.00 0¢(0.00 1(0.35
discomfort %) %) %) %) %) %) %) %) %) %) %) %) %)
Uveitis 0(0.00 0¢(0.00 0 (0.00 0(.00 1(166 O0(0.00 0(0.00 0(.00 0(.00 0¢(0.00 0(0.00 0¢(0.00 1(0.35
%) %) %) %) 7%) %) %) %) %) %) %) %) %)
Vision blurred 0(0.00 0¢(0.00 1(8.33 0(0.00 0(.00 2222 1(16.6 0(0.00 0(0.00 0(0.00 0(0.00 0¢(0.00 5(1.77
%) %) %) %) %) 2%) 7%) %) %) %) %) %) %)
Visual 0(0.00 0(0.00 0 (0.00 1(9.09 0(.00 0(.00 0(.00 0(.00 0(.00 1(5.00 0(0.00 0¢(0.00 2 (0.71
impairment %) %) %) %) %) %) %) %) %) %) %) %) %)
Vitreous 0(0.00 0¢(0.00 0 (0.00 0(0.00 0(.00 1(11.1 0(0.00 0(.00 0(0.00 0¢(0.00 0(0.00 0¢(0.00 1(0.35
detachment %) %) %) %) %) 1%) %) %) %) %) %) %) %)
Gastrointestinal
disorders
Abdominal 0(0.00 0(0.00 1(8.33 0(.00 O0(O0 OO0 O0(.00 O0(.00 0(.00 1(5.00 0(0.00 0¢(0.00 6 (2.12
discomfort %) %) %) %) %) %) %) %) %) %) %) %) %)
Abdominal 0(0.00 1(142 2(1667 0(0.00 0(.00 2(222 0(.00 0(.00 0(.00 1(5.00 0(0.00 2(10.0 9(3.18
distension %) 9%) %) %) %) 2%) %) %) %) %) %) 0%) %)
Abdominal 0(0.00 0¢(0.00 0 (0.00 0(0.00 O0(.00 O0(@©OO0 O0(@OO0 O0(.O0 O0(.00 o0¢(.00 0(0.00 0¢(0.00 1(0.35
mass %) %) %) %) %) %) %) %) %) %) %) %) %)
Abdominal 0(0.00 1(14.2 1(8.33 0(0.00 0(.00 1(11.1 2(33.3 1(769 1(10.0 0¢(0.00 1(6.67 3(15.0 22(7.77
pain %) 9%) %) %) %) 1%) 3%) %) 0%) %) %) 0%) %)
Abdominal 0(0.00 1(14.2 0 (0.00 1(9.09 0(.00 O0(.00 O0(O0 000 2(200 3(1500 0(.00 1(5.00 15(5.30
pain upper %) 9%) %) %) %) %) %) %) 0%) %) %) %) %)
Anal pruritus 0(0.00 0¢(0.00 0 (0.00 0(0.00 O0(.00 O0(@©O0 O0(@OO0 O0(.0O0 0(.00 o0¢(.00 0(0.00 0¢(0.00 2 (0.71
P %) %) %) %) %) %) %) %) %) %) %) %) %)
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Ascites 2(333 0(O00 1(833 O0(O00 O0(OO O0(OO0 O0(O0 1(r69 O0(00O0 1(5.00 0(.00 2(100 9(3.18

3%) %) %) %) %) %) %) %) %) %) %) 0%) %)
Constination 0(0.00 2(285 3(2500 2(181 1(16.6 1(11.1 3(500 1(7.69 1(10.0 3(15.00 2(13.3 4(20.0 51(18.0
P %) 7%) %) 8%) 7%) 1%) 0%) %) 0%) %) 3%) 0%) 2%)
Diarthoca 1(166 3(42.8 4(33.33 0(0.00 1(166 3(33.3 0(0.00 4(30.7 2(20.0 2(10.00 1(667 1(500 37 (13.0
7%) 6%) %) %) 7%) 3%) %) 7%) 0%) %) %) %) 7%)
Drv mouth 0(0.00 0(0.00 0(.00 1(.09 1(166 2(222 1(166 0(0.00 0(0.00 0(0.00 0(0.00 1(500 16(5.65
ry %) %) %) %) 7%) 2%) 7%) %) %) %) %) %) %)
Dvsoensia 0(0.00 1(142 0(0.00 2(181 0(0.00 1(11.1 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(500 7 (2.47
yspep %) 9%) %) 8%) %) 1%) %) %) %) %) %) %) %)
Dvsohagia 0(0.00 0(0.00 0(.00 0(.00 0(0.00 0(.00 0(0.00 1(769 0(0.00 1(5.00 1(6.67 0(0.00 8(2.83
ysphag %) %) %) %) %) %) %) %) %) %) %) %) %)
Flatulence 0(0.00 1(142 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(7.69 0(0.00 0(0.00 0(0.00 1(5.00 4 (1.41
%) 9%) %) %) %) %) %) %) %) %) %) %) %)
Gastrointestina  0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(0.00 0(0.00 0(0.00 1(0.35
| haemorrhage %) %) %) %) %) %) %) %) %) %) %) %) %)
Saes;mﬁﬁiph 0(0.00 0(0.00 0(.00 0(0.00 0(.00 0(.00 0(.00 1(7.69 1(100 0(0.00 0(0.00 0(0.00 7 (247
9 %) %) %) %) %) %) %) %) 0%) %) %) %) %)
disease
Gingival 0(0.00 0(0.00 0(.00 0(.00 0(0.00 0(.00 0(0.00 0(.00 0(.00 0(0.00 0(0.00 0(.00 1(0.35
bleeding %) %) %) %) %) %) %) %) %) %) %) %) %)
Haemonhoids 0 (@00 0(0.00  0(0.00 0(0.00 0(0.00 0(000 0(0.00 1(7.69 0(0.00 0(0.00 0(0.00 0(0.00 1(0.35
%) %) %) %) %) %) %) %) %) %) %) %) %)
Hyperaesthesi  0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(0.35
a teeth %) %) %) %) %) %) %) %) %) %) %) %) %)
leus parabtic 0000 0(0.00 0(000 0(000 0(000 0(000 0(0.00 0(0.00 0(0.00 0(0.00 1(6.67 0(0.00 1(0.35
paraly %) %) %) %) %) %) %) %) %) %) %) %) %)
L”;;ao . 0(0.00 0(0.00 0(.00 0(.00 0(0.00 0(.00 0(0.00 0(.00 1(10.0 0(0.00 0(0.00 0(0.00 1(0.35
e o %) %) %) %) %) %) %) %) 0%) %) %) %) %)
Lip blister 0(0.00 0(0.00 1(833 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(0.00 0(0.00 0(0.00 0(.00 1(0.35

%) %) %) %) %) %) %) %) %) %) %) %) %)
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Nausea 4(666 3(428 0(.00 3(272 000 1(111 3(500 1(769 1(10.0 4(20.00 1(6.67 4(20.0 57(20.1
7%) 6%) %) 7%) %) 1%) 0%) %) 0%) %) %) 0%) 4%)
Odvnoohagia 0(0.00 0(.00 OO0 O0(O0 O0(.O0 O0(.O0 O0(.O0 O0(.00 0(.00 0(.00 0(.00 0¢(0.00 1(0.35
ynophag %) %) %) %) %) %) %) %) %) %) %) %) %)
Oesophaaitis 0(0.00 0(.00 OO0 O0(0O0 O0(.00 O0(.0 O0(.00 O0(.00 0(.00 0(.00 0(.00 0¢(0.00 1(0.35
Phag % %) %) %K) W %) k) %) %) % %) %)
Oral pruritus 0(0.00 0(.00 OO0 O0(0O0 O0(.00 O0(.0 O0(.00 0(.00 0(.0 0(.00 0(.00 0¢(0.00 1(0.35
P % %) %) % k)W %) k) %) %) % %) %)
Proctalgia 0(0.00 0(.00 OO0 O0(O0 O0(.O0 O0(@.O0 O0(.0O0 O0(.O0 O0(.0O0 O0(O0 O0(.00 0(.00 2(0.71
9 %) %) %) %) %) %) %) %) %) %) %) %) %)
Rectal 0(0.00 0(0.00 0¢(0.00 1(9.09 0(.00 0(.00 O0(O0 1(769 1(10.0 0(.00 0(0.00 1(5.00 5(1.77
haemorrhage %) %) %) %) %) %) %) %) 0%) %) %) %) %)
Rectal ulcer 0(0.00 0(.00 OO0 O0(0O0 O0(.00 O0(.0 O0(.00 0(.00 0(.00 0(.00 0(.00 0¢(0.00 1(0.35
%) %) %) %) %) %) %) %) %) %) %) %) %)
Stomatitis 1(16.6  0(0.00 1(833 2(181 2(333 3(333 000 000 O0(O0 O0(00 0(.00 0(.00 14(4.95
7%) %) %) 8%) 3%) 3%) %) %) %) %) %) %) %)
Vomitin 2(33.3 1(142 3(25.00 5454 000 1(111 2(333 2(153 1(10.0 2(10.00 3(20.0 1(5.00 50(17.6
9 3%) 9%) %) 5%) %) 1%) 3%) 8%) 0%) %) 0%) %) 7%)
General
disorders and
administration
site conditions
Asthenia 0(0.00 0(.00 OO0 3(272 O0(.00 O0(@.00 0(.00 2(153 1(10.0 6(30.00 3(20.0 6(30.0 44(155
%) %) %) 7%) %) %) %) 8%) 0%) %) 0%) 0%) 5%)
Axillary pain 0(0.00 0(0.O0 OO0 O0(O0 O0(.00 O0(.00 O0(.00 0(.00 0(.00 1(5.00 0(0.00 0(.00 2(0.71
e %) %) %) %) %) %) %) %) %) %) %) %) %)
Chest 1(166 0(0.00 0(.00 0(O0 O0(O0 O0(O0 1(166 0(.00 0(0.00 0(.00 0(.00 O0(.00 2(0.71
discomfort 7%) %) %) %) %) %) 7%) %) %) %) %) %) %)
Chills 0(0.00 0(.00 OO0 O0(O0 1(166 0(.00 0(.00 0(.00 1(10.0 0(0O0 O0(.00 O0(.00 5(1.77
%) %) %) %) 7%) %) %) %) 0%) %) %) %) %)
Face oedema 0(0.00 0(.00 OO0 O0(.00 O0(@O0O 1(111 0(.00 0(.00 O0(.00 0(00 0(0.00 O0(.00 3(1.06
%) %) %) %) %) 1%) %) %) %) %) %) %) %)
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Facial ain 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 0(0.00 0(0.00 1(0.35
P %) %) %) %) %) %) %) %) %) %) %) %) %)
Fatioue 3(50.0 3428 5(4167 3272 1(166 3(33.3 4(66.6 3(23.0 3(300 2(10.00 2(13.3 3(150 70(24.7
9 0%) 6%) %) 7%) 7%) 3%) 7%) 8%) 0%) %) 3%) 0%) 3%)
Gait 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(0.00 0(0.00 3(1.06
disturbance %) %) %) %) %) %) %) %) %) %) %) %) %)
Generalised 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(.00 0(.00 1(5.00 0(0.00 0(0.00 1(0.35
oedema %) %) %) %) %) %) %) %) %) %) %) %) %)
Inflammatory ~ 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(0.35
pain %) %) %) %) %) %) %) %) %) %) %) %) %)
Influenza lke ~ 0(0.00 0(0.00 0(0.00 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(5.00 2(0.71
iliness %) %) %) %) %) %) %) %) %) %) %) %) %)
Infusion site 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(.00 0(.00 1(5.00 0(0.00 0(0.00 1(0.35
rash %) %) %) %) %) %) %) %) %) %) %) %) %)
Localised 0(0.00 0(0.00 1(833 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 3(1.06
oedema %) %) %) %) %) %) %) %) %) %) %) %) %)
Malaise 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(.00 0(.00 1(5.00 0(0.00 0(0.00 1(0.35
%) %) %) %) %) %) %) %) %) %) %) %) %)
Nodule 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 1(11.1 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(0.35
%) %) %) %) %) 1%) %) %) %) %) %) %) %)
Non-cardiac 0(0.00 0(0.00 1(833 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 3(1500 1(6.67 3(150 13 (4.59
chest pain %) %) %) %) %) %) %) %) %) %) %) 0%) %)
Oedema 0(0.00 3(428 2(1667 2(181 0(0.00 3(333 1(16.6 0(0.00 2(20.0 2(10.00 0(0.00 2(10.0 37 (13.0
peripheral %) 6%) %) 8%) %) 3%) 7%) %) 0%) %) %) 0%) 7%)
Pain 1(16.6 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(7.69 0(0.00 0(0.00 1(667 1(5.00 5(1.77
7%) %) %) %) %) %) %) %) %) %) %) %) %)
Peripheral 0(0.00 1(142 0(0.00 0(0.00 1(16.6 0(0.00 0(0.00 1(7.69 0(0.00 1(5.00 0(0.00 0(0.00 4 (1.41
swelling %) 9%) %) %) 7%) %) %) %) %) %) %) %) %)
Byrexia 2(33.3 2(285 3(2500 3(272 2(333 2(222 0(0.00 2(153 4(40.0 1(5.00 1(6.67 1(5.00 40 (14.1
y 3%) 7%) %) 7%) 3%) 2%) %) 8%) 0%) %) %) %) 3%)
Yorosis 0(0.00 0(0.00 2(16.67 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 3(1.06
%) %) %) %) %) %) %) %) %) %) %) %) %)
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Hepatobiliary
disorders
Cholanaitis 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 0(0.00 1(0.35
9 %) %) %) %) %) %) %) %) %) %) %) %) %)
Cholestasis 0(0.00 0(0.00 0(.00 0(.00 0(.00 1(11.1 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(0.35
%) %) %) %) %) 1%) %) %) %) %) %) %) %)
Hepatic 0(0.00 0(0.00 0(0.00 1(9.09 0(0.00 0(0.00 0(.00 0(.00 0(.00 0(0.00 0(0.00 0(0.00 3(1.06
cytolysis %) %) %) %) %) %) %) %) %) %) %) %) %)
Hepatic bain 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 0(0.00 1(0.35
patic p %) %) %) %) %) %) %) %) %) %) %) %) %)
Hyperbilirubina 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(11.1 0(0.00 0(0.00 1(10.0 1(5.00 0(0.00 1(5.00 6(2.12
emia %) %) %) %) %) 1%) %) %) 0%) %) %) %) %)
Hypertransami  0(0.00 0(0.00 0(0.00 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(5.00 3(1.06
nasaemia %) %) %) %) %) %) %) %) %) %) %) %) %)
InTerEiuar;:;j 0(0.00 0(0.00 0(.00 0(.00 0(.00 0(00 0(.00 0(.00 0(0.00 0(.00 0(.00 0(0.00 1(0.35
hopatitis %) %) %) %) %) %) %) %) %) %) %) %) %)
Immune system
disorders
Seasonal 0(0.00 0(0.00 0(0.00 0(.00 0(.00 1(11.1 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(0.35
allergy %) %) %) %) %) 1%) %) %) %) %) %) %) %)

