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Sponsor
Novartis Pharmaceuticals
Generic Drug Name

NIZ985, spartalizumab (PDR001), tislelizumab (VDT482)

Trial Indication(s)

Advanced solid tumors and lymphoma

Protocol Number
CNIZ985B12101

Protocol Title

A phase l/Ib Study of Subcutaneous Recombinant Human NIZ985 ((hetlL-15) (IL-15/sIL-15Ra)) in combination with
Spartalizumab in patients with check point inhibitor (CPI) relapsed advanced solid tumors and lymphoma

Clinical Trial Phase
Phase 1
Phase of Drug Development

Phase 1 (NIZ985), Phase 3 (spartalizumab), Phase 4 (tislelizumab)

Study Start/End Dates
Study Start Date: February 27, 2020 (Actual)
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Primary Completion Date: December 27, 2023 (Actual)
Study Completion Date: December 27, 2023 (Actual)

Reason for Termination (If applicable)

Recruitment of patients with melanoma in the expansion part of this study was not conducted due to limited efficacy seen
in dose escalation and recruitment into the whole study was suspended on 01-Mar-2023. This decision was not a
consequence of any safety concerns. At the time of the recruitment halt, 60 patients (56 in the escalation part and 4 in the
expansion part) had been enrolled and the treatment of active patients continued according to the protocol.

Study Design/Methodology

This was a phase |/Ib, open-label, global, multi-center study of NIZ985 as a single-agent and in combination with an anti-
programmed cell death-protein 1 (PD-1) antibody (either spartalizumab in escalation or tislelizumab in expansion) in patients
with advanced solid tumors and lymphomas, who had previously responded to check point inhibitor (CPI) and progressed
(secondary resistant patients).

The study design consisted of two parts: dose escalation and dose expansion. Dose escalation was guided by an adaptive
Bayesian Hierarchical Logistic Regression Model (BHLRM) with overdose control (EWOQOC) principle that controlled the risk
of dose-limiting toxicities (DLTs) for patients on study. In the dose escalation part of the study, patients were assigned to be
treated with single agent NIZ985 (Arm 1 escalation) or they were treated with the N1Z985-spartalizumab combination (Arm 2
escalation). Patients who were assigned to Arm 1 had the opportunity to have spartalizumab added to their treatment
regimen after their first scheduled or unscheduled post-baseline disease evaluation, regardless of the response. Patients
were permitted to initiate combination therapy with spartalizumab 400 mg intravenous every 4 weeks (i.v. Q4W), provided
the patient had not experienced unacceptable toxicity, continued to meet eligibility criteria and did not meet criteria for study
discontinuation, other than progressive disease (PD).

Arm 2 escalation evaluated N1Z985 and spartalizumab as a combination treatment starting from Cycle 1 Day 1 (C1D1) and
enrolled patients in parallel to Arm 1 escalation. In Arm 2 escalation the dose of NIZ985 within the combination never
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exceeded the highest single-agent dose tested in Arm 1 escalation that had been shown to be safe and tolerable.
Spartalizumab was administered at a fixed dose of 400 mg i.v Q4W.

Arm 2 expansion evaluated the combination of 12 mcg/kg NIZ985 subcutaneous, weekly, 3 weeks on 1 week off (SC QW
X 3 Q28d) and tislelizumab at a fixed dose of 300 mg i.v Q4W. Only patients with advanced or unresectable non-small cell
lung cancer (NSCLC) were enrolled in this arm after the recommended dose for expansion (RDE) was declared to be
12 mcg/kg NI1Z985 SC QW X 3 Q28d either as a single agent or when dosed in combination with spartalizumab 400 mg i.v.
Q4W.

The expansion arm in patients with melanoma did not open for enroliment and as of 01 Mar 2023 recruitment to the study
was halted.

Centers
9 centers in 7 countries/regions: Japan(1), Taiwan(1), Belgium(1), Italy(1), Spain(2), United States(2), Germany(1)

Objectives:

The primary objective of the trial was to characterize safety and tolerability of NIZ985 as a single agent and in combination
with spartalizumab or tislelizumab in patients with solid tumors and lymphomas that previously responded to CPI and
progressed (secondary resistant patients).

The secondary objectives were:

e To assess preliminary anti-tumor activity of the NIZ985-spartalizumab (escalation) and N1Z985-tislelizumab (expansion)
combinations

e To characterize the pharmacokinetics (PK) of NIZ985 (as a single agent and in combination), spartalizumab (in
combination), and tislelizumab (in combination)

e To characterize the prevalence and incidence of immunogenicity of NIZ985 (single agent and in combination),
spartalizumab (in combination), and tislelizumab (in combination)
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Test Product (s), Dose(s), and Mode(s) of Administration
For this study, the investigational drugs were NIZ985, spartalizumab (PDR001) and tislelizumab (VDT482).

The dose escalation part of the study consisted of two arms:

Arm 1: NIZ985 was administered as a single agent. Patients could add spartalizumab after their first disease re-evaluation
regardless of the result. The treatment period prior to the addition of spartalizumab was defined as the lead-in period for
these Arm 1 escalation patients and will be referred to as such throughout this summary. During the lead-in period, if a
patient receiving single-agent N1Z985 added spartalizumab after their first disease reevaluation, they were required to
reduce NIZ985 to a dose level already tested within Arm 2 combination treatment escalation and deemed to be safe and
tolerable. Patients were permitted to re-escalate their dose of NIZ985 to a higher dose once the next combination
treatment dose level was deemed to be safe and tolerable.

Arm 2: N1Z985 and spartalizumab were administered in combination starting at Cycle 1 Day 1 (C1D1).

The expansion in Arm 2 started once the recommended dose (RD) was determined for the latter arm and included NIZ985
in combination with tislelizumab.

The treatment period began on Cycle 1 Day 1 and each treatment cycle consisted of 28 days.

NIZ985 was administered subcutaneously once a week for 3 weeks, followed by a one-week break during each treatment
cycle (SC QW X 3 Q28d). NIZ985 was administered at a dose of 2, 4, 8, 12 and 16 mcg/kg.

Spartalizumab was administered intravenously (i.v.) at a fixed dose of 400 mg over 30 minutes on Day 1 of each 28-day
cycle.

Tislelizumab was administered via i.v. infusion at a fixed dose of 300 mg over 90 minutes on Day 1 of each 28-day cycle.
If administration was well tolerated, then subsequent infusions was administered over 45 minutes.

Patients were monitored and continued study treatment until they experienced unacceptable toxicity, disease progression
per iRECIST/RECIST 1.1/Cheson et al (2014), withdrew the consent, or treatment was discontinued at the discretion of the
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Investigator or the patient. Patients were permitted to continue study treatment at the time of disease progression (per
iIRECIST/RECIST 1.1/Cheson et al (2014)), if the Investigator considered it was in the patient’s best interest to remain on
study and provided there was no evidence of clinical deterioration or significant, unacceptable, and irreversible toxicities
related to study treatment.

Statistical Methods

Safety: AEs were coded using MedDRA version 26.1 and assessed according to CTCAE version 5.0. AEs were assessed
in the Safety Set comprising all patients who received at least one dose of study treatment (i.e., NIZ985 in single agent
group, and at least one dose of either component of the combination therapy, NIZ985, spartalizumab or tislelizumab, in the
combination groups). Patients were analyzed according to the study treatment received, defined as the treatment most
frequently taken between Study Day 1 and the end of the DLT evaluation period (i.e. the first 28 days of dosing or the first
cycle of treatment for both the single agent and combination arms), until the onset of a Dose Limiting Toxicity (DLT) or
treatment discontinuation, whichever occurred first.

Tolerability of study drug was assessed by summarizing dose interruptions and dose reductions. Dose intensity of study
treatment was also tabulated by treatment group for each component of the study treatment.

Incidence of DLTs in Cycle 1 (during DLT evaluation period) for NIZ985 as a single agent (escalation only) and in
combination with spartalizumab (escalation) or tislelizumab (expansion) was assessed in the Dose Determining Set (DDS.
The DDS for the experimental dose escalation included all patients who received at least one dose of study treatment and
met the minimum exposure criterion defined in the protocol and had sufficient safety evaluations (as determined by Novartis
and Investigator) or experienced a DLT during the DLT evaluation period.

Efficacy: Full analysis set (FAS) was used for the secondary efficacy. The FAS comprised all patients who received at least
one dose of study treatment. Efficacy was assessed by the investigator per Response Evaluation Criteria in Solid Tumors
version 1.1 (RECIST v1.1) and Cheson et al 2014 for lymphomas.

Pharmacokinetics: All PK data analysis and PK summary statistics were based on the Pharmacokinetic analysis set (PAS).
The PAS included all patients who received at least one of the planned treatments and provided at least one evaluable PK
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sample. Only PK blood samples with date and time and for which the last prior dose dates and times were adequately
recorded were included in the PK analyses.

Immunogenicity: The immunogenicity was summarized by treatment group for each study treatment.

Study Population: Key Inclusion/Exclusion Criteria

Inclusion Criteria:

1.
2.
3.

Signed informed consent must be obtained prior to participation in the study.
Male or female patients = 18 years of age.

Histologically confirmed and documented advanced solid tumors and lymphoma (includes locally advanced
malignancies that are not curable by surgery or radiotherapy, and those with metastatic disease) with documented
progression following standard therapy, and for whom, no standard therapy is available, tolerated or appropriate.
Disease must be measurable as determined by RECIST 1.1 or Cheson et al (2014).

Escalation: Patients previously treated with CPI (anti PD-1/PD-L1 and/or anti CTLA-4) who have previously responded
and progressed at any time prior to enrollment. Previous response is an initial radiographic CR/PR (a confirmatory
scan is not required). If the most recent regimen included CPI, patients with SD lasting = 6 months are also eligible.

Expansion in melanoma: Patients with cutaneous melanoma previously treated with CPI (anti PD 1/ PD-L1 and/or anti
CTLA-4) who have previously responded and progressed at any time prior to enrollment. Previous response is
radiographic CR/PR (a confirmatory scan is not required). If the most recent regimen included CPI, patients with SD
lasting 2 6 months are also eligible.

Expansion in NSCLC: Patients with locally advanced or unresectable NSCLC who have been treated with up to 2 prior
lines of therapies, at least one of which was a CPI-containing regimen (anti PD 1/ PD-L1 and/or anti CTLA-4). Patients
must have previously responded to CPI and progressed at any time prior to enrollment. Previous response is
radiographic CR/PR (a confirmatory scan is not required). If the most recent regimen included CPI, patients with SD
lasting 2 6 months are also eligible. Patients with actionable mutations will be excluded.
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Patients must be willing and able to comply with the protocol for the duration of the study.

Patients 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 screening and during therapy on the
study.

ECOG performance status <1 and in the opinion of the investigator, likely to complete at least 28 days of treatment.

Exclusion Criteria:

1.
2.

Patients that have received any prior IL-15 treatment.

History of severe hypersensitivity reactions to any ingredient of study drug(s) and other mAbs and/or their excipients.
In addition, patients with a history of immune mediated toxicities from CPI that led to permanent discontinuation of CPI
treatment will be excluded.

Patients with primary CNS tumors are excluded. Presence of symptomatic CNS metastases, or CNS metastases that
require local CNS-directed therapy (such as radiotherapy or surgery), or increasing doses of corticosteroids 2 weeks
prior to study entry. Patients with treated symptomatic brain metastases should be neurologically stable (for 4 weeks
post-treatment and prior to study entry) and at a dose of < 10 mg per day prednisone or equivalent for at least 2 weeks
before administration of any study treatment.

Systemic chronic steroid therapy (> 10mg/day prednisone or equivalent) or any immunosuppressive therapy, other
than replacement-dose steroids in the setting of adrenal insufficiency, within 7 days of the first dose of study treatment.
Topical, inhaled, nasal and ophthalmic steroids are allowed.

Malignant disease, other than that being treated in this study, that is progressing or requires active treatment.
Exceptions include basal cell carcinoma of the skin or squamous cell carcinoma of the skin that has undergone
potentially curative therapy or in situ cervical cancer or other tumors that will not affect life expectancy.
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6. Patients having out of range lab values during screening and before the first dose of study treatment. Out of range lab
values are defined as:

¢ Absolute neutrophil count (ANC) <1.0 x 109/L.
e Platelets <75 x 109/L.
e Hemoglobin (Hgb) <9 g/dL.
e Serum creatinine > 1.5 x ULN or creatinine clearance < 60mL/min using Cockcroft-Gault formula.
e Total bilirubin > 1.5 x ULN, (except for patients with Gilbert’'s syndrome > 3.0 x ULN or direct bilirubin > 1.5 x ULN).
e Aspartate transaminase (AST) > 3 x ULN.
¢ Alanine transaminase (ALT) > 3x ULN.
e Serum electrolytes = grade 2 despite adequate supplementation.
7. Impaired cardiovascular function or clinically significant cardiovascular disease, including any of the following:

¢ Clinically significant and/or uncontrolled heart disease such as congestive heart failure requiring treatment (NYHA
Grade = 2), uncontrolled hypertension or clinically significant arrhythmia.

e QTcF >470 msec on screening ECG or congenital long QT syndrome.

¢ Acute myocardial infarction or unstable angina < 3 months prior to study entry.
8. Infection(s):

e HIV infection

e Active HBV or HCV infection (per institutional guidelines). Patients with chronic HBV or HCV disease that is controlled
under antiviral therapy are allowed in expansion but not in escalation.
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10.
11.

12.

13.

14.

e Documented infection. Patients requiring systemic antibiotics for infection must have completed treatment before

screening is initiated.

Active, known or suspected autoimmune disease. Patients with vitiligo, type | diabetes, residual hypothyroidism only
requiring hormone replacement, psoriasis not requiring systemic treatment or conditions not expected to recur may be
considered. Patients previously exposed to CPI treatment who were adequately treated for skin rash or with
replacement therapy for endocrinopathies should not be excluded.

History of or current interstitial lung disease or pneumonitis grade = 2.

Radiotherapy within 2 weeks of the first dose of study drug, except for palliative radiotherapy to a limited field. To allow
evaluation for response to study treatment, patients enrolled in the expansion must have remaining measurable
disease that has not been irradiated.

Treatment with cytotoxic or targeted antineoplastics within 3 weeks of initiation of study treatment. For cytotoxic agents
that have major delayed toxicities, a washout period of one cycle is indicated (examples are nitrosoureas and
mitomycin C which typically require a 6 week washout). Prior antibodies or immunotherapies require a 4 week
washout. Ongoing bisphosphonate therapy and growth hormone-releasing hormone (GHRH) agonist therapy is
allowed. Supportive therapy with denosumab is allowed. For patients with lymphoma, the following washout criteria
may be used:

Systemic antineoplastic therapy (including cytotoxic chemotherapy, alfa-interferon, kinase inhibitors or other targeted
small molecules, and toxin immunoconjugates) or any experimental therapy within 14 days or 5 half-lives, whichever
is shorter, before the first dose of study treatment

Presence of Grade = 2 toxicity according to National Cancer Institute (NCI) Common Terminology Criteria for Adverse
Events (CTCAE v5.0), from prior cancer therapy with the exception of neuropathy (inclusion of patients with neuropathy
of Grade 2 or less is permitted), ototoxicity, and alopecia.

Two weeks since major surgery treatment (mediastinoscopy, insertion of a central venous access device and insertion
of a feeding tube are not considered major surgery)
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15.

16.

17.

18.
19.

Use of any live vaccines against infectious diseases within 4 weeks of initiation of study treatment.

Use of hematopoietic growth factors or transfusion support < 2 weeks prior to start of study treatment. If growth factors
were initiated more than 2 weeks prior to the first dose of study treatment and the patient is on a stable dose, they can
be maintained.

Any medical condition that would, in the investigator’s judgement, prevent the patient’s participation in the clinical study
due to safety concerns, compliance with clinical study procedures, or interpretation of study results.

Pregnant or nursing (lactating) women.

Women of child-bearing potential, defined as all women physiologically capable of becoming pregnant, unless they
are using highly effective methods of contraception while taking study medication and for 30 days after the last dose
of NIZ985 if receiving N1Z985 alone, 120 days after last dose of tislelizumab, or for 150 days after the last dose of
spartalizumab. Highly effective methods of contraception methods include:

Total abstinence (when this is in line with the preferred and usual lifestyle of the patient. Periodic abstinence (e.g.
calendar, ovulation, symptothermal, post-ovulation methods) and withdrawal are not acceptable methods of
contraception.

Female bilateral tubal ligation, female sterilization (have had surgical bilateral oophorectomy with or without
hysterectomy) or total hysterectomy at least six weeks before taking investigational drug(s). In case of oophorectomy
alone, only when the reproductive status of the woman has been confirmed by follow up hormone level assessment.

Male sterilization (at least 6 months prior to screening). For female patients on the study, the vasectomized male
partner should be the sole partner for that patient.

Use of oral (estrogen and progesterone), injected, or implanted hormonal methods of contraception or placement of
an intrauterine device (IUD) or intrauterine system (IUS), or other forms of hormonal contraception that have
comparable efficacy (failure rate <1%), for example, hormone vaginal ring or transdermal hormone contraception.
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20.

¢ In case of use of oral contraception women should have been stable on the same pill for a minimum of 3 months before

taking study treatment.

NOTE: Women are considered post-menopausal and not of child-bearing potential if they have had over 12 months
of natural (spontaneous) amenorrhea with an appropriate clinical profile (e.g. age appropriate [generally age from 40
to 59 years], history of vasomotor symptoms [e.g. hot flush]) in the absence of other medical justification or have had
surgical bilateral oophorectomy (with or without hysterectomy), total hysterectomy or bilateral tubal ligation at least six
weeks prior to enrollment on study. In the case of oophorectomy alone, only when the reproductive status of the
woman has been confirmed by follow up hormone level assessment is she considered not of child-bearing potential.