Infections and
infestations

Bronchitis 000 O0(O0 OO0 OO0 O(OO O0(O0 O0(O0 O0(O0 O0(O0 O0(O0C 0(.00 O0(.00 2(0.71

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

Collulitis 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 0(0.00 0(0.00 4(1.41
%) %) %) %) %) %) %) %) %) %) %) %) %)

Cholangitis 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(0.35
infective %) %) %) %) %) %) %) %) %) %) %) %) %)

Conunctivitis  0(000  0(000  0(000 1(909 0(000 1(11.1 0(000 0(000 0(0.00 0(0.00 0(0.00 0(0.00 5(1.77
I %) %) %) %) %) 1%) %) %) %) %) %) %) %)
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Cystitis 0(.00 0(0O0 O0(0O0 OO0 O0(OO O0(OO0 O0(O0 O0(O0 O0(O0 O0(O0C 0(O00 0(.00 1(0.35

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

Escherichia 0(0.00 0(0.00 0(.00 0(0.00 0(.00 0(.00 0(.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00 1(0.35
sepsis %) %) %) %) %) %) %) %) %) %) %) %) %)

Folliculitis 0(0.00 0(0.00 1(833 0(0.00 0(0.00 0(0.00 0(.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00 1(0.35
%) %) %) %) %) %) %) %) %) %) %) %) %)

Fungal skin 0(0.00 0(0.00 0(0.00 1(9.09 0(.00 0(0.00 0(.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00 1(0.35
infection %) %) %) %) %) %) %) %) %) %) %) %) %)

Gastroenteriis  0(0:00  0(0.00  0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 2(0.71
%) %) %) %) %) %) %) %) %) %) %) %) %)

Gastroenteritis  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(.00 0(.00 0(.00 1(0.35
viral %) %) %) %) %) %) %) %) %) %) %) %) %)

Herpes zoster 0 (0:00  0(0.00  0(0.00 1(9.09 0(0.00 0(0.00 0(0.00 1(7.69 0(0.00 0(0.00 0(0.00 0(0.00 3(1.06
P %) %) %) %) %) %) %) %) %) %) %) %) %)

Hordeolumm 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(0.00 0(.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00 1(0.35
%) %) %) %) %) %) %) %) %) %) %) %) %)

Infection 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(0.00 0(.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00 1(0.35
%) %) %) %) %) %) %) %) %) %) %) %) %)

Infectious 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(0.00 0(.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00 1(0.35
pleural effusion %) %) %) %) %) %) %) %) %) %) %) %) %)

Influenza 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(0.00 0(.00 0(0.00 0(0.00 0(.00 1667 0(0.00 3(1.06
%) %) %) %) %) %) %) %) %) %) %) %) %)

Lio infection 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(0.00 0(.00 0(0.00 0(0.00 0(.00 0(.00 0(.00 1(0.35
P %) %) %) %) %) %) %) %) %) %) %) %) %)

Localised 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(0.00 0(.00 0(0.00 0(0.00 0(.00 0(.00 0(.00 1(0.35
infection %) %) %) %) %) %) %) %) %) %) %) %) %)

Lower 0(0.00 1(142 0(0.00 0(.00 0(.00 0(.00 0(.00 0(.00 0(0.00 0(0.00 0(.00 0(0.00 2(0.71

respiratory

tract infection %) 9%) %) %) %) %) %) %) %) %) %) %) %)

Nasopharyngiti 0(0.00 1(142 0(0.00 0(0.00 1(166 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(5.00 5(1.77
s %) 9%) %) %) 7%) %) %) %) %) %) %) %) %)
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Onychomycosi  0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(7.69 0(0.00 0(0.00 0(0.00 0(0.00 1(0.35

s %) %) %) %) %) %) %) %) %) %) %) %) %)

Oral 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 0(.00 1(500 1(0.35
candidiasis %) %) %) %) %) %) %) %) %) %) %) %) %)

Oral fungal 0(0.00 0(0.00 0(0.00 0(.00 0(0.00 0(.00 0(.00 0(0.00 0(.00 0(.00 0(0.00 1(500 1(0.35
infection %) %) %) %) %) %) %) %) %) %) %) %) %)

Oral herpes 0(0.00 1(142 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(0.35
P %) 9%) %) %) %) %) %) %) %) %) %) %) %)

Paronvchia 0(0.00 0(0.00 1(833 0(0.00 0(.00 1(11.1 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 3(1.06
y %) %) %) %) %) 1%) %) %) %) %) %) %) %)

Preumonia 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00 0(.00 0(.00 0(0.00 0(0.00 6(2.12
%) %) %) %) %) %) %) %) %) %) %) %) %)

Pneumonia 0(0.00 1(142 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(0.35
bacterial %) 9%) %) %) %) %) %) %) %) %) %) %) %)

fvgitr?gera“"e 0(0.00 0(0.00 0(.00 0(.00 0(.00 0(00 0(.00 0(.00 0(0.00 0(.00 0(.00 0(0.00 1(0.35
e tion %) %) %) %) %) %) %) %) %) %) %) %) %)

Pveloneppriic 0 (000 0(0.00  0(0.00 0(0.00 0(0.00 0(000 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(0.35
yelonep %) %) %) %) %) %) %) %) %) %) %) %) %)

Respiratory 0(0.00 0(0.00 0(0.00 1(9.09 0(.00 1(11.1 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(500 5(1.77
tract infection %) %) %) %) %) 1%) %) %) %) %) %) %) %)

Rhinitis 0(0.00 0(0.00 0(.00 0(.00 0(0.00 0(.00 0(.00 0(.00 0(.00 1(5.00 0(0.00 0(0.00 3(1.06
%) %) %) %) %) %) %) %) %) %) %) %) %)

Sinusitis 0(0.00 0(0.00 1(833 1(9.09 0(0.00 0(.00 1(166 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 4 (1.41
%) %) %) %) %) %) 7%) %) %) %) %) %) %)

Skin infection  ©(000 0(0.00  0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(000 0(0.00 1(500 3(1.06
%) %) %) %) %) %) %) %) %) %) %) %) %)

Spinal cord 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 0(0.00 1(0.35
infection %) %) %) %) %) %) %) %) %) %) %) %) %)

Systemic 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 1(16.6 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(0.35
infection %) %) %) %) %) %) 7%) %) %) %) %) %) %)
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Tooth abscess 0 (000 0(0.00  0(0.00 0(0.00 0(0.00 1(11.1 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 2(0.71

%) %) %) %) %) 1%) %) %) %) %) %) %) %)
Tracheitis 0(0.00 0(0.00 0 (0.00 0(.00 OO0 OO0 OO0 O0(.00 O0(.00 0¢(0.00 0(0.00 0(0.00 2(0.71

%) %) %) %) %) %) %) %) %) %) %) %) %)
Uppgr 0(0.00 0(0.00 1(8.33 1909 0(.00 0(.0O0 O0(.00 O0(.00 1(10.0 0¢(0.00 0(0.00 0(0.00 3(1.06
respiratory

g rriesl AN %) %) %) %) %) %) %) %) 0%) %) %) %) %)