A condom is required for all sexually active male participants to prevent them from fathering a child AND to prevent
delivery of study treatment via seminal fluid to their partner. Sexually active males receiving NIZ985 as a single agent
or in combination with spartalizumab or tislelizumab must use a condom during intercourse for 30 days after their last
dose of NIZ985. In addition, male participants must not donate sperm for 30 days after the last dose of NIZ985. Patients
should not father a child during this post treatment period. A condom is required to be used also by vasectomized men
as well as during intercourse with a male partner in order to prevent delivery of the drug via semen.
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Participant Flow Table

Overall Study

NIZ985
NIZ985 NIZ985 NIZ985 NIZ985 NIZ985 12mcg/k
2mcg/kg 4mcg/kg 8mcg/kg 12mcg/k  16mcg/k g+
+ + + g+ g+ Tislelizu
NIZ985 NIZ985 NIZ985 NIZ985 NIZ985 PDRO001 PDRO001 PDRO001 PDRO001 PDRO001 mab Tot
2mcg/kg 4mcgl/kg 8mcg/kg 12mcg/kg 16mcg/kg 400mg 400mg 400mg 400mg 400mg 300mg al
NIZ9852  NIZ9854  NIZ985 8 NIZ985 NIZ985 NIZ985 NIZ985
mcg/kg mcg/kg mcg/kg 12mcg/kg 16 mcg/kg NIZ9852  NIZ9854  NIZ985 8 12 16
SCQW3 SCQw3 sCQw3 SsSCQw3 SsSCcQws3 mcg/kg mcg/kg mcg/kg meglkg meglkg NIZ985
weekson weekson weekson weekson weekson SCQW3 SCQW3 SCQWS3 SCQW3 SCQW 3 12
1 week 1 week 1 week 1 week 1 week weeks on  weekson weeks on weeks on  weeks on mcg/kg
off. off. off. off. off. 1 week 1 week 1 week 1 week 1 week SCQW3
A Spartalizu  Spartalizu  Spartalizu  Spartalizu  Spartalizu offin off in offin . . weeks on
rm/Gro N S S off in off in
up mab could mab could mabcould mab could mab could combl_natl comblpatl combl_natl combinati  combinati 1 we_ek
Descripti be added be added be added be added be added on with on with on with on with on with off in
on after the after the after the after the after the  spartalizu spartalizu  spartalizu spartalizu  spartalizu combinati
first first first first first mab 400 mab 400 mab 400 mab 400 mab 400 on with
disease disease disease disease disease mg i.v. mg i.v. mg i.v. mg i.v mg i.v tislelizum
re- re- re- re- re- Q4w Q4w Q4w Q 4W' Q 4W' ab 300
evaluation evaluation evaluation evaluation evaluation startingat startingat starting at starting at  starting at mg i.v.
regardles regardles regardles regardles regardles Cycle 1 Cycle 1 Cycle 1 Cycle 1 Cycle 1 Q4W.
s of the s of the s of the s of the s of the Day 1. Day 1. Day 1. Dav 1 Dav 1
result. result. result. result. result. yi v
Started 3 4 6 7 7 6 4 6 6 7 4 60
complet 0 0 0 0 0 0 0 0 0 0 0 0
Not
Complet 3 4 6 7 7 6 4 6 6 7 4 60
ed
Advers
e Event 0 0 1 0 0 2 0 0 0 3 0 6
Death 1 0 0 0 0 1 0 0 0 0 0 2

Page 12



(') NOVARTIS

Physici
an
Decisio 0 0 1 0 1 0 0 0 1 2 0 5
n
Progres
sive 2 4 3 7 6 3 4 5 4 2 4 44
disease
Subject
decisio 0 0 1 0 0 0 0 1 1 0 0 3
n
Baseline Characteristics
NIZ985  NIZ985  NIZ985  NIZ985  NIZ985 1";%23%
NIZ985 NIZ985 NIZ985 NIZ985 NIZ985 2mcg/kg 4mcg/kg 8mcg/lkg 12mcg/k 16mcg/k g+
2mcg/kg 4mcg/kg 8mcg/kg 12meglk 16meglk * * * 9+ 9+ Tislelizu Total
g g PDRO001 PDRO001 PDRO001 PDRO001 PDRO001 mab
400mg 400mg 400mg 400mg 400mg 300mg
NIZ9852 NIZ9854  NIZ985 8 NIZ985 NIZ985
moghka  megkg  meglkg 12 16 NIZ9B52 NIZ9854 NIZO858 4200 Nggss
SCQW3 SCQW3 SCQW3  mcglkg mcg/kg mcg/kg mcg/kg mcg/kg mcg/kg mcg/kg NIZ985
weekson weekson weekson SCQW3 sSCQw3 SCQW3 SCQW3 SCQW3 .. QW3 SCQW 3 12
1 week 1 week 1week  weekson weekson Wweekson weekson weekson .o o oo mcglkg
off. off. off. 1 week 1 week 1 week 1 week 1 week 1 week 1 week SCQW3
Arm/Gro SPartalizu  Spartalizu  Spartalizu off. off. offin offin offin off in off in weeks on
up mab mab mab Spartalizu  Spartalizu comblpatl comblpatl comblnatl combinati  combinati 1 wgek
Descript could be could be  could be mab mab on with on with on with on with on with off in
ion added added added could be could be  spartalizu spartalizu spartalizu spartalizu  spartalizu combinat
afterthe  afterthe  afterthe  added added ~ mMab400 mab400 mab400 o 00 opa00 [on with
first first first afterthe  after the mg i.v. mg i.v. mg i.v. mg Lv mg v tislelizum
disease disease disease first first Q4w Q4w Q4w QAW QAW ab 300
re- re- re- disease disease starting at  starting at starting at starting at _ starting at mg i.v.
evaluatio  evaluatio  evaluatio re- re- Cycle 1 Cycle 1 Cycle 1 Cvale 1 Cvale 1 Q4W.
n n n evaluatio  evaluatio Day 1. Day 1. Day 1. Dyay 1 Dyay 1
regardles regardles regardles n n ' '
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s of the s of the s of the regardles regardles
result. result. result. s of the s of the
result. result.
Number
of
Participa
nts 3 4 6 7 7 6 4 6 6 7 4 60
[units:
participa
nts]
Baseline
Analysis
Populatio
n
Descripti
on
Age Continuous
(units: years)
Analysis Population Type: Participants
Mean + Standard Deviation
58.3+6.51 52.8¢19.5 57.5%12.1 53.3x15.9 53.6+12.8 59.3+8.3 60.5+8.6 47.8420. 64.2+17. 59.0+6.2 60.3t6.5 56.7+1
e 3 0 0 7 3 6 78 31 4 5 3.2

Age, Customized
(units: participants)
Analysis Population Type: Participants
Count of Participants (Not Applicable)

18-<

65 2 3 4 5 6 4 3 4 2 6 2 41

years

65-<

85 1 1 2 2 1 2 1 2 4 1 2 19

years

Sex: Female, Male
(units: participants)
Analysis Population Type: Participants
Count of Participants (Not Applicable)
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:ema' 2 0 2 5 3 3 3 2 1 4 2 27

Male 1 4 4 2 4 3 1 4 5 3 2 33

Race/Ethnicity, Customized
(units: participants)
Analysis Population Type: Participants
Count of Participants (Not Applicable)
Asian 3 0 1 1 2 2 3 1 2 3 0 18

White 0 4 5 6 5 4 1 5 4 4 4 42

Primary Outcome Result(s)
Number of participants with Dose-Limiting Toxicities (DLTs)

Description A dose-limiting toxicity (DLT) is defined as an adverse event or abnormal laboratory value of Common Terminology Criteria for Adverse
Events (CTCAE) grade = 3 that occurs within the DLT period (28 days) where the relationship to NIZ985 as single agent, the N1Z985-
spartalizumab combination, or the NI1Z985-tislelizumab combination, cannot be ruled out, and is not primarily related to disease, disease
progression, inter-current iliness, or concomitant medications. Other clinically significant toxicities could be considered to be DLTs, even if not
CTCAE grade 3 or higher. A few grade 3 or 4 adverse events defined in the study protocol were not considered DLTs.

Time Frame 28 days (Cycle 1)

Analysis All patients who received at least one dose of study treatment, and who met the minimum exposure criterion defined in the protocol and had
Population sufficient safety evaluations or had experienced a DLT during the DLT evaluation period.
Description
NIZ985
NIZ985 NIZ985 NIZ985 NIZ985 NIZ985 12mcg/kg
NIZ985 NIZ985 NIZ985 NIZ985 NIZ985 2mcg/kg 4mcgl/kg 8mcg/kg 12mcg/kg 16mcg/kg +
2mcg/kg 4mcgl/kg 8mcg/kg 12mcg/kg 16mcg/kg + PDR001 +PDR001 + PDR001 + PDR001 +PDR001 Tislelizu
400mg 400mg 400mg 400mg 400mg mab
300mg
Arm/Gro NI1Z985 2 NI1Z985 4 NIZ9858  NIZ98512 NIZ98516  NIZ985 2 NIZ985 4 NIZ9858 NIZ98512 NIZ985 16 NI1Z985
up mcg/kg SC  mcg/kg SC  mcg/lkg SC  mcg/kg SC  mcg/kg SC mcg/kg mcg/kg mcg/kg mcg/kg mcg/kg 12 mcg/kg
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Descripti QW3 Qw3 QW3 Qw3 QW3 SsCQW3 SCQw3 SCQw3 SCQw3 SsSCQw3 sCcQws3
on weeks on weeks on weeks on weeks on weeks on weekson  weekson  weekson weekson weekson  weekson
1 week off. 1 weekoff. 1weekoff. 1weekoff. 1weekoff. 1weekoff 1weekoff 1weekoff 1weekoff 1weekoff 1 week off
Spartalizu  Spartalizu  Spartalizu  Spartalizu  Spartalizu in in in in in in
mab could mabcould mabcould mabcould mabcould combinati combinati combinati combinati combinati = combinati
be added be added be added be added be added on with on with on with on with on with on with
after the after the after the after the after the spartalizu  spartalizu  spartalizu  spartalizu  spartalizu tislelizum
first first first first first mab 400 mab 400 mab 400 mab 400 mab 400 ab 300
disease disease disease disease disease mg i.v. mg i.v. mg i.v. mg i.v. mg i.v. mg i.v.
re- re- re- re- re- Q4w Q4w Q4w Q4w Q4w Q4W.
evaluation evaluation evaluation evaluation evaluation startingat startingat startingat startingat starting at
regardless regardless regardless regardless regardless Cycle 1 Cycle 1 Cycle 1 Cycle 1 Cycle 1
of the of the of the of the of the Day 1. Day 1. Day 1. Day 1. Day 1.
result. result. result. result. result.
Number
of
Participa
nts
Analyzed 3 4 6 7 6 4 4 6 6 6 2
[units:
participa
nts]
Number
of
participa c
nts with om_m_t of Cogn_t of Coqn_t of Cogn_t of Coqn_t of Cou_nt_ of Cou_nt_ of Cou_nt_ of Cou_nt_ of Cou_nt_ of Cou_nt_ of
Dose- Participan Participan Participan Participan Participan Participa Participa Participa Participa  Participa Participa
Limiti ts ts ts ts ts nts nts nts nts nts nts
imiting
:?;'f.'rt:; (Percenta (Percenta (Percenta (Percenta (Percenta (Percenta (Percenta (Percenta (Percenta (Percenta (Percenta
(units: ge) ge) ge) ge) ge) ge) ge) ge) ge) ge) ge)
participan
ts)
At least 0 0 0 1 0 0 0 0 1 1 0
one DLT (%) (%) (%) (14.29%) (%) (%) (%) (%) (16.67%) (16.67%) (%)
-Fatigue 0 0 0 1 0 0 0 0 0 0 0

(%) (%) (%) (14.29%) (%) (%) (%) (%) (%) (%) (%)
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'S'irt‘(jfc“c’” 0 0 0 0 0 0 0 0 1 1 0
reaction (%) (%) (%) (%) (%) (%) (%) (%) (16.67%)  (16.67%) (%)
. " 0 0 0 0 0 0 0 0 1 0 0
Dermatitis o o o N o o o 0 0 0 0

bullous (%) (%) (%) (%) (%) (%) (%) (%) (16.67%) (%) (%)

Number of participants with Adverse Events (AEs) and Serious Adverse Events (SAEs) during the on-

treatment period

Description Number of participants with AEs (any AE regardless of seriousness) and SAEs, including changes from baseline in vital signs,
electrocardiograms and laboratory results qualifying and reported as AEs. The on-treatment period is defined from the day of first
administration of study treatment up to 30 days after the date of its last administration.

Time Frame Up to approximately 3 years (N1Z985 single agent), 1.6 years (NIZ985+PDR001) and 0.6 years (NIZ985+tislelizumab)

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

Population

Description

NIZ985
NIZ985 NIZ985 NIZ985 NIZ985 NIZ985 12mcg/kg
NIZ985 NIZ985 NIZ985 NIZ985 NIZ985 2mcg/kg 4mcg/kg 8mcg/kg 12mcg/kg 16mcg/kg +
2mcg/kg 4mcgl/kg 8mcg/kg 12mcg/kg 16mcg/kg + PDR001 +PDR001 + PDR001 + PDR001 +PDR001 Tislelizu
400mg 400mg 400mg 400mg 400mg mab
300mg
NIZ9852  NIZ9854  NIZ9858 NIZ98512 NIZ98516 NIZ9852  NIZ9854  NIZ9858 NIz98512 NIz98516  NIZ985
mcg/kg SC  mcg/kg SC  mcg/kg SC  mcg/kg SC  mcg/kg SC mcg/kg mcg/kg mcg/kg mcg/kg mcg/kg 12 mcg/kg
QW3 QW 3 QW3 QW 3 QW3 sSCQW3 SCQW3 SCQW3 SsScCQw3 scQw3 SCcQws3
weeks on weeks on weeks on weeks on weeks on weekson  weekson weekson weekson weekson  Wweekson

Arm/Gro 1 week off. 1weekoff. 1weekoff. 1weekoff. 1weekoff. 1weekoff 1weekoff 1weekoff 1weekoff 1weekoff 1weekoff

up Spartalizu  Spartalizu  Spartalizu  Spartalizu  Spartalizu in in in in in in

Descripti  mabcould mabcould mabcould mabcould mabcould combinati combinati  combinati  combinati  combinati  combinati

on be added be added be added be added be added on with on with on with on with on with on with

after the after the after the after the afterthe  spartalizu  spartalizu  spartalizu  spartalizu  spartalizu  tislelizum
first first first first first mab400 mab400 mab400 mab400  mab 400 ab 300

disease disease disease disease disease mg i.v. mg i.v. mg i.v. mg i.v. mg i.v. mg i.v.
re- re- re- re- re- Q4w Q4w Q4w Q4w Q4w Q4W.
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evaluation evaluation evaluation evaluation evaluation startingat startingat startingat startingat starting at
regardless regardless regardless regardless regardless Cycle 1 Cycle 1 Cycle 1 Cycle 1 Cycle 1
of the of the of the of the of the Day 1. Day 1. Day 1. Day 1. Day 1.
result. result. result. result. result.
Number
of
Participa
Rt:alyze g 3 4 6 7 7 6 4 6 6 7 4
[units:
participa
nts]
Number
of
participa
nts with
Adverse
Events
(al:;IZs) Count of Count of Count of Count of Count of Count of Count of Count of Count of Countof  Count of
Serious Participan Participan Participan Participan Participan Participa Participa Participa Participa Participa Participa
Adverse ts ts ts ts ts nts nts nts nts nts nts
:ES\'KELS) (Percenta (Percenta (Percenta (Percenta (Percenta (Percenta (Percenta (Percenta (Percenta (Percenta (Percenta
during ge) ge) ge) ge) ge) ge) ge) ge) ge) ge) ge)
the on-
treatment
period
(units:
participan
ts)
AEs 3 4 6 7 7 6 4 6 6 7 4
(100%) (100%) (100%) (100%) (100%) (100%) (100%) (100%) (100%) (100%) (100%)
_Tr;elgttg(‘f”t 3 3 6 7 7 6 4 6 6 7 4
AEs (100%) (75%) (100%) (100%) (100%) (100%) (100%) (100%) (100%) (100%) (100%)
SAEs 1 1 1 3 1 2 1 2 2 3 3
(33.33%) (25%) (16.67%) (42.86%) (14.29%) (33.33%) (25%) (33.33%) (33.33%) (42.86%) (75%)
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Treaiment 0 0 1 1 1 1 1 2 1 2 1
SAES (%) (%) (16.67%) (14.29%) (14.29%) (16.67%) (25%) (33.33%) (16.67%) (28.57%) (25%)
Fatal 0 0 0 0 0 0 1 0 0 0 0
SAEs (%) (%) (%) (%) (%) (%) (25%) (%) (%) (%) (%)
Treatment

-related 0 0 0 0 0 0 1 0 0 0 0
fatal (%) (%) (%) (%) (%) (%) (25%) (%) (%) (%) (%)
SAEs

Number of participants with dose reductions and dose interruptions of NIZ985

Description Number of participants with at least one dose reduction and at least one dose interruption of NIZ985. Dose or schedule adjustments were
permitted for patients who did not tolerate the protocol-specified dosing schedule.