Urinary tract 0(0.00 0(0.00 0(0.00 1(9.09 0(0.00 0(0.00 0(.00 1(7.69 0(0.00 0(0.00 0(0.00 0(0.00 5(1.77

infection %) %) %) %) %) %) %) %) %) %) %) %) %)
Vaginal 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 0(0.00 1(0.35
infection %) %) %) %) %) %) %) %) %) %) %) %) %)
\nﬁu'g’(‘)’t‘i’fgi”a' 0(0.00 0(0.00 0(.00 1(.09 0(.00 0(00 0(.00 0(.00 0(.00 0(.00 0(.00 0(0.00 1(0.35
mycol %) %) %) %) %) %) %) %) %) %) %) %) %)
infection

Injury,

poisoning and

procedural

complications

Fall 0(0.00 0(0.00 1(833 0(0.00 1(166 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 2(0.71

%) %) %) %) 7%) %) %) %) %) %) %) %) %)
Forearm 0(0.00 0(.00 0(0.00 0(.00 0(.00 0(.00 1(166 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(0.35
fracture %) %) %) %) %) %) 7%) %) %) %) %) %) %)
b‘efrTebtfr;I 0(000 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(0.00 0(0.00 1(10.0 0(0.00 0(0.00 0(0.00 1(0.35
; %) %) %) %) %) %) %) %) 0%) %) %) %) %)
racture
Multiple 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(0.00 0(0.00 1(5.00 1(0.35
fractures %) %) %) %) %) %) %) %) %) %) %) %) %)
Overdose 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(0.00 0(0.00 0(0.00 1(0.35

%) %) %) %) %) %) %) %) %) %) %) %) %)
Procedural 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(11.1 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(0.35
pneumothorax %) %) %) %) %) 1%) %) %) %) %) %) %) %)
Rib fracture 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(0.00 0(0.00 0(0.00 1(0.35

%) %) %) %) %) %) %) %) %) %) %) %) %)
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Tooth fracture 0(0.00 O0(O0 OO0 OO0 O(OO O0(O0 O0(.0O0 O0(@O0 O0(.0O0 O0(OC 0(.00 0(.00 1(0.35

%) %) %) %) %) %) %) %) %) %) %) %) %)
Wound 0(0.00 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(5.00 0(0.00 0(0.00 1(0.35
haemorrhage %) %) %) %) %) %) %) %) %) %) %) %) %)

Investigations

::ra]mgt?ansfera 1(16.6 2(285 1(833 2(181 1(166 1(11.1 0(0.00 2(153 2(20.0 4(20.00 1(6.67 1(5.00 38(13.4
o iNoromsed 7%) 7%) %) 8%) 7%) 1%) %) 8%) 0%) %) %) %) 3%)
Amylase 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(0.00 1(5.00 0(0.00 0(0.00 1(0.35
decreased %) %) %) %) %) %) %) %) %) %) %) %) %)
Amylase 0(0.00 0(0.00 1(833 3(272 0(0.00 3(333 0(0.00 0(0.00 1(10.0 1(5.00 3(20.0 0(0.00 19 (6.71
increased %) %) %) 7%) %) 3%) %) %) 0%) %) 0%) %) %)

Aspartate

X 1(16.6 2(285 2(16.67 2(18.1 1(16.6 2(22.2 1(16.6 2(153 1(10.0 9(45.00 1 (6.67 1(5.00 47(16.6
aminotransfera

aminotransie 7%) 7%) %) 8%) 7%) 2%) 7%) 8%)  0%) %) %) %) 1%)
Bilirubin 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00 0(00 1(7.69 0(0.00 0(0.00 0(.00 0(.00 1(0.35
conjugated %) %) %) %) %) %) %) %) %) %) %) %) %)
Biiubin 1(166 0(0.00 0(0.00 1(209 0(.00 1(11.1 0(000 2(153 2(200 0(0.00 0(0.00 0(0.00 11(3.89
conjug 7%) %) %) %) %) 1%) %) 8%)  0%) %) %) %) %)
increased
Blood albumin  0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(500 1(667 0(0.00 2(0.71
decreased %) %) %) %) %) %) %) %) %) %) %) %) %)
sloodalkaline  0(0.00 0(0.00 2(1667 1(909 1(166 0(0.00 2(333 3(23.0 3(30.0 4(20.00 2(133 2(10.0 34 (120
phosp %) %) %) %) 7%) %) 3%) 8%)  0%) %) 3%) 0%) 19%)
increased
oo e 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(00 0(000 0(0.00 0(0.00 0(0.00 1(667 0(0.00 1(0.35
increased %) %) %) %) %) %) %) %) %) %) %) %) %)
Sood biirpy, 0000 0(0.00  0(0.00 0(000 0(0.00 0(0.00 0(000 1(7.69 0(0.00 0(0.00 1(667 0(0.00 2(0.71
%) %) %) %) %) %) %) %) %) %) %) %) %)
Blood bilirubin  0(0.00 0(0.00 0(0.00 3(27.2 0(0.00 3(333 0(0.00 3(23.0 3(300 2(10.00 0(0.00 1(500 25 (8.83
increased %) %) %) 7%) %) 3%) %) 8%)  0%) %) %) %) %)
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Blood calcium  0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(0.35

decreased %) %) %) %) %) %) %) %) %) %) %) %) %)
Blood chloride 0(0.00 0(0.00 0 (0.00 0(0.00 0(.00 O0(.00 O0(@©OO0 O0(.00 0(.00 1(5.00 0(0.00 0¢(0.00 1(0.35
decreased %) %) %) %) %) %) %) %) %) %) %) %) %)
Et:%?:sterol 0(0.00 0(0.00 0 (0.00 0(.00 0(.00 O0(.L00 O0(@©OO0 O0(.0O0 O0(.00 0¢(0.00 0(0.00 0¢(0.00 1(0.35
. %) %) %) %) %) %) %) %) %) %) %) %) %)
increased

Blood creatine 0(0.00 0¢(0.00 0 (0.00 0(0.00 O0(.00 O0(@©OO0 O0(@OO0 O0(.0O0 O0(.00 o0¢(.00 0(0.00 0¢(0.00 1(0.35
increased %) %) %) %) %) %) %) %) %) %) %) %) %)

Blood creatine

phosphokinase 0 (000 1(142  4(3333 4(363 2(333 5(555 0(000 2(153 0(0.00 3(1500 0(0.00 0(0.00 28(9.89

E ancod %) 9%) %) 6%) 3%) 6%) %) 8%) %) %) %) %) %)
E:g‘a’;i’nine 0(0.00 0(0.00 0(.00 0(.00 0(.00 1(11.1 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(500 7 (247
( %) %) %) %) %) 1%) %) %) %) %) %) %) %)
increased
Blood glucose  0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00 0(.00 0(0.00 0(0.00 1(0.35
increased %) %) %) %) %) %) %) %) %) %) %) %) %)
Bloodlactate o h 00 0(0.00 0(0.00 0(000 0(00 0(0.00 0(0.00 0(0.00 0(0.00 3(1500 2(133 1(5.00 7 (2.47
dehydrogenas

. %) %) %) %) %) %) %) %) %) %) 3%) %) %)
e increased
S}"a"’gesium 0(0.00 0(0.00 0(.00 0(.00 0(.00 0(.00 0(.00 0(.00 0(.00 0(.00 1667 0(0.00 2(0.71
dec%eased %) %) %) %) %) %) %) %) %) %) %) %) %)
B(I)otggsium 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(.00 0(.00 0(.00 0(.00 0(.00 0(.00 0(0.00 1(0.35
p %) %) %) %) %) %) %) %) %) %) %) %) %)
increased
Blood pressure 0 (0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00 1(.00 0(0.00 0(0.00 2(0.71
increased %) %) %) %) %) %) %) %) %) %) %) %) %)
Blood thyroid
stimulating 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(.00 0(.00 0(.00 0(.00 0(.00 0(.00 0(.00 1(0.35
hormone %) %) %) %) %) %) %) %) %) %) %) %) %)
increased
Blood urea 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(.00 0(.00 0(.00 0(.00 1(5.00 0(.00 0(0.00 1(0.35
increased %) %) %) %) %) %) %) %) %) %) %) %) %)
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Blood uricacid  0(0.00 0(0.00 1(833 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(5.00 0(0.00 0(0.00 2(0.71

increased %) %) %) %) %) %) %) %) %) %) %) %) %)
C-reactive

b 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(000 0(0.00 0(0.00 1(5.00 2(133 0(0.00 3(1.06
increased %) %) %) %) %) %) %) %) %) %) 3%) %) %)
Creatinine

renal 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(000 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(0.35
clearance %) %) %) %) %) %) %) %) %) %) %) %) %)
decreased

Section 0(000 0(0.00 1(833 0(0.00 0(000 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(000 0(0.00 1(0.35
o g %) %) %) %) %) %) %) %) %) %) %) %) %)

Electrocardiogr
am QT
prolonged

0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 1(10.0 0(0.00 0(0.00 0(0.00 1(0.35
%) %) %) %) %) %) %) %) 0%) %) %) %) %)

Gamma-

glutamyiransfe  ©(0.00  0(000  0(0.00 2(184 0(000 1(11.1 1(166 1(769 0(000 1(500 0(0.00 1(500 14(4.95

e %) %) %) 8%) %) 1%) 7%) %) %) %) %) %) %)
L“;fr;“:“t;ga' 0(0.00 0(0.00 0(.00 0(.00 0(.00 0(00 1(166 1(7.69 0(0.00 1(5.00 0(0.00 0(0.00 4 (1.41
rm: %) %) %) %) %) %) 7%) %) %) %) %) %) %)

ratio increased

Lipase 0(0.00 1(142 4(3333 2(181 0(0.00 2(222 1(166 0(0.00 1(10.0 0(0.00 2(13.3 0(0.00 25 (8.83
increased %) 9%) %) 8%) %) 2%) 7%) %) 0%) %) 3%) %) %)
(L:gumnﬁhocyte 0(0.00 0(0.00 0(.00 0(.00 0(.00 0(00 0(.00 0(.00 0(.00 3(1500 2(13.3 1(5.00 7 (2.47
Jooreased %) %) %) %) %) %) %) %) %) %) 3%) %) %)
’C\‘(i:‘rtfph” 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 2(10.00 0(0.00 0(0.00 4 (1.41
ooreased %) %) %) %) %) %) %) %) %) %) %) %) %)
’;‘fﬁ"ph" 1(166 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(000 0(.00 0(0.00 0(.00 0(00 0(0.00 1(0.35
o eased 7%) %) %) %) %) %) %) %) %) %) %) %) %)
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Saxtﬁ?:t?on 0(0.00 0(0.00 0 (0.00 0(.00 0(.00 o000 O0(@©OO0 O0(.0O0 0(.00 0¢(0.00 0(0.00 0¢(0.00 1(0.35
decreased %) %) %) %) %) %) %) %) %) %) %) %) %)
Platelet count 0(0.00 0(0.00 0 (0.00 1(9.09 0(0.00 1(111 0(0.00 0(0.00 0(0.00 1(5.00 0(0.00 0¢(0.00 3 (1.06
decreased %) %) %) %) %) 1%) %) %) %) %) %) %) %)
Platelet count 0(0.00 0(0.00 0 (0.00 0(0.00 O0(.00 O0(@©.OO0 O0(@OO0 O0(.O0 0(.00 o0¢(.00 1(6.67 0(0.00 1(0.35
increased %) %) %) %) %) %) %) %) %) %) %) %) %)
Protein total 0(0.00 0(0.00 0 (0.00 0(0.00 O0(.00 O0(@©OO0 O0(@OO0 O0(.0O0 O0(.00 o0¢(.00 1(6.67 0(0.00 1(0.35
decreased %) %) %) %) %) %) %) %) %) %) %) %) %)
Protein total 0(0.00 0(0.00 0 (0.00 0(.00 0(.00 o000 O0(@©OO0 O0(.0O0 0(.00 0¢(0.00 1(6.67 0(0.00 1(0.35
increased %) %) %) %) %) %) %) %) %) %) %) %) %)
Thyroxine free 0(0.00 0(0.00 0 (0.00 0(0.00 O0(.00 O0(@©OO0 O0(@OO0 O0(.0O0 0(.00 o0¢(.00 1(6.67 0(0.00 1(0.35
increased %) %) %) %) %) %) %) %) %) %) %) %) %)
Transaminase 0(0.00 0(0.00 0 (0.00 1(9.09 0(0.00 0(.00 000 0(.00 1(10.0 0¢(0.00 1(6.67 3(15.0 8 (2.83
s increased %) %) %) %) %) %) %) %) 0%) %) %) 0%) %)
z\ilr?:ij;ference 0(0.00 0(0.00 0 (0.00 0(0.00 O0(.00 O0(@©O0 O0(@OO0 O0(.0O0 0(.00 o0¢(.00 0(0.00 0¢(0.00 1(0.35
increased %) %) %) %) %) %) %) %) %) %) %) %) %)
Weight 0(0.00 0(0.00 0 (0.00 1(9.09 0(0.00 0¢(0.00 1(16.6 1(7.69 0(0.00 1(5.00 1(6.67 2(10.0 16(5.65
decreased %) %) %) %) %) %) 7%) %) %) %) %) 0%) %)
Weight 0(0.00 0(0.00 1(8.33 0(0.00 0¢(0.00 1(111 0(0.00 0(0.00 O0(0.00 0¢(0.00 0(0.00 0¢(0.00 3 (1.06
increased %) %) %) %) %) 1%) %) %) %) %) %) %) %)
Z\gl]lit:eoglrg[Od 0(0.00 0(0.00 0 (0.00 0(0.00 0(0.00 0(0.00 0¢(0.00 1(769 0(0.00 2(10.00 0(0.00 0¢(0.00 5(1.77
decreased %) %) %) %) %) %) %) %) %) %) %) %) %)

Metabolism and

nutrition

disorders
Appetite 0(0.00 0(0.00 0 (0.00 0(.00 0(.00 o000 O0(@©OO0 O0(.0O0 O0(.00 0¢(0.00 0(0.00 0¢(0.00 1(0.35
disorder %) %) %) %) %) %) %) %) %) %) %) %) %)
Decreased 0(0.00 3428 1(8.33 4(36.3 0(0.00 2(22.2 0(0.00 1(7.69 2(20.0 1(5.00 3(200 5(25.0 61(215
appetite %) 6%) %) 6%) %) 2%) %) %) 0%) %) 0%) 0%) 5%)
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Dehydration 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 1(11.1 0(0.00 2(153 0(0.00 1(5.00 0(0.00 0(0.00 6 (2.12

%) %) %) %) %) 1%) %) 8%) %) %) %) %) %)
Hypercalcaemi  0(0.00 0(0.00 0(0.00 1(9.09 0(0.00 1(11.1 0(0.00 0(0.00 1(10.0 3(15.00 1(6.67 0(0.00 14 (4.95
a %) %) %) %) %) 1%) %) %) 0%) %) %) %) %)
Hyperchloraem 0(0.00 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(5.00 0(0.00 0(0.00 1(0.35
ia %) %) %) %) %) %) %) %) %) %) %) %) %)
Hypercreatinin  0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(0.35
aemia %) %) %) %) %) %) %) %) %) %) %) %) %)
Hyperglycaemi  0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(11.1 2(33.3 0(0.00 0(0.00 0(0.00 1(6.67 0(0.00 7 (247
a %) %) %) %) %) 1%) 3%) %) %) %) %) %) %)
Hvoerkalaemia 0 (000 0(0.00  0(0.00 0(0.00 0(0.00 0(0.00 1(166 1(7.69 0(0.00 0(0.00 1(667 0(0.00 6(2.12
yp %) %) %) %) %) %) 7%) %) %) %) %) %) %)
Hypermagnesa 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(6.67 0(0.00 1(0.35
emia %) %) %) %) %) %) %) %) %) %) %) %) %)
Hyperphosphat 0 (0.00 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(5.00 0(0.00 0(0.00 1(0.35
aemia %) %) %) %) %) %) %) %) %) %) %) %) %)
Hypertriglyceri  0(0.00 0(0.00 0(0.00 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(5.00 1(0.35
daemia %) %) %) %) %) %) %) %) %) %) %) %) %)
Hyperuricaemi  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 0(0.00 0(0.00 3(1.06
a %) %) %) %) %) %) %) %) 0%) %) %) %) %)
Hypoalbumina  0(0.00 0(0.00 1(8.33 2(181 0(0.00 2(222 1(166 2(153 1(10.0 3(1500 0(0.00 0(0.00 29 (10.2
emia %) %) %) 8%) %) 2%) 7%) 8%) 0%) %) %) %) 5%)
Hypocalcaemi  0(0.00 0(0.00 1(8.33 0(0.00 0(0.00 1(11.1 0(0.00 1(7.69 0(0.00 3(15.00 0(0.00 0(0.00 12 (4.24
a %) %) %) %) %) 1%) %) %) %) %) %) %) %)
Hypoglycaemi ~ 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(0.35
a %) %) %) %) %) %) %) %) %) %) %) %) %)
Hvookalaemia 0 (000 1(142  1(833 1(909 0(000 3(333 1(166 0(0.00 0(0.00 2(10.00 1(6.67 0(0.00 18(6.36
yp %) 9%) %) %) %) 3%) 7%) %) %) %) %) %) %)
Hypomagnesa 0(0.00 1(142 1(8.33 0(0.00 1(166 1(11.1 0(0.00 1(769 1(10.0 3(1500 0(0.00 0(0.00 15 (5.30
emia %) 9%) %) %) 7%) 1%) %) %) 0%) %) %) %) %)
Hvoonatraemia  © (000 2(285  0(0.00 0(000 0(0.00 2(222 1(166 2(153 0(0.00 2(10.00 1(6.67 0(0.00 18(6.36
yp %) 7%) %) %) %) 2%) 7%) 8%) %) %) %) %) %)
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Hypophosphat  0(0.00 0(0.00 0(0.00 1(9.09 0(0.00 1(11.1 0(0.00 4(30.7 0(0.00 1(5.00 0(0.00 0(0.00 12 (4.24

aemia %) %) %) %) %) 1%) %) 7%) %) %) %) %) %)
Hypoproteinae  0(0.00 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(5.00 0(0.00 0(0.00 1(0.35
mia %) %) %) %) %) %) %) %) %) %) %) %) %)
Metabolic 0(0.00 0(0.00 1(833 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(.00 0(0.00 0(0.00 0(0.00 1(0.35
acidosis %) %) %) %) %) %) %) %) %) %) %) %) %)
Polvdipsia 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 1(16.6 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(0.35
yaip %) %) %) %) %) %) 7%) %) %) %) %) %) %)

Musculoskeletal
and connective
tissue disorders

Arthralgia 0(0.00 0(0.00 1(833 1(.09 1(166 0(0.00 1(166 0(0.00 1(10.0 3(1500 2(13.3 1(5.00 33(11.6