Time Frame Up to approximately 2.9 years (NI1Z985 single agent), 1.5 years (NIZ985+PDR001) and 0.5 years (NI1Z985+tislelizumab)
Analysis All patients who received at least one dose of NIZ985
Population
Description
NIZ985
NIZ985 NIZ985 NIZ985 NIZ985 NIZ985 12mcg/kg
NIZ985 NIZ985 NIZ985 NIZ985 NIZ985 2mcgl/kg 4mcgl/kg 8mcg/kg 12mcg/kg 16mcg/kg +
2mcg/kg 4mcgl/kg 8mcgl/kg 12mcg/kg 16mcg/kg + PDR001 + PDR001 +PDR001 +PDR001 +PDRO001 Tislelizu
400mg 400mg 400mg 400mg 400mg mab
300mg
NIZ985 2 NIZ985 4 NIZ9858  NIZ985 12 NIZ98516  NIZ985 2 NIZ985 4 NIZ9858  NIZ98512 NIZ985 16 NIZ985
mcg/kg mcg/kg mcg/kg mcg/kg mcg/kg mcg/kg mcg/kg mcg/kg mcg/kg mcg/kg 12 mealk
SCQW3 SCQW3 SCQW3 SCQW3 SCQW3 SCQW3 SCQW3 SCQW3 SCQW3 SCQW3 SCQ\?V,E
Arm/Grou weeks on weeks on weeks on weeks on weeks on weeks on weeks on weeks on weeks on weeks on weeks on
1 week off. 1 weekoff. 1weekoff. 1weekoff. 1weekoff. 1weekoff 1weekoff 1weekoff 1weekoff 1 week off
P e S i Spartali Spartali Spartali Spartali i i i i i 1 wesk off
Descripti partalizu partalizu partalizu partalizu partalizu in in in in in o
on mab could mabcould mabcould mabcould mabcould combinati combinati combinati combinati combinati combinati
be added be added be added be added be added on with on with on with on with on with on with
after the after the after the after the after the spartalizu  spartalizu  spartalizu  spartalizu  spartalizu tislelizum
first first first first first mab 400 mab 400 mab 400 mab 400 mab 400 ab 300
disease disease disease disease disease mg i.v. mg i.v. mg i.v. mg i.v. mg i.v.
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re- re- re- re- re- Q4w Q4w Q4w Q4w Q4w mg i.v.
evaluation evaluation evaluation evaluation evaluation startingat startingat startingat startingat starting at Q4W.
regardless regardless regardless regardless regardless Cycle 1 Cycle 1 Cycle 1 Cycle 1 Cycle 1

of the of the of the of the of the Day 1. Day 1. Day 1. Day 1. Day 1.

result. result. result. result. result.
Number
of
Participa
nts
Analyzed 3 4 6 7 7 6 4 6 6 7 4
[units:
participa
nts]
Number
of
participa
nts with
dose Count of Count of Count of Count of Count of Count of Count of Count of Count of Countof  Count of
reduction Participan Participan Participan Participan Participan Participa Participa Participa Participa Participa  Participa
s and ts ts ts ts ts nts nts nts nts nts nts
dose
interrupti  (Percenta (Percenta (Percenta (Percenta (Percenta (Percenta (Percenta (Percenta (Percenta (Percenta (Percenta
ons of ge) ge) ge) ge) ge) ge) ge) ge) ge) ge) ge)
NIZ985
(units:
participant
s)
At least
one dose
reduction 0 2 2 4 5 2 0 3 2 5 3
or (%) (50%) (33.33%) (57.14%) (71.43%) (33.33%) (%) (50%) (33.33%) (71.43%) (75%)
interruptio
n
oodose 0 0 2 v ety 0 0 0 0 !
reduction (%) (%) (33.33%) (14.29%) (57.14%) (%) (%) (%) (%) (%) (25%)
At least 0 2 2 3 5 2 0 3 2 5 3
one dose (%) (50%) (33.33%) (42.86%) (71.43%) (33.33%) (%) (50%) (33.33%) (71.43%) (75%)
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interruptio
n

Number of participants with dose reductions and dose interruptions of PDR001

Description Number of participants with at least one dose reduction and at least one dose interruption of PDR001. Dose or schedule adjustments were
permitted for patients who did not tolerate the protocol-specified dosing schedule. Dose reductions were not permitted for PDR001.
Time Frame Up to approximately 2.7 years (N1Z985 single agent; PDR0O01 added after first disease reevaluation) and 1.5 years (NIZ985+PDR001 starting
at Cycle 1 Day 1)
Analysis All patients who received at least one dose of PDR001, including patients in the single-agent NIZ985 arm who added PDRO0O01 after their first
Population disease reevaluation.
Description
NIZ985 NIZ985 NIZ985 NIZ985 NIZ985
NIZ985 NIZ985 NIZ985 NIZ985 NIZ985 2mcg/kg+ 4mcg/kg+ 8mcg/kg+ 12mcg/kg 16mcg/kg
2mcg/kg 4mcg/kg 8mcg/kg 12mcg/kg 16mcg/kg PDR001 PDR001 PDR001 + PDR001 + PDR001
400mg 400mg 400mg 400mg 400mg
NIZ985 2 NIZ985 4 NIZ985 8 NIZ985 12 NIZ985 16
mcg/kg SC mcg/kg SC  mcg/kg SC mcg/lkg SC mcg/kg SC NIZ;?(SSSZC le/?(SSSLt;‘ NIZ/?(SSSSC le?ssgé le?fség
QW 3 Qw3 Qw 3 Qw3 QW 3 mchgs ngW93 ngW93 ngW93 mch93
weekson1 weekson1 weekson1 weekson1 weekson1 Qk 1 Qk 1 Qk 1 Qk 1 Qk 1
week off. week off. week off. week off. week off. wee ks c;fn_ wee ks offn_ wee ks c;fn_ wee ks (?fn_ wee ks c;fn_
Arm/Grou Spartalizum  Spartalizum  Spartalizum  Spartalizum  Spartalizum weekolin — weexoffin  week ol In - week off In - week oif In
p ab could be  ab could be  ab could be  ab could be  ab could be combinatio  combinatio  combinatio  combinatio = combinatio
Descriptio  added after added after added after added after  added after n W'.th n W'.th n W'.th n W'.th n W'.th
n the first the first the first the first the first spartalizum  spartalizum spartalizum  spartalizum  spartalizum
diseasere- diseasere- diseasere- diseasere- disease re- aibv4(()104\r}1vg aibv4(())(1“r/nvg aibv4%(11\r;1vg aibv4(())04\r/nvg aibv4(()104\r;1vg
evaluation evaluation evaluation evaluation evaluation s{a-rtin at sia;'tin at s{a-rtin at sia-rtin at s{a-rtin at
regardless regardless regardless regardless regardless | 91 | 91 | 91 | 91 | 91
of the of the of the of the of the Cycle Cycle Cycle Cycle Cycle
result. result. result. result. result. Day 1. Day 1. Day 1. Day 1. Day 1.
Number of
Participant 0 4 3 2 4 6 4 6 6 7
s Analyzed
[units:
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participant

s]

Number of

participant

s with

dose Count of Count of Count of Count of Count of Count of Count of Count of Count of Count of
reductions Participant Participant Participant Participant Participant Participant Participant Participant Participant Participant
and dose s s s s s s s s s s
interruptio

ns of (Percentag (Percentag (Percentag (Percentag (Percentag (Percentag (Percentag (Percentag (Percentag (Percentag
PDR001 e) e) e) e) e) e) e) e) e) e)
(units:

participants

)

At least

fgfugﬁgﬁ 0 2 0 1 2 0 2 1 1

or (NaN%) (%) (66.67%) (%) (25%) (33.33%) (%) (33.33%) (16.67%) (14.29%)
interruption

ﬁ; Leggge 0 0 0 0 1 0 0 0 0
reduction (NaN%) (%) (%) (%) (%) (16.67%) (%) (%) (%) (%)

ﬁ; (':’jg; . 0 2 0 1 1 0 2 1 1
interruption (NaN%) (%) (66.67%) (%) (25%) (16.67%) (%) (33.33%) (16.67%) (14.29%)

Number of participants with dose reductions and dose interruptions of tislelizumab

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

Time Frame Up to approximately 0.5 years

Analysis All patients who received at least one dose of tislelizumab
Population

Description
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NIZ985 12mcg/kg + Tislelizumab 300mg

Arm/Group Description

NIZ985 12 mcg/kg SC QW 3 weeks on 1 week off in
combination with tislelizumab 300 mg i.v. Q4W.

Number of Participants Analyzed [units: participants]

4

Number of participants with dose reductions and dose interruptions of tislelizumab

(units: participants)

Count of Participants
(Percentage)

At least one dose reduction or interruption

3
(75%)

At least one dose reduction

0
(%)

At least one dose interruption

Dose intensity of NIZ985

3

(75%)