%) %) %) %) 7%) %) 7%) %) 0%) %) 3%) %) 6%)
Arthritis 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(.00 1(5.00 0(0.00 0(0.00 1(0.35
%) %) %) %) %) %) %) %) %) %) %) %) %)
Back bain 1(16.6 0(0.00 1(833 0(0.00 0(0.00 0(0.00 1(166 0(0.00 0(0.00 2(10.00 2(133 1(5.00 29(10.2
P 7%) %) %) %) %) %) 7%) %) %) %) 3%) %) 5%)
Bone bain 0(0.00 0(0.00 1(833 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(.00 0(0.00 0(0.00 0(0.00 3(1.06
P %) %) %) %) %) %) %) %) %) %) %) %) %)
Flank oain 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(.00 1(10.0 0(0.00 0(0.00 0(0.00 6(2.12
P %) %) %) %) %) %) %) %) 0%) %) %) %) %)
Groin bain 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(0.00 0(0.00 0(0.00 0(0.00 1(0.35
P %) %) %) %) %) %) %) %) %) %) %) %) %)
Intervertebral ~ 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(0.35
disc disorder %) %) %) %) %) %) %) %) %) %) %) %) %)
Limb 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(0.00 0(0.00 1(0.35
discomfort %) %) %) %) %) %) %) %) %) %) %) %) %)
Muscle 0(0.00 0(0.00 1(8.33 0(0.00 0(0.00 2(222 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(5.00 6(2.12
spasms %) %) %) %) %) 2%) %) %) %) %) %) %) %)
Muscular 0(0.00 0(0.00 1(833 0(0.00 0(0.00 0(0.00 0(.00 1(7.69 0(0.00 1(5.00 0(0.00 0(0.00 5(1.77
weakness %) %) %) %) %) %) %) %) %) %) %) %) %)
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Musculoskelet 0(0.00 0(.00 0(@.00 0(.00 0(O0 O0(0O0 2(333 O0(O00 O0(.00 O0(QOO0 o000 2(10.0 8(2.83
al chest pain %) %) %) %) %) %) 3%) %) %) %) %) 0%) %)
Musculoskelet 0(0.00 0(0.00 0(.00 O0(.00 O0(@.00 O0(.00 0(O0 0(O0 O0(@.0O0 O0(O0 O0(.00 O0(@.00 2(0.71
al pain %) %) %) %) %) %) %) %) %) %) %) %) %)
Mvalaia 0(0.00 2(285 2(1667 O0(.00 O(@.OO0 0.0 OO0 O(@OO O(@OO O(@.OO 0(.00 1(5.00 16(565
yalg %) 7%) %) %) %) %) %) %) %) %) %) %) %)
Neck pain 0(0.00 0(0O0 OO0 O(@OO O(@OO O(@OO OO0 O(@OO OO0 1(5.00 O0(.00 0(.00 3(1.06
P %) %) %) %) %) %) %) %) %) %) %) %) %)
Osteoporosis 0(.00 0(@.00 OO0 O0(O0 O0(OO0 O0(@O0 O0(@.O0 O0(@.0O0 O0(@OO0 O0(@.00 0(.00 0¢(0.00 1(0.35
P %) %) %) %) %) %) %) %) %) %) %) %) %)
Pain in 0(.00 O0(O0 OO0 O(@OO O@OO O0O(@OO oO0(@OO O0O(.00 O0(.00 0¢(.00 1(6.67 0(0.00 6(2.12
extremity %) %) %) %) %) %) %) %) %) %) %) %) %)
Pain in iaw 0(0.00 O0(O0 OO0 O(@OO O(@OO O(@OO O0(@OO O(@OO O(@OO O0(@OO O0(.00 0(.00 2(0.71
: %) %) %) %) %) %) %) %) %) %) %) %) %)
Scoliosis 0(.00 0.0 OO0 O0(O0 O0(OO0 O0(@O0 O0(@.0O0 O0(@.0O0 O0(@OO0 O0(@.00 0(.00 0¢(0.00 1(0.35
%) %) %) %) %) %) %) %) %) %) %) %) %)
Spinal pain 0(0.00 O0(O0 OO0 O(@OO O@OO oO0(@OO O(@OO O0O(@OO OO0 1(5.00 0(.00 0¢0.00 1(0.35
pina’p %) %) %) %) %) %) %) %) %) %) %) %) %)
Tenosynovitis 0(0.00 O0(O0 OO0 O(@OO O@OO oO0(@OO O(@OO O0O@OO O(@OO O0(.00 0(.00 o0¢0.00 1(0.35
stenosans %) %) %) %) %) %) %) %) %) %) %) %) %)
Neoplasms
benign,
malignant and
unspecified
(incl cysts and
polyps)
Cancer pain 0(0.00 0(.0O0 OO0 O(@OO O(@OO O(@OO O(@OO O(@OO O(@OO oO0(@OO O0(.00 0(.00 2(0.71
P %) %) %) %) %) %) %) %) %) %) %) %) %)
Infected 0(.00 O0(@.00 OO0 O0(O0 O0(OO0 O0(@O0 OO0 O0(.0O0 O0(@OO0 O0(@.00 0(.00 0¢(0.00 1(0.35
neoplasm %) %) %) %) %) %) %) %) %) %) %) %) %)
Malignant 0(.00 O0(O0 OO0 O(@OO O0@OO oO0(@OO O(@OO O0O(@OO O(@OO O0(.0O0 O0(.00 0¢.00 1(0.35
pleural effusion %) %) %) %) %) %) %) %) %) %) %) %) %)
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Oncologic 0(0.00 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(0.35
complication %) %) %) %) %) %) %) %) %) %) %) %) %)
;:ng‘;‘ijarted 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 1(16.6 0(0.00 0(0.00 1(500 0(0.00 0(0.00 2 (0.71
fover %) %) %) %) %) %) 7%) %) %) %) %) %) %)
Tumour 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(0.00 0(0.00 0(0.00 1(0.35
fistulisation %) %) %) %) %) %) %) %) %) %) %) %) %)
Tumour 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(0.00 0(0.00 0(0.00 3(1.06
haemorrhage %) %) %) %) %) %) %) %) %) %) %) %) %)
Tumour oain  0(000 0(0.00 1(833 0(0.00 0(0.00 0(000 0(0.00 0(000 1(10.0 1(500 0(0.00 1(500 13(4.59
P %) %) %) %) %) %) %) %) 0%) %) %) %) %)
Nervous system
disorders
Allogvnia 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(0.00 0(0.00 0(0.00 1(0.35
y %) %) %) %) %) %) %) %) %) %) %) %) %)
Aohasia 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(0.00 0(0.00 0(0.00 1(0.35
P %) %) %) %) %) %) %) %) %) %) %) %) %)
Balance 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(0.00 0(0.00 0(0.00 2(0.71
disorder %) %) %) %) %) %) %) %) %) %) %) %) %)
Cerebrovascul  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(500 0(0.00 0(0.00 1(0.35
ar accident %) %) %) %) %) %) %) %) %) %) %) %) %)
Dizziness 0(0.00 1(142 0(0.00 0(0.00 1(166 1(11.1 0(0.00 0(0.00 0(0.00 3(15.00 0(0.00 1(5.00 15(5.30
%) 9%) %) %) 7%) 1%) %) %) %) %) %) %) %)
Dvsacsthesia  ©(0:00  0(0.00  0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 2(0.71
y %) %) %) %) %) %) %) %) %) %) %) %) %)
Dvsarthria 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(0.00 0(0.00 0(0.00 1(0.35
y %) %) %) %) %) %) %) %) %) %) %) %) %)
Dvsgeusia 0(0.00 0(0.00 0(0.00 1(9.09 0(0.00 0(.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 2(0.71
ysd %) %) %) %) %) %) %) %) %) %) %) %) %)
Encephalopath  0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(.00 1(7.69 0(0.00 0(0.00 0(0.00 0(0.00 1(0.35
y %) %) %) %) %) %) %) %) %) %) %) %) %)
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Facial 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(0.00 0(0.00 0(0.00 0(.00 0(0.00 0(0.00 0(0.00 1(0.35
neuralgia %) %) %) %) %) %) %) %) %) %) %) %) %)

Facial paresis 0000 0(0.00  0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(000 0(0.00 0(0.00 1(0.35
P %) %) %) %) %) %) %) %) %) %) %) %) %)

Headache 0(0.00 0(0.00 1(833 1(9.09 1(166 1(11.1 1(166 1(7.69 3(30.0 3(15.00 0(0.00 1(5.00 23 (8.13
%) %) %) %) 7%) 1%) 7%) %) 0%) %) %) %) %)

Homivaresis  ©(0:00  0(0.00 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 0(0.00 1(0.35
P %) %) %) %) %) %) %) %) %) %) %) %) %)

g'r?é’:”ﬁalo o 0(0.00 0(0.00 0(0.00 1(9.09 0(000 0(000 0(0.00 0(0.00 0(000 0(000 0(000 1(500 2(0.71
v phalop %) %) %) %) %) %) %) %) %) %) %) %) %)

H . 0(0.00 0(0.00 0(.00 0(.00 0(.00 0(00 0(.00 0(.00 0(.00 1(5.00 0(0.00 0(0.00 1(0.35
ypersomnia

%) %) %) %) %) %) %) %) %) %) %) %) %)
Hvpoaesthesia 0(0.00 0(0.00 1(8.33 0(.00 0(.00 0(0O0 O0(.0O0 O0(.0O0 0(.0O0 2(10.00 0(.00 0(.00 4(1.41
yp %) %) %) %) %) %) %) %) %) %) %) %) %)
Intracranial 0(0.00 000 O0(OO0 O0(.00 O0(.L0 O0(.0O0 O0(0O0 0(.00 0(.00 0¢(0.00 1(6.67 0(0.00 1(0.35
mass %) %) %) %) %) %) %) %) %) %) %) %) %)
Loss of 0(000 O0(O0 O0(OO0 O0(.L0 O0(.O0 O0(.O0 O0(O0 O0(O0 O0(.00 0(O0 O0(.00 0(.00 2(0.71
consciousness %) %) %) %) %) %) %) %) %) %) %) %) %)
Memory 0(0.00 000 0(0O0 O0(.00 O0(.00 O0(O0 O0(O0 0(0O0 0(.00 0(.0O0 0(.00 0¢(0.00 1(0.35
impairment %) %) %) %) %) %) %) %) %) %) %) %) %)
Monobleaia 0000 O0(O0 O0(OO0 O0(.O0 O0(.0O0 O0(.O0 O0(O0 O0(0O0 0(.00 0(O0 O0(.00 0¢(0.00 1(0.35
pleg %) %) %) %) %) %) %) %) %) %) %) %) %)
Mvoclonus 0(000 0(0O0 O0(0O0 O0(.0 O0(.00 O0(O0 O0(O0 0(0O0 0(.00 O0(0O0 O0(.00 0¢(0.00 1(0.35
y %) %) %) %) %) %) %) %) %) %) %) %) %)
Neuralaia 1166 0(0.00 0(.00 0(O0 O0(0O0 O0(.O0 O0(@.O0 O0(@.O0 O0(.00 O0(.00 0(0O0 O0(.00 3(1.06
9 7%) %) %) %) %) %) %) %) %) %) %) %) %)
Neuropathy 0(0.00 0(0.00 1(833 0(.00 0(O0 1(111 0(.00 O0(.00 0(.00 2(10.00 0(.00 0(.00 5(1.77
peripheral %) %) %) %) %) 1%) %) %) %) %) %) %) %)
Neurotoxicit 0(0.00 O0(O00 0(0O0O O0(.00 0(.00 0(O0 0(0O0 0(.00 0(.00 0¢(0.00 1(6.67 0(0.00 1(0.35
y %) %) %) %) %) %) %) %) %) %) %) %) %)
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Ophthalmic 0(0.00 0(0.00 0(.00 0(.00 0(.00 0(00 0(.00 0(.00 0(.00 0(.00 0(.00 0(0.00 1(0.35
migraine %) %) %) %) %) %) %) %) %) %) %) %) %)
Paracsthesia 0 (000 0(0.00  0(0.00 0(000 0(000 0(000 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 4(1.41
%) %) %) %) %) %) %) %) %) %) %) %) %)
Paralysis
recurrent 0(0.00 0(0.00 0(.00 0(.00 0(.00 0(00 0(.00 0(.00 1(100 0(0.00 0(.00 0(0.00 1(0.35
laryngeal %) %) %) %) %) %) %) %) 0%) %) %) %) %)
nerve
Peripheral 0(0 00 0(0 00 0(0 00 0(0 0(0 0(0 1 00 0(0 1
e (000 0(0. (000 0(0. (000 0(0. (0.00 (000 0(000 1(500 0(0. (0.00 (0.35
heuropathy %) %) %) %) %) %) %) %) %) %) %) %) %)
Peripheral 0(0.00 0(0.00 2(16.67 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 2(0.71
sonsory (©. (. (16. (. (©. (. (©. (©. (o. (©. (. (©. (©.
%) %) %) %) %) %) %) %) %) %) %) %) %)
neuropathy
Peronealnerve 0(0.00 0(0.00 1(833 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 1(0.35
palsy %) %) %) %) %) %) %) %) %) %) %) %) %)
Sciatica 0(0.00 0(0.00 0(0.00 1(9.09 0(0.00 0(.00 0(.00 0(0.00 0(0.00 2(10.00 0(0.00 0(0.00 3(1.06
%) %) %) %) %) %) %) %) %) %) %) %) %)
Seizure 0(0.00 0(0.00 0(.00 0(.00 0(.00 0(00 0(.00 0(.00 0(.00 0(.00 0(.00 0(0.00 1(0.35
%) %) %) %) %) %) %) %) %) %) %) %) %)
Sensorimotor 0 (0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(0.00 0(.00 1(100 0(0.00 0(0.00 0(0.00 2(0.71
disorder %) %) %) %) %) %) %) %) 0%) %) %) %) %)
Somnolence 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(.00 1(7.69 0(0.00 0(0.00 0(0.00 0(0.00 6(2.12
%) %) %) %) %) %) %) %) %) %) %) %) %)
Spinal cord 0(0.00 0(0.00 0(.00 0(.00 0(.00 0(00 0(.00 0(.00 0(.00 0(.00 0(.00 0(0.00 1(0.35
compression %) %) %) %) %) %) %) %) %) %) %) %) %)
Svncope 0(0.00 0(0.00 0(.00 0(.00 0(.00 0(00 0(.00 0(.00 1(100 0(0.00 0(.00 0(0.00 1(0.35
yncop %) %) %) %) %) %) %) %) 0%) %) %) %) %)
Tasto disorder  ©(0:00  0(000  0(0.00 0(0.00 0(0.00 0(0.00 0(000 0(000 0(00 0(000 0(000 0(0.00 1(0.35
%) %) %) %) %) %) %) %) %) %) %) %) %)
Tremor 0(0.00 0(0.00 0(.00 0(.00 0(.00 0(00 0(.00 0(.00 0(.00 0(.00 0(.00 0(0.00 1(0.35
%) %) %) %) %) %) %) %) %) %) %) %) %)

Page 139



> NOVARTIS

Clinical Trial Results Website

Vith nerve 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(.00 1(7.69 0(0.00 0(0.00 0(0.00 0(0.00 1(0.35
disorder %) %) %) %) %) %) %) %) %) %) %) %) %)
Vocal cord 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(0.00 0(0.00 1(0.35
paralysis %) %) %) %) %) %) %) %) %) %) %) %) %)

Product issues

Device 0(0.00 0¢(0.00 0 (0.00 0(0.00 O0(.00 O0(@©O0 O0(@OO0 O0(.0O0 0(.00 o0¢(.00 0(0.00 0¢(0.00 1(0.35

occlusion %) %) %) %) %) %) %) %) %) %) %) %) %)
Psychiatric
disorders

Anxiet 0(0.00 0¢(0.00 0 (0.00 0(0.00 0.0 O0(@OO 1(16.6 1(769 0(0.00 2(10.00 0(.00 0(0.00 11(3.89
y %) %) %) %) %) %) 7%) %) %) %) %) %) %)

Bradvohrenia 0(0.00 0¢(0.00 0 (0.00 0(0.00 O0(.00 O0(@©OO0 O0(@OO0 O0(.0O0 0(.00 o0¢(.00 0(0.00 0¢(0.00 1(0.35
yp %) %) %) %) %) %) %) %) %) %) %) %) %)

Confusional 0(0.00 0(0.00 0 (0.00 0(.00 0(.00 o000 O0(@©OO0 O0(.0O0 O0(.00 0¢(0.00 0(0.00 1 (5.00 1(0.35
state %) %) %) %) %) %) %) %) %) %) %) %) %)

Depressed 0(0.00 0¢(0.00 0 (0.00 0(0.00 O0(.00 O0(@.O0 O0(@OO0 O0(.O0 0(.00 o0¢(.00 0(0.00 0¢(0.00 1(0.35
mood %) %) %) %) %) %) %) %) %) %) %) %) %)

Depression 0(0.00 0¢(0.00 0 (0.00 0(0.00 O0(.00 O0(@©O0 O0(@OO0 O0(.0O0 0(.00 o0¢(.00 0(0.00 0¢(0.00 2 (0.71
P %) %) %) %) %) %) %) %) %) %) %) %) %)

Hallucination 0(0.00 0(0.00 0 (0.00 0(.00 0(.00 O0(.O00 O0(@©OO0 O0(.O0O0 O0(.00 0¢(0.00 0(0.00 0¢(0.00 1(0.35
%) %) %) %) %) %) %) %) %) %) %) %) %)

Insomnia 0(0.00 0¢(0.00 0 (0.00 0(0.00 0.0 o0(@O0 1(16.6 0(0.00 0(0.00 0(0.00 1(6.67 1(5.00 4(1.41
%) %) %) %) %) %) 7%) %) %) %) %) %) %)

Irritabilit 0(0.00 0¢(0.00 0 (0.00 0(0.00 0.0 O0(@OO0 1(16.6 0(0.00 0(0.00 0(0.00 0(0.00 0¢(0.00 1(0.35
y %) %) %) %) %) %) 7%) %) %) %) %) %) %)

Mental status 0(0.00 0(0.00 0 (0.00 0(.00 0(.00 o000 O0(@©OO0 O0(.0O0 O0(.00 0¢(0.00 0(0.00 0¢(0.00 1(0.35
changes %) %) %) %) %) %) %) %) %) %) %) %) %)

Mixed anxiety
and depressive
disorder

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 0(0.00 1(0.35
%) %) %) %) %) %) %) %) %) %) %) %) %)
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Sleep disorder 000 O0(O0 OO0 O0(.O0 O(OO0 O0(.O0 O0(.0O0 O0(.0O0 O0(@.00 O0(00 0(.00 0¢(0.00 1(0.35

%) %) %) %) %) %) %) %) %) %) %) %) %)
Renal and
urinary
disorders
Acute kidney 0(0.00 0(0.00 0 (0.00 0(0.00 0¢(0.00 1(11.1 0(0.00 0(0.00 1(10.0 1(5.00 0(0.00 0¢(0.00 3(1.06
injury %) %) %) %) %) 1%) %) %) 0%) %) %) %) %)
Anuria 0(0.00 0(0.00 0 (0.00 0(0.00 O0(.00 O0(@©.O0 O0(@OO0 O0(.0O0 0(.00 1(5.00 0(0.00 0¢(0.00 1(0.35
%) %) %) %) %) %) %) %) %) %) %) %) %)
Cystitis 0(0.00 0(0.00 0 (0.00 0(.00 0(.00 o000 O0(@©OO0 O0(.0O0 0(.00 0¢(0.00 0(0.00 0¢(0.00 1(0.35
noninfective %) %) %) %) %) %) %) %) %) %) %) %) %)
Dvsuria 0(0.00 0(0.00 1(8.33 0(0.00 0(0.00 0(0.00 0¢(0.00 1(7.69 0(0.00 0(0.00 0(0.00 0¢(0.00 7 (2.47
y %) %) %) %) %) %) %) %) %) %) %) %) %)
Haematuria 0 (0.00 1(14.2 0 (0.00 0(0.00 O0(.00 O0(@.0O0 O0(@O0 O0(.0O0 0(.00 1(5.00 0(0.00 0¢(0.00 8 (2.83
%) 9%) %) %) %) %) %) %) %) %) %) %) %)
Haemorrhage 0(0.00 0(0.00 0 (0.00 0(.00 0(.00 O0(.00 O0(@©OO0 O0(.0O0 0(.00 0¢(0.00 0(0.00 0¢(0.00 1(0.35
urinary tract %) %) %) %) %) %) %) %) %) %) %) %) %)
Hydronephrosi 0(0.00 0¢(0.00 0 (0.00 0(0.00 O0(.00 O0(@©O0 O0(@OO0 O0(.0O0 0(.00 1(5.00 0(0.00 0¢(0.00 2 (0.71
S %) %) %) %) %) %) %) %) %) %) %) %) %)
Micturition 0(0.00 0(0.00 0 (0.00 0(0.00 O0(.00 O0(@©O0 O0(@OO0 O0(.0O0 0(.00 o0¢(.00 0(0.00 0¢(0.00 1(0.35
disorder %) %) %) %) %) %) %) %) %) %) %) %) %)
Micturition 0(0.00 0(0.00 0 (0.00 0(.00 0(.00 o000 O0(@©OO0 O0(.0O0 O0(.00 0¢(0.00 0(0.00 0¢(0.00 1(0.35
urgency %) %) %) %) %) %) %) %) %) %) %) %) %)
Nocturia 0(0.00 0(0.00 0 (0.00 0(0.00 O0(.00 O0(@©OO0 O0(@OO0 O0(.0O0 O0(.00 o0¢(.00 0(0.00 0¢(0.00 1(0.35
%) %) %) %) %) %) %) %) %) %) %) %) %)
Pollakiuria 0(0.00 0(0.00 0 (0.00 0(0.00 0¢(0.00 1(11.1 0(0.00 0(0.00 0(0.00 0¢(0.00 1(6.67 0(0.00 4(1.41
%) %) %) %) %) 1%) %) %) %) %) %) %) %)
Polvuria 0(0.00 0(0.00 0 (0.00 0(0.00 0(0.00 0¢(0.00 1(16.6 0(0.00 0(0.00 1(5.00 0(0.00 0¢(0.00 3 (1.06
y %) %) %) %) %) %) 7%) %) %) %) %) %) %)
Renal colic 0(0.00 0¢(0.00 0 (0.00 0(0.00 O0(.00 O0(@©OO0 O0(@OO0 O0(.O0 O0(.00 o0¢(.00 0 (0.00 1(5.00 1(0.35
%) %) %) %) %) %) %) %) %) %) %) %) %)
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Renal failure 0(0.00 0(0.00 0 (0.00 0(0.00 0(.00 1(11.1 0(0.00 0(0.00 0(.00 0¢(0.00 0(0.00 0¢(0.00 1(0.35
%) %) %) %) %) 1%) %) %) %) %) %) %) %)
Urethral 0(0.00 0(0.00 0 (0.00 0(.00 0(.00 O0(.L00 O0(@©OO0 O0(.O0O0 O0(.00 0¢(0.00 0(0.00 0¢(0.00 1(0.35
discharge %) %) %) %) %) %) %) %) %) %) %) %) %)
Urinary 0(0.00 0(0.00 0 (0.00 0(0.00 O0(.00 O0(@©OO0 O0(@OO0 O0(.0O0 O0(.00 o0¢(.00 0(0.00 0¢(0.00 3(1.06
incontinence %) %) %) %) %) %) %) %) %) %) %) %) %)
Urinary 0(0.00 0(0.00 0 (0.00 0(0.00 O0(.00 O0(@©OO0 O0(@OO0 O0(.0O0 0(.00 o0¢(.00 0(0.00 0¢(0.00 1(0.35
retention %) %) %) %) %) %) %) %) %) %) %) %) %)
Urinary tract 0(0.00 0(0.00 0 (0.00 0(0.00 0(.00 O0(.00 O0(@OO0 1(769 0(.00 0(0.00 0(0.00 0¢(0.00 1(0.35
disorder %) %) %) %) %) %) %) %) %) %) %) %) %)
Urinary tract 0(0.00 0(0.00 0 (0.00 0(0.00 O0(.00 O0(@.O0 O0(@OO0 O0(.O0 0(.00 o0¢(.00 0(0.00 0¢(0.00 1(0.35
obstruction %) %) %) %) %) %) %) %) %) %) %) %) %)
Reproductive
system and
breast
disorders
Balanoposthitis 0(0.00 0(0.00 0 (0.00 0(.00 0(.00 O0(.O00 O0(@©OO0 O0(.O0O0 O0(.00 0¢(0.00 0(0.00 0¢(0.00 1(0.35
P %) %) %) %) %) %) %) %) %) %) %) %) %)
Breast mass 0(0.00 0(0.00 0 (0.00 0(0.00 O0(.00 O0(@O0 O0(@OO0 O0(.0O0 0(.00 o0¢(.00 0(0.00 0¢(0.00 1(0.35
%) %) %) %) %) %) %) %) %) %) %) %) %)
Breast oedema 0(0.00 0(0.00 0 (0.00 0(.00 0(.00 o000 O0(@©OO0 O0(.0O0 0(.00 0¢(0.00 0(0.00 0¢(0.00 1(0.35
%) %) %) %) %) %) %) %) %) %) %) %) %)
Breast pain 1(16.6 0(0.00 0 (0.00 0(.00 0(.00 O0(.L00 O0(@©OO0 O0(.0O0 O0(.00 0¢(0.00 0(0.00 0¢(0.00 3 (1.06
P 7%) %) %) %) %) %) %) %) %) %) %) %) %)
Genital pain 0(0.00 0(0.00 0 (0.00 0(0.00 O0(.00 O0(@©O0 O0(@OO0 O0(.0O0 0(.00 o0¢(.00 0(0.00 0¢(0.00 1(0.35
P %) %) %) %) %) %) %) %) %) %) %) %) %)
Intermenstrual 0(0.00 0(0.00 0 (0.00 0(0.00 0(.00 o000 O0(@©OO0 O0(.0O0 O0(.00 0¢(0.00 0(0.00 0¢(0.00 1(0.35
bleeding %) %) %) %) %) %) %) %) %) %) %) %) %)
Menstruation 0(0.00 0(0.00 0 (0.00 0(.00 0(.00 o000 O0(@©OO0 O0(.0O0 0(.00 0¢(0.00 0(0.00 0¢(0.00 1(0.35
irregular %) %) %) %) %) %) %) %) %) %) %) %) %)
Pelvic pain 0(0.00 0¢(0.00 0 (0.00 0(0.00 O0(.00 O0(@©.O0 O0(@OO0 O0(.0O0 0(.00 1(5.00 0(0.00 0¢(0.00 2 (0.71
P %) %) %) %) %) %) %) %) %) %) %) %) %)
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. . 0(.00 000 OO0 O0(OO O0(OO OO0 OO0 O0(O0 O0(@OO OO0 0(.00 0¢(0.00 1(0.35
Perineal pain