Description Dose intensity of NIZ985 was calculated as cumulative actual dose in micrograms/kilogram divided by duration of exposure in days.
Time Frame Up to approximately 2.9 years (NIZ985 single agent), 1.5 years (N1Z985+PDR001) and 0.5 years (N1Z985+tislelizumab)
Analysis All patients who received at least one dose of NIZ985
Population
Description
NIZ985
NIZ985 NIZ985 NIZ985 NIZ985 NIZ985 12mcg/k
NIZ985 NIZ985 NIZ985 NIZ985 NIZ985 2mcgl/kg 4mcg/kg 8mcg/kg 12mcg/kg 16mcg/kg g+
2mcg/kg 4mcgl/kg 8mcg/kg 12mcg/kg 16mcg/kg + PDR001 + PDR001 + PDR001 +PDR001 +PDR001 Tislelizu
400mg 400mg 400mg 400mg 400mg mab
300mg
NIZ985 2 NI1Z985 4 NIZ9858  NIZ98512 NIZ98516  NIZ985 2 NI1Z985 4 NIZ9858 NIZ985 12 NIZ985 16 NI1Z985
Arm/Gro  mcg/kg SC  mcglkg SC  mcg/kg SC meglkg SC meglkg SC mcg/kg mcg/kg mcg/kg mcg/kg mcg/kg 12
up Qw 3 Qw3 Qw 3 Qw3 Qw3 SsCQw3 SCQw3 SsSCQw3 SCQw3 SsSCQw3 mcg/kg
Descripti weeks on weeks on weeks on weeks on weeks on weekson  weekson weekson weekson weekson SC QW3
on 1 week off. 1weekoff. 1weekoff. 1weekoff. 1weekoff. 1weekoff 1weekoff 1weekoff 1weekoff 1weekoff weekson
Spartalizu  Spartalizu  Spartalizu  Spartalizu  Spartalizu in in in in in 1 week off
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mab could mabcould mabcould mabcould mabcould combinati combinati combinati combinati  combinati in
be added be added be added be added be added on with on with on with on with on with combinati
after the after the after the after the after the spartalizu  spartalizu  spartalizu  spartalizu  spartalizu on with
first first first first first mab 400 mab 400 mab 400 mab 400 mab 400 tislelizum
disease disease disease disease disease mg i.v. mg i.v. mg i.v. mg i.v. mg i.v. ab 300
re- re- re- re- re- Q4w Q4w Q4w Q4w Q4w mg i.v.
evaluation evaluation evaluation evaluation evaluation startingat startingat startingat startingat starting at Q4W.
regardless regardless regardless regardless regardless Cycle 1 Cycle 1 Cycle 1 Cycle 1 Cycle 1
of the of the of the of the of the Day 1. Day 1. Day 1. Day 1. Day 1.
result. result. result. result. result.
Number
of
Participa
nts
Analyzed 3 4 6 7 7 6 4 6 6 7 4
[units:
participa
nts]
Dose
intensity o i Medi Medi Medi Medi Medi Medi Medi Medi Medi Medi
of NIZ985 edian edian edian edian edian edian edian edian edian edian edian
(units: (Full (Full (Full (Full (Full (Full (Full (Full (Full (Full (Full
mcg/k.g/d Range) Range) Range) Range) Range) Range) Range) Range) Range) Range) Range)
ay)
(© 2o 3) (0 450 5) (0 5101 0 (1 0t 7 (0 7102 3) (8'-12?0 (8'.210 (8'.%0 (112 © (11'.1710 (3'.; ©
) ' ’ ) ) ' ’ ’ ) ’ 0.3) 0.6) 1.0) 1.7) 2.3) 1.7)
Dose intensity of PDR001
Description Dose intensity of PDR001 was calculated as cumulative actual dose in milligrams divided by duration of exposure in days and multiplied by 28
days.
Time Frame Up to approximately 2.7 years (N1Z985 single agent; PDR001 added after first disease reevaluation) and 1.5 years (NIZ985+PDR001 starting
at Cycle 1 Day 1)
Analysis All patients who received at least one dose of PDR001, including patients in the single-agent NIZ985 arm who added PDRO001 after their first
Population disease reevaluation.
Description
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NIZ985 NIZ985 NIZ985 NIZ985 NIZ985
NIZ985 NIZ985 NIZ985 NIZ985 NIZ985 2mcg/kg + 4mcg/kg+ 8mcg/kg+ 12mcg/kg 16mcg/kg
2mcg/kg 4mcg/kg 8mcg/kg 12mcg/kg 16mcg/kg PDR001 PDR001 PDR001 + PDR001 + PDR001
400mg 400mg 400mg 400mg 400mg
NI1Z985 2 NIZ985 4 NI1Z985 8 NIZ985 12 NIZ985 16
mcg/kg SC  mcg/kg SC  mcg/kg SC mcg/kg SC = mcg/kg SC NIZ;)(BSSZC le/i8584c NIZ/SI)(SSSSC le?lfséé le?lfsgg
Qw3 Qw3 Qw3 Qw3 Qw3 W3 W a W a W a oW s
weekson1 weekson1 weekson1 weekson1 weekson1 Q 1 Q 1 Q 1 Q 1 Q 1
week off. week off. week off. week off. week off. weekks (?fn . wee||<(s ?P . weell<(s oﬁn' weell<(s offn' weekks oﬁn'
Arm/Grou  Spartalizum  Spartalizum Spartalizum  Spartalizum  Spartalizum weeb_o in weeb_o n weeb_o in weeb_o in weeb_o in
P abcouldbe abcouldbe abcouldbe abcouldbe abcouldbe T |_nat|o com |_nat|o com |_nat|o com |_nat|o com |_nat|o
Descriptio added after added after added after added after  added after n WI'.th n WI'.th n Wl'.th n WI'.th n W;.th
n the first the first the first the first the first sp:)a;ftgdzum sp:)a;ftgolzum spba‘rltg(;zum spbaztg(;zum spbaztg(;zum
disease re- diseasere- diseasere- diseasere- disease re- ai v.Q 4\TVg ai v.Q 431\/9 ai v.Q 43]\/9 ai v.Q 4{?\/9 ai v.Q 431\/9
evaluation evaluation evaluation evaluation evaluation sia.rtin at sia'rtin at sia'rtin at sia.rtin at sia'rtin at
regardless regardless regardless regardless regardless Cval 91 Cval 91 Cval g1 Cval g1 Cval 91
of the of the of the of the of the Dyc e1 Dyc e1 Dyc e1 Dyc e1 Dyc e1
result. result. result. result. result. ay 1. ay 1. ay 1. ay 1. ay 1.
Number of
Participan
ts
Analyzed 0 4 3 2 4 6 4 6 6 7
[units:
participan
ts]
Dose
intensity Medi Medi Medi Medi Medi Medi Medi Medi Medi Medi
of PDR001 edian edian edian edian edian edian edian edian edian edian
(units: (Full (Full (Full (Full (Full (Full (Full (Full (Full (Full
mglzé Range) Range) Range) Range) Range) Range) Range) Range) Range) Range)
days)
400.00 393.97 400.00 400.00 400.00 400.00 389.19 396.49 392.45
(400.0 to (378.9 to (400.0 to (372.8 to (285.7 to (386.2 to (358.4 to (373.3 to (350.0 to
476.6) 400.0) 400.0) 402.9) 400.0) 407.3) 400.0) 402.4) 400.0)
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Dose intensity of tislelizumab

Description

Time Frame

Analysis
Population
Description

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

Up to approximately 0.5 years

All patients who received at least one dose of tislelizumab

NIZ985 12mcg/kg + Tislelizumab 300mg

Arm/Group Description

NI1Z985 12 mcg/kg SC QW 3 weeks on 1 week off in
combination with tislelizumab 300 mg i.v. Q4W.

Number of Participants Analyzed [units: participants] 4

Dose intensity of tislelizumab Median

(units: mg/28 days) (Full Range)
277.45

(255.8 to 300.0)

Secondary Outcome Result(s)
Best Overall Response (BOR) per RECIST v1.1

Description

Time Frame

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

Up to approximately 2.9 years (N1Z985 single agent), 1.5 years (NIZ985+PDR001) and 0.5 years (NI1Z985+tislelizumab)
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Analysis All patients with solid tumors who received at least one dose of study treatment.
Population
Description
NIZ985
NIZ985 NIZ985 NIZ985 NIZ985 NIZ985 12mcg/kg
NIZ985 NIZ985 NIZ985 NIZ985 NIZ985 2mcg/kg 4mcg/kg 8mcg/kg 12mcg/kg 16mcg/kg +
2mcg/kg 4mcg/kg 8mcgl/kg 12mcg/kg 16mcg/kg + PDR001 + PDRO001 + PDR001 +PDR001 + PDRO001 Tislelizu
400mg 400mg 400mg 400mg 400mg mab
300mg
NIZ985 2 NI1Z985 4 NIZ9858  NIZ98512 NIZ985 16
mcg/kg SC  mcg/kg SC  mcg/kg SC  mcg/kg SC  mcg/kg SC leg?lf 2 NIZQ?IE 4 leg?lf 8 NIZQB/?( 12 NIZQS/?( 16
Qw3 Qw3 Qw3 Qw3 Qw3 SCOW3 SOOW3 Seows scaws scows Nizess
weeks on weeks on weeks on weeks on weeks on weeclzs on weefs on weefs on weefs on weeclzs on 12 mcg/kg
1 week off. 1 week off. 1weekoff. 1weekoff. 1 week off. 1 week off 1 week off 1 week off 1 week off 1 week off SCQW3
Spartalizu  Spartalizu  Spartalizu  Spartalizu  Spartalizu n o in in n weeks on
Arm/Gro mab could mabcould mabcould mabcould mab could o o o L ... 1 week off
up be added be added be added be added be added combinati  combinati  combinati combinati  combinati in
Descripti after the after the after the after the after the on rtWIIt'h on rtWIIt'h on rtWIIt'h onr\tmlt.h onr;mlt_h combinati
on first first first first first Spabibzg spabilozg spabilozg spabilozg Spabigg on with
disease disease disease disease disease mab - mab - mab - mab mab - tislelizum
evaluation evaluation evaluation evaluation evaluation : . . : . mg i.v.
starting at  startingat startingat startingat starting at
regardless regardless regardless regardless regardless e 1 e 1 e 1 e 1 e 1 Q4W.
of the of the of the of the of the Cycle Cycle Cycle Cycle Cycle
result. result. result. result. result. Day 1. Day 1. Day 1. Day 1. Day 1.
Number
of
Participa
nts
Analyzed 3 4 6 7 7 6 4 5 6 7 4
[units:
participa
nts]
Best Count of Count of Count of Count of Count of Count of Count of Count of Countof Countof Count of
Overall Participan Participan Participan Participan Participan Participa  Participa Participa Participa Participa Participa
Respons ts ts ts ts ts nts nts nts nts nts nts
e (BOR)
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per (Percenta (Percenta (Percenta (Percenta (Percenta (Percenta (Percenta (Percenta (Percenta (Percenta (Percenta
R1E$IST ge) ge) ge) ge) ge) ge) ge) ge) ge) ge) ge)
vi.