%) %) %) %) %) %) %) %) %) %) %) %) %)
Pruritus genital 0(0.00 0(0.00 0 (0.00 0(.00 0(.00 O0(.L00 O0(@©OO0 O0(.O0O0 O0(.00 0¢(0.00 0(0.00 0¢(0.00 1(0.35
9 %) %) %) %) %) %) %) %) %) %) %) %) %)
Scrotal 0(0.00 0¢(0.00 0 (0.00 0(0.00 O0(.00 O0(@©OO0 O0(@OO0 O0(.0O0 O0(.00 o0¢(.00 0(0.00 0¢(0.00 1(0.35
oedema %) %) %) %) %) %) %) %) %) %) %) %) %)
Testicular 0(0.00 0¢(0.00 0 (0.00 0(0.00 O0(.00 O0(@©OO0 O0(@OO0 O0(.0O0 0(.00 o0¢(.00 0(0.00 0¢(0.00 1(0.35
oedema %) %) %) %) %) %) %) %) %) %) %) %) %)
Vaginal 0(0.00 0(0.00 0 (0.00 0(.00 0(.00 o000 O0(@©OO0 O0(.0O0 O0(.00 0¢(0.00 0(0.00 0¢(0.00 1(0.35
discharge %) %) %) %) %) %) %) %) %) %) %) %) %)
Vaginal 0(0.00 0¢(0.00 0 (0.00 0(0.00 0(.00 O0(@©O0 1(16.6 0(0.00 0(0.00 0(0.00 0(0.00 0¢(0.00 2 (0.71
haemorrhage %) %) %) %) %) %) 7%) %) %) %) %) %) %)
Vulvovaginal 0(0.00 0¢(0.00 0 (0.00 0(0.00 O0(.00 O0(@©OO0 O0(@OO0 O0(.0O0 0(.00 o0¢(.00 0(0.00 0¢(0.00 2 (0.71
pruritus %) %) %) %) %) %) %) %) %) %) %) %) %)
Respiratory,
thoracic and
mediastinal
disorders
Aphonia 0(0.00 0¢(0.00 0 (0.00 0(0.00 O0(.00 O0(@O0 O0(@OO0 O0(.0O0 0(.00 o0¢(.00 0(0.00 1(5.00 1(0.35
P %) %) %) %) %) %) %) %) %) %) %) %) %)
Atelectasis 0(0.00 0(0.00 0 (0.00 0(.00 0(.00 o000 O0(@©OO0 O0(.0O0 0(.00 0¢(0.00 0(0.00 0¢(0.00 1(0.35
%) %) %) %) %) %) %) %) %) %) %) %) %)
Bronchial 0(0.00 0(0.00 0 (0.00 0(0.00 0(.00 O0(.00 O0(@OO0 O0(.00 0(.00 1(5.00 0(0.00 0¢(0.00 1(0.35
obstruction %) %) %) %) %) %) %) %) %) %) %) %) %)
Bronchospasm 0(0.00 0¢(0.00 0 (0.00 0(0.00 O0(.00 O0(@©O0 O0(@OO0 O0(.0O0 0(.00 o0¢(.00 0(0.00 0¢(0.00 1(0.35
P %) %) %) %) %) %) %) %) %) %) %) %) %)
Catarrh 0(0.00 0(0.00 0 (0.00 0(0.00 0(.00 o000 O0(@©OO0 O0(.0O0 O0(.00 0¢(0.00 0(0.00 1 (5.00 2 (0.71
%) %) %) %) %) %) %) %) %) %) %) %) %)
Chronic
obstructive 0(0.00 0¢(0.00 0 (0.00 1(9.09 0(0.00 0(.00 O0(@O0 0(.00 0(.00 0¢(0.00 0(0.00 0¢(0.00 1(0.35
pulmonary %) %) %) %) %) %) %) %) %) %) %) %) %)
disease
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Cough 2(333 2(285 4(3333 3(272 2(333 5(555 2(333 1(7.69 1(10.0 2(10.00 2(13.3 1(5.00 51(18.0

3%) 7%) %) 7%) 3%) 6%) 3%) %) 0%) %) 3%) %) 2%)
Drv throat 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 0(0.00 1(0.35
ry %) %) %) %) %) %) %) %) %) %) %) %) %)
Dvsohonia 0(0.00 0(0.00 0(0.00 1(.09 0(.00 1(11.1 0(0.00 0(0.00 1(10.0 0(0.00 1(6.67 0(0.00 10 (3.53
ysp %) %) %) %) %) 1%) %) %) 0%) %) %) %) %)
Dvsonoea 1(16.6 3(42.8 1(833 4(363 1(166 3(333 1(166 6(46.1 3(30.0 6(30.00 2(13.3 1(5.00 70 (24.7
ysp 7%) 6%) %) 6%) 7%) 3%) 7%) 5%) 0%) %) 3%) %) 3%)
Dyspnoea 0(0.00 1(142 1(833 0(0.00 2(333 0(0.00 0(0.00 1(7.69 0(0.00 0(0.00 0(0.00 0(0.00 7 (247
exertional %) 9%) %) %) 3%) %) %) %) %) %) %) %) %)
Enistaxis 0(0.00 0(0.00 0(0.00 0(.00 1(16.6 1(11.1 0(0.00 1(7.69 0(0.00 0(0.00 0(0.00 0(0.00 4 (1.41
P %) %) %) %) 7%) 1%) %) %) %) %) %) %) %)
Haemoptvsis 0 (000 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 1(667 1(500 2(0.71

Py %) %) %) %) %) %) %) %) %) %) %) %) %)
Hicouns 0(0.00 0(0.00 1(8.33 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 3(1.06
P %) %) %) %) %) %) %) %) %) %) %) %) %)
Hvooxia 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(7.69 0(0.00 0(0.00 0(0.00 0(0.00 2(0.71
yp %) %) %) %) %) %) %) %) %) %) %) %) %)
Luna disorder (000 0(000  1(833 0(000 1(166 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 3(1.06
9 %) %) %) %) 7%) %) %) %) %) %) %) %) %)
Nasal 0(0.00 0(0.00 0(0.00 1(9.09 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 4(1.41
congestion %) %) %) %) %) %) %) %) %) %) %) %) %)
Nasal dvness 0 (000 0(000  0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(0.35
y %) %) %) %) %) %) %) %) %) %) %) %) %)
Nasal 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(0.00 1(500 1(0.35
inflammation %) %) %) %) %) %) %) %) %) %) %) %) %)
Oropharyngeal  0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(166 0(0.00 0(0.00 1(500 0(0.00 0(0.00 2(0.71
pain %) %) %) %) %) %) 7%) %) %) %) %) %) %)
Orthonnoea 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 0(0.00 1(0.35
P %) %) %) %) %) %) %) %) %) %) %) %) %)
Pharyngeal 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 0(0.00 0(0.00 1(0.35
inflammation %) %) %) %) %) %) %) %) %) %) %) %) %)
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Pleural 0(0.00 0(0.00 0(0.00 1(9.09 1(166 0(0.00 1(16.6 1(7.69 0(0.00 0(0.00 1(6.67 0(0.00 11(3.89
effusion %) %) %) %) 7%) %) 7%) %) %) %) %) %) %)
Plouritic pain  ©(0:00  0(0.00  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(500 1(0.35
P %) %) %) %) %) %) %) %) %) %) %) %) %)
Preumonts 0(0.00 0(0.00 0(0.00 2(181 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 3(1.06
%) %) %) 8%) %) %) %) %) %) %) %) %) %)
Productive 0(0.00 1(142 0(0.00 0(0.00 1(166 0(0.00 1(16.6 0(0.00 0(0.00 1(5.00 0(0.00 0(0.00 11 (3.89
cough %) 9%) %) %) 7%) %) 7%) %) %) %) %) %) %)
Pulmonary 0(0.00 0(0.00 0(.00 0(.00 0(.00 0(00 1(166 0(0.00 0(0.00 1(5.00 0(0.00 0(0.00 5(1.77
embolism %) %) %) %) %) %) 7%) %) %) %) %) %) %)
Pulmonary 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(.00 1(10.0 0(0.00 0(0.00 0(0.00 1(0.35
hypertension %) %) %) %) %) %) %) %) 0%) %) %) %) %)
Respiratory 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(.00 0(.00 1(5.00 0(0.00 0(0.00 2(0.71
failure %) %) %) %) %) %) %) %) %) %) %) %) %)
5:§tp"at°ry 0(0.00 0(0.00 0(.00 0(.00 0(.00 0(00 0(.00 0(.00 0(0.00 0(.00 0(.00 0(0.00 1(0.35
congestion %) %) %) %) %) %) %) %) %) %) %) %) %)
Rhinalgia 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(500 1(0.35
9 %) %) %) %) %) %) %) %) %) %) %) %) %)
Rhinitis allorgic © (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 0(0.00 0(0.00 2(0.71
9 %) %) %) %) %) %) %) %) 0%) %) %) %) %)
Rhinorthoea 1(166 0(0.00 0(0.00 0(0.00 0(.00 1(11.1 0(0.00 0(0.00 0(0.00 0(0.00 1(667 0(0.00 5(1.77
7%) %) %) %) %) 1%) %) %) %) %) %) %) %)
Throatinitation © (000 0(0.00  0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(0.35
%) %) %) %) %) %) %) %) %) %) %) %) %)
Wheezin 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(0.00 1(667 0(0.00 1(0.35
9 %) %) %) %) %) %) %) %) %) %) %) %) %)
Skin and
subcutaneous

tissue disorders

0(0.00 0(0.00 1(833 0(0.00 1(166 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 2(0.71