(units:

participan

ts)

gg;”pﬂﬁfe 0 0 0 0 0 0 0 0 0 0 0
(CR) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%)
lFD{Z:Iaolns . 0 0 1 0 1 1 0 0 1 0 0
(PR)p (%) (%) (16.67%) (%) (14.29%) (16.67%) (%) (%) (16.67%) (%) (%)
gf::;es . 0 1 2 1 2 2 1 3 2 2 2
(SD) (%) (25%) (33.33%) (14.29%) (28.57%) (33.33%) (25%) (60%) (33.33%) (28.57%) (50%)
Progressi

ve 2 3 2 5 3 1 2 2 2 3 1
Disease (66.67%) (75%) (33.33%) (71.43%) (42.86%) (16.67%) (50%) (40%) (33.33%) (42.86%) (25%)
(PD)

E\‘/’;Iu able 1 0 1 1 1 2 1 0 1 2 1
(NE) (33.33%) (%) (16.67%) (14.29%) (14.29%) (33.33%) (25%) (%) (16.67%) (28.57%) (25%)

Overall Response Rate (ORR) per RECIST v1.1

Description

Time Frame

Analysis
Population
Description

ORR is the percentage of patients with a best overall response of complete response (CR) or partial response (PR), based on local

investigator assessment per RECIST v1.1. PR or CR per RECIST v1.1 were confirmed by a new assessment after at least 4 weeks. For

RECIST v1.1, CR=Disappearance of all non-nodal target lesions. In addition, any pathological lymph nodes assigned as target lesions must
have a reduction in short axis to < 10 mm; PR= At least a 30% decrease in the sum of diameter of all target lesions, taking as reference the
baseline sum of diameters.

Up to approximately 2.9 years (N1Z985 single agent), 1.5 years (NIZ985+PDR001) and 0.5 years (NI1Z985+tislelizumab)

All patients with solid tumors who received at least one dose of study treatment.
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NIZ985
NIZ985 NIZ985 NIZ985 NIZ985 NIZ985 12mcg/k
NIZ985 NIZ985 NIZ985 NIZ985 NIZ985 2mcgl/kg 4mcgl/kg 8mcg/kg 12mcg/kg 16mcg/kg g+
2mcg/kg 4mcgl/kg 8mcg/kg 12mcg/kg 16mcg/kg + PDR001 + PDR001 + PDR001 +PDR001 +PDR001 Tislelizu
400mg 400mg 400mg 400mg 400mg mab
300mg
NIZ985 2 NIZ985 4 NIZ9858  NIZ985 12 NIZ985 16
mcg/kg SC  mcg/kg SC  mcg/kg SC  mcg/kg SC  mcg/kg SC leg?lf 2 leg?lf 4 leg?f 8 NIZQS/?( 12 legg/i 16 NIZ985
QW3 QW3 QW3 QW3 aws B3 sCaws SCQWS3 SCQW3  SC Qw3 12
weeks on weeks on weeks on weeks on weeks on K K K K K K
1 week off. 1weekoff. 1weekoff. 1weekoff. 1weekoff. ,/SSxSON  WeekSon — Weexson weekson - weeks on MCgiKg
. . . . . 1 week off 1 weekoff 1weekoff 1weekoff 1weekoff SCQW3
Spartalizu  Spartalizu  Spartalizu  Spartalizu  Spartalizu in in in in in weeks on
Arm/Gro mab could mabcould mabcould mabcould mab could L . . . inati 1 K off
up beadded beadded beadded beadded beadded ~COmMoratl - combinati - combinai - combinati - combinali 1 weeko
Descripti after the after the after the after the after the on Wllt. on Wllt. on Wllt. on Wllt. on Wllt. 'Q. .
on first first first first first spartalizu spartalizu spartalizu spartalizu spartalizu  com matl
disease disease disease disease disease mab 400 mab 400 mab 400 mab 400 mab 400 on with
re- re- re- re- re- mg i.v. mgi.v. mg i.v. mg i.v. mg i.v. tislelizum
evaluation evaluation evaluation evaluation evaluation Q4W Q‘.WV Q‘.WV Q4W Q‘.WV ab 3.00
starting at  starting at  startingat startingat starting at mg i.v.
regardless regardless regardless regardless regardless Cvcle 1 Cvele 1 Cvele 1 Cvele 1 Cvele 1 AW
of the of the of the of the of the Dyc e1 Dyc e1 Dyc e1 Dyc e1 Dyc e1 Q4W.
result. result. result. result. result. ay 1. ay 1. ay 1. ay 1. ay 1.
Number
of
Participa
nts
Analyzed 3 4 6 7 7 6 4 5 6 7 4
[units:
participa
nts]
Overall
Respons
e Rate
Number Number Number Number Number Number
Number Number Number Number Number
:,c;?R) (90% (90% (90% (90% (90% (90% (90% (90% (90% (90% (90%
RECIST Confidenc Confidenc Confidenc Confidenc Confidenc Cor::f;den Cor::f;den Cor::f;den Con::f;den Cor::f;den Cor::f;den
zlJn;Its elnterval) e lnterval) elnterval) e Interval) e Interval) Interval) Interval) Interval) Interval) Interval) Interval)
percentag
e of
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participan
ts)
0 0 16.7 0 14.3 16.7 0 0 16.7 0 0
(0.0to (0.0to (0.9to (0.0to (0.7 to (0.9to (0.0to (0.0to (0.9to (0.0to (0.0to
63.2) 52.7) 58.2) 34.8) 52.1) 58.2) 52.7) 45.1) 58.2) 34.8) 52.7)

Disease Control Rate (DCR) per RECIST v1.1

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

Time Frame Up to approximately 2.9 years (N1Z985 single agent), 1.5 years (N1Z985+PDR001) and 0.5 years (NI1Z985+tislelizumab)

Analysis All patients with solid tumors who received at least one dose of study treatment.
Population
Description

NIZ985
NIZ985 NIZ985 NIZ985 NIZ985 NIZ985 12mcg/k

NIZ985 NIZ985 NIZ985 NIZ985 NIZ985 2mcgl/kg 4mcgl/kg 8mcg/kg 12mcg/kg 16mcg/kg g+
2mcg/kg 4mcgl/kg 8mcg/kg 12mcg/kg 16mcg/kg + PDR001 + PDR001 + PDR001 +PDR001 +PDR001 Tislelizu

400mg 400mg 400mg 400mg 400mg mab
300mg
NIZ985 2 NI1Z985 4 NIZ9858  NIZ985 12 NIZ985 16  NIZ985 2 NI1Z985 4 NIZ9858 NIZ98512 NIZ985 16 NIZ985
mcg/kg SC  mcg/kg SC  mcg/kg SC  mcg/kg SC  mcg/kg SC mcg/kg mcg/kg mcg/kg mcg/kg mcg/kg 12
Qw3 Qw3 Qw 3 QW 3 Qw3 SsCQw3 SCQw3 SsSCQw3 SCQw3 SsSCQw3 meglkg

weeks on weeks on weeks on weeks on weeks on weeks on weeks on weeks on weeks on weeks on SC QW 3
Arm/Gro 1 week off. 1 week off. 1weekoff. 1weekoff. 1weekoff. 1weekoff 1weekoff 1weekoff 1weekoff 1 week off

up Spartalizu  Spartalizu  Spartalizu  Spartalizu  Spartalizu in in in in in ¥veeksl(or;f
Descripti mab could mabcould mabcould mabcould mabcould combinati combinati combinati combinati combinati Weiﬁ 0
on be added be added be added be added be added on with on with on with on with on with combinati
after the after the after the after the after the spartalizu  spartalizu  spartalizu  spartalizu  spartalizu on with
first first first first first mab 400 mab 400 mab 400 mab 400 mab 400 tislelizum
disease disease disease disease disease mg i.v. mg i.v. mg i.v. mg i.v. mg i.v. ab 300
re- re- re- re- re- Q4w Q4w Q4w Q4w Q4w
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evaluation  evaluation starting at  starting at  startingat startingat starting at mg i.v.
regardless regardless Cycle 1 Cycle 1 Cycle 1 Cycle 1 Cycle 1 Q4W.
of the of the Day 1. Day 1. Day 1. Day 1. Day 1.
result. result.
Number
of
Participa
nts
Analyzed 3 4 6 4 5 6 7 4
[units:
participa
nts]
Disease
Control
Rate
(DCR) N
per Number Number umber Number Number Number Number Number
RECIST (90% (90% (90% (90% (90% (90% (90% (90%

) ) Confiden Confiden Confiden Confiden Confiden Confiden
viA Confidenc Confidenc ce ce ce ce ce ce
(units: elnterval) e Interval) Interval) Interval) Interval) Interval) Interval) Interval)
percentag
e of
participan
ts)

0 25.0 50.0 25.0 50.0 50.0 28.6 50.0

(0.0 to (1.3to (15.3 to (1.3to (18.9to (15.3 to (5.3to (9.8 to
63.2) 75.1) 84.7) 75.1) 92.4) 84.7) 65.9) 90.2)

Overall Disease Response per Cheson 2014 for lymphoma

Overall disease response is determined by assessing whether the combined radiological responses at each time point are appropriate, based
on bone marrow biopsies and other clinical findings that may be available, such as cytology results, physical examination results of palpable

lesions or skin lesions, and biopsies of lymph nodes or extra-nodal lesions. The possible outcomes for overall disease response are Complete
Response (CR), Partial Response (PR), Stable Disease (SD) and Progressive Disease (PD).