Acne %) %) %) %) 7%) %) %) %) %) %) %) %) %)
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Actinic 0(0.00 0(0.00 0(.00 0(.00 0(0.00 0(.00 0(0.00 0(.00 0(.00 0(0.00 0(0.00 0(.00 1(0.35
keratosis %) %) %) %) %) %) %) %) %) %) %) %) %)

Cold sweat 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 0(0.00 0(0.00 1(0.35
%) %) %) %) %) %) %) %) 0%) %) %) %) %)

Dermatitis 0(0.00 0(0.00 0(.00 0(.00 0(0.00 0(.00 0(0.00 0(.00 0(.00 0(.00 0(0.00 0(.00 1(0.35
%) %) %) %) %) %) %) %) %) %) %) %) %)

Dermatitis 0(0.00 1(142 2(1667 2(181 2(33.3 4(444 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 12(4.24
acneiform %) 9%) %) 8%) 3%) 4%) %) %) %) %) %) %) %)

Drv skin 0(0.00 1(142 0(0.00 1(9.09 0(0.00 1(11.1 0(0.00 2(153 0(0.00 0(0.00 0(0.00 0(0.00 13 (4.59
ry %) 9%) %) %) %) 1%) %) 8%) %) %) %) %) %)

Ecyema 0(0.00 0(0.00 0(.00 0(.00 0(.00 0(.00 0(0.00 0(.00 0(.00 0(0.00 0(0.00 0(0.00 4(1.41
%) %) %) %) %) %) %) %) %) %) %) %) %)

Ervihema 0(0.00 0(.00 1(833 0(.00 1(166 1(11.1 0(0.00 1(7.69 0(0.00 1(5.00 0(0.00 0(0.00 9(3.18
ry %) %) %) %) 7%) 1%) %) %) %) %) %) %) %)

Hirsutism 0(0.00 0(0.00 1(833 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 2(0.71
%) %) %) %) %) %) %) %) %) %) %) %) %)

Hvoerhidrosis 0 (000 1(142  0(000 0(000 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(0.35
yp %) 9%) %) %) %) %) %) %) %) %) %) %) %)

Lichen planus 0 (000 0(0.00  0(0.00 0(0.00 0(0.00 0(000 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(0.35
P %) %) %) %) %) %) %) %) %) %) %) %) %)

Nail dvstrophy 0 (@00 0(0.00  0(0.00 0(0.00 0(0.00 0(000 0(0.00 0(0.00 0(0.00 0(0.00 1(6.67 0(0.00 1(0.35
ystrophy %) %) %) %) %) %) %) %) %) %) %) %) %)

Nail toxicit 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(0.35
y %) %) %) %) %) %) %) %) %) %) %) %) %)

Nioht sweats 0000 0(000 1(833 0(000 0(000 0(000 0(000 1(7.69 0(0.00 0(0.00 0(0.00 0(0.00 3(1.06
9 %) %) %) %) %) %) %) %) %) %) %) %) %)

Onvehoclasis  0(000  0(000  0(000 0(000 0(000 0(000 0(000 0(000 0(000 0(0.00 0(0.00 0(0.00 1(0.35
y %) %) %) %) %) %) %) %) %) %) %) %) %)

Onveholvsis 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(0.35
yeholy %) %) %) %) %) %) %) %) %) %) %) %) %)

Panule 0(0.00 0(0.00 0(.00 0(.00 0(0.00 0(.00 0(0.00 0(.00 0(.00 0(0.00 0(0.00 0(.00 1(0.35
P %) %) %) %) %) %) %) %) %) %) %) %) %)
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Petochiae 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(.00 1(10.0 0(0.00 0(0.00 0(0.00 1(0.35

%) %) %) %) %) %) %) %) 0%) %) %) %) %)
Pruritus 0(0.00 0(.00 4(3333 0(00 OO0 3(333 1(16.6 0(0.00 0(0.00 0¢(0.00 0(0.00 1(5.00 29(10.2
%) %) %) %) %) 3%) 7%) %) %) %) %) %) 5%)
Rash 0(0.00 2(285 6(50.00 2(181 3(50.0 5(555 1(16.6 0(0.00 0(0.00 0(0.00 1(6.67 1(5.00 32(11.3
%) 7%) %) 8%) 0%) 6%) 7%) %) %) %) %) %) 1%)
Rash 0(0.00 0(0.00 1(8.33 0(0.00 0(.00 O0(.0O0 O0(.00 0(.00 0(.00 0¢(0.00 0(0.00 0(0.00 2(0.71
erythematous %) %) %) %) %) %) %) %) %) %) %) %) %)
Rash macular 0(0.00 0(0.00 1(8.33 0(.00 O0(O0 OO0 O0(.O0 O0(.00 O0(.00 0¢(.00 0(0.00 0(0.00 1(0.35
%) %) %) %) %) %) %) %) %) %) %) %) %)
Rash maculo- 0(0.00 0(.00 2(1667 1(9.09 1(16.6 0(0.00 0(0.00 0(0.00 1(10.0 0¢(0.00 0(0.00 0(0.00 8(2.83
papular %) %) %) %) 7%) %) %) %) 0%) %) %) %) %)
Rash pruritic 0(0.00 0(0.00 0 (0.00 0(0.00 0(.00 O0(O0 O0(.00 0(.00 0(.00 0¢(0.00 0(0.00 0(0.00 2(0.71
P %) %) %) %) %) %) %) %) %) %) %) %) %)
Seborrhoeic 0(0.00 0(0.00 0(0.00 0(.00 O0(O0 OO0 O0(.O0 O0(.00 O0(.00 0¢(.00 0(0.00 0(0.00 1(0.35
dermatitis %) %) %) %) %) %) %) %) %) %) %) %) %)
Skin 0(0.00 0(0.00 0 (0.00 0(0.00 0(.00 O0(.0O0 O0(.00 0(.00 0(.00 0¢(0.00 0(0.00 0(0.00 1(0.35
discolouration %) %) %) %) %) %) %) %) %) %) %) %) %)
Skin exfoliation 0(0.00 0(0.00 0 (0.00 0(0.00 0(.00 O0(.0O0 O0(.00 0(.00 0(.00 0¢(0.00 0(0.00 0(0.00 1(0.35
%) %) %) %) %) %) %) %) %) %) %) %) %)
Skin fissures 0(0.00 0(0.00 1(8.33 0(.00 O0(O0 OO0 O0(.O0 O0(.00 O0(.00 0¢(.00 0(0.00 0(0.00 1(0.35
%) %) %) %) %) %) %) %) %) %) %) %) %)
Skin ulcer 0(0.00 1(14.2 0(0.00 0(.00 O0(O0 OO0 OO0 O0(.00 O0(.00 0¢(.00 0(0.00 0(0.00 1(0.35
%) 9%) %) %) %) %) %) %) %) %) %) %) %)
Umbilical 0(0.00 0(0.00 0 (0.00 0(0.00 0(.00 O0(.0O0 O0(.00 0(.00 0(.00 0¢(0.00 0(0.00 0(0.00 1(0.35
haemorrhage %) %) %) %) %) %) %) %) %) %) %) %) %)
Xeroderma 0(0.00 0(0.00 0 (0.00 0(.00 O0(O0 OO0 O0(.O0 O0(.00 O0(.00 0¢(0.00 0(0.00 0(0.00 1(0.35
%) %) %) %) %) %) %) %) %) %) %) %) %)
Vascular
disorders
Deep vein 0(0.00 0(0.00 0 (0.00 0(0.00 0(.0O0 O0(.0O0 O0(.00 0(.00 0(.00 0¢(0.00 0(0.00 0(0.00 2(0.71
thrombosis %) %) %) %) %) %) %) %) %) %) %) %) %)
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Ermbolism 0(0.00 0(0.00 0(0.00 1(.09 0(0.00 0(.00 0(0.00 0(.00 0(.00 0(.00 0(0.00 0(0.00 1(0.35

%) %) %) %) %) %) %) %) %) %) %) %) %)
Flushin 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 0(0.00 1(0.35
9 %) %) %) %) %) %) %) %) %) %) %) %) %)
Hot flush 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(.00 1(10.0 0(0.00 0(0.00 0(0.00 2(0.71
%) %) %) %) %) %) %) %) 0%) %) %) %) %)
Hvoertension (000 0(000  0(0.00 2(181 0(0.00 0(0.00 0(000 0(0.00 1(10.0 0(0.00 1(667 1(500 10(3.53
yp %) %) %) 8%) %) %) %) %) 0%) %) %) %) %)
Hvbotension 0(0.00 0(0.00 1(833 0(0.00 0(0.00 1(11.1 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 4(1.41
yp %) %) %) %) %) 1%) %) %) %) %) %) %) %)
Lvmohoedema  © (000 0(000 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(500 0(0.00 0(0.00 4(1.41
ymp %) %) %) %) %) %) %) %) %) %) %) %) %)
Orthostatic 0(0.00 0(0.00 1(833 0(0.00 1(16.6 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 3(1.06
hypotension %) %) %) %) 7%) %) %) %) %) %) %) %) %)
Superiorvena  0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(11.1 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(0.35
cava syndrome %) %) %) %) %) 1%) %) %) %) %) %) %) %)
Thrombophlebi 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 0(0.00 1(0.35
tis %) %) %) %) %) %) %) %) %) %) %) %) %)
Vasculitis 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 1(11.1 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(0.35
%) %) %) %) %) 1%) %) %) %) %) %) %) %)
Vena cava 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(0.00 0(0.00 1(0.35
thrombosis %) %) %) %) %) %) %) %) %) %) %) %) %)
Venous 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(0.35
thrombosis %) %) %) %) %) %) %) %) %) %) %) %) %)
?ﬁg%‘&sis 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(0.00 1(5.00 0(0.00 0(0.00 1(0.35
i %) %) %) %) %) %) %) %) %) %) %) %) %)

Other Relevant Findings
NA
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Conclusion:

The tolerability of PDR001 in combination with canakinumab, CJM112, trametinib, and EGF816 and of Single agent (s.a.)
canakinumab is generally acceptable across the treatment groups. The observed efficacy of canakinumab in combination
with PDRO0O01 in subjects with heavily pre-treated advanced Non-Small Cell Lung Cancer (NSCLC) justifies further clinical
evaluation.

Date of Clinical Trial Report
1 Nov 2021
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