Description

Time Frame

Analysis
Population
Description

Up to 63 days

All patients with lymphoma who received at least one dose of study treatment.
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NIZ985
NIZ985 NIZ985 NIZ985 NIZ985 NIZ985 12mcg/kg
NIZ985 NIZ985 NIZ985 NIZ985 NIZ985 2mcg/kg 4mcgl/kg 8mcg/kg 12mcg/kg 16mcg/kg +
2mcg/kg 4mcg/kg 8mcgl/kg 12mcg/kg 16mcg/kg + PDR001 + PDRO001 + PDR001 +PDR001 + PDRO001 Tislelizu
400mg 400mg 400mg 400mg 400mg mab
300mg
NI1Z985 2 NI1Z985 4 NIZ9858  NIZ98512 NIZ985 16
mcg/kg SC  mcg/kg SC  mcg/kg SC  mceg/kg SC mcg/kg SC leg?lf 2 NIZQ?IS 4 leg?lf 8 NlZ%/i 12 NIZQS/?( 16
Qw3 Qw 3 Qw3 Qw 3 QW3 LW SooWws  SCOoW3  scows soows Nizess
weeks on weeks on weeks on weeks on weeks on weeclzs on weefs on weefs on weefs on weeclzs on 12 mcg/kg
1 week off. 1 weekoff. 1weekoff. 1weekoff. 1 week off. SCQW3
S . . . ; . 1 week off 1 weekoff 1weekoff 1weekoff 1week off
partalizu  Spartalizu  Spartalizu  Spartalizu  Spartalizu in n in in in weeks on
Arm/Gro mab could mabcould mabcould mabcould mab could binati binati binati binati binati 1 week off
up beadded beadded beadded beadded beadded O™ 'Qﬁt' com '.':ﬁ“ com '.':ﬁ“ com '.r;f]‘“ com 'Qf‘]t' in
Descripti after the after the after the after the after the on rtWII' on rtWII' on rtWII' onr\tNll' on Wll. combinati
on first first first first first Spabigg Spabigg Spabigg spabiloz(t; spa[)tilozg on with
disease disease disease disease disease mab - mab - mab - mab - mab tislelizum
re- re- re- re- re- mg4w. mg4{)\\;. m%’\\; mga,w mg4w. ab 300
evaluation  evaluation evaluation evaluation evaluation Q. Q. Q. Q. Q. mg i.v.
starting at  startingat startingat startingat starting at
regardless regardless regardless regardless regardless Cvcle 1 Cvcle 1 Cvcle 1 Cvcle 1 Cvcle 1 Q4W.
of the of the of the of the of the Dyc e1 Dyc e1 Dyc e1 Dyc e1 Dyc e1
result. result. result. result. result. ay 1. ay 1. ay 1. ay 1. ay 1.
Number
of
Participa
nts
Analyzed 0 0 0 0 0 0 0 1 0 0 0
[units:
participa
nts]
Overall
Disease Count of Count of Count of Count of Count of Count of Count of Count of Count of Countof Count of
Respons Participan Participan Participan Participan Participan Participa Participa Participa Participa Participa  Participa
e per ts ts ts ts ts nts nts nts nts nts nts
Cheson
2014 for (Percenta (Percenta (Percenta (Percenta (Percenta (Percenta (Percenta (Percenta (Percenta (Percenta (Percenta
lymphom ge) ge) ge) ge) ge) ge) ge) ge) ge) ge) ge)
a
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(units:
participan
ts)

Progressi

ve 1

Disease (NaN%) (NaN%) (NaN%) (NaN%) (NaN%) (NaN%) (NaN%) (100%) (NaN%) (NaN%) (NaN%)
(PD)

Progression-Free Survival (PFS) per RECIST v1.1 (expansion group only)

Description PFS is defined as the time from the date of start of treatment to the date of event defined as the first documented progression as per local
review and according to RECIST v1.1 or death due to any cause. If a patient has not had an event, PFS was censored at the date of last
adequate tumor assessment. PFS was analyzed using Kaplan-Meier estimates.

Time Frame Up to approximately 0.5 years

Analysis All patients in the expansion group (NIZ985+tislelizumab) who received at least one dose of study treatment.
Population

Description

NIZ985 12mcg/kg + Tislelizumab 300mg

NI1Z985 12 mcg/kg SC QW 3 weeks on 1 week off in

Arm/Group Description combination with tislelizumab 300 mg i.v. Q4W.

Number of Participants Analyzed [units: participants] 4
Progression-Free Survival (PFS) per RECIST v1.1 (expansion group only) Median
(units: months) (90% Confidence Interval)
5.7
(1.8 to NA)

[1] Not estimable due to insufficient number of participants with events.
Duration of Response (DOR) per RECIST v1.1 (expansion group only)

Description DOR only applies to patients for whom best overall response is complete response (CR) or partial response (PR) based on local investigator
assessment per RECIST v1.1. DOR is defined as the time from the date of first documented response (CR or PR) to the date of first
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documented progression or death due to underlying cancer. If a patient did not have an event, DOR was censored at the date of last
adequate tumor assessment. DOR was analyzed using Kaplan-Meier estimates.

Time Frame Up to approximately 0.5 years

Analysis All patients in the expansion group (NIZ985+tislelizumab) for whom best overall response was CR or PR.
Population

Description

NIZ985 12mcg/kg + Tislelizumab 300mg

NI1Z985 12 mcg/kg SC QW 3 weeks on 1 week off in

Arm/Group Description combination with tislelizumab 300 mg i.v. Q4W.

Number of Participants Analyzed [units: participants] 0
Duration of Response (DOR) per RECIST v1.1 (expansion group only) Median
(units: months) (90% Confidence Interval)

Maximum observed serum concentration (Cmax) of NIZ985

Description Pharmacokinetic (PK) parameters were calculated based on NIZ985 serum concentrations by using non-compartmental methods. Cmax is
defined as the maximum (peak) observed concentration following a dose.

Time Frame Cycle 1 Day 1 (C1D1) and Cycle 1 Day 15 (C1D15): pre-dose, 4, 8, 24, 48, 72 and 168 hours after injection. The duration of one cycle was 28

days.
Analysis Patients in the pharmacokinetic analysis set (PAS) who received NI1Z985 and had an available value for the outcome measure at each
Population timepoint. PAS consisted of all patients who received at least one of the planned treatments and provided at least one evaluable PK sample.

Description

NIZ985  NIZ985  NIZ985 Nizogs  NIZ985

2mcglkg 4mcglkg  8mcglkg NIZ985 16mcglk 12mcg/kg
NIZ985  NIZ985  NIZ985  NIZ985  NIZ985 S < < 12meglkg . X
2mcglkg  4mcglkg  8mcglkg 12mcglkg  16mcgkd  pproot PDR001  PDRoo1  * PPROOT PD(.:IRO()1 Tislelizu

400mg 400mg 400mg 400mg 300mg
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NIZ9852 NIZ9854  NIZ985 8
mcg/kg mcg/kg mcg/kg NIZ985 NIZ985 NIZ985
SCQW3 SCQW3 SCQW3 12mcg/kg 16 mcg/kg NIZ9852 NIZ9854  NIZ985 8 NIZ985 16
weekson weekson weekson SCQW3 SCQW3 mcg/kg mcg/kg mcg/kg 12 mcg/kg mea/k NIZ985
1 week 1 week 1week  weekson weekson SCQW3 SCQW3 SCQW3 SCQWS3 9iKg
SCQW 3 12 mcg/kg
off. off. off. 1 week 1 week weeks on weekson weekson weeks on weekson  SC QW 3
Spartalizu  Spartalizu  Spartalizu off. off. 1 week 1 week 1 week 1 week off 1 week weeks on
mab mab mab Spartalizu  Spartalizu off in off in off in in off in 1 week off
Arm/Grou could be could be could be mab could mab could combinati combinati combinati combinati combinati in
. P added added added be added be added on with on with on with on with . L
Description . . ) . on with combinati
after the after the after the after the after the spartalizu  spartalizu  spartalizu  spartalizu spartalizu on with
first first first first first mab 400 mab 400 mab 400 mab 400 rﬁab 400 tislelizum
disease disease disease disease disease mg i.v. mg i.v. mg i.v. mg i.v. ma i.v ab 300
re- re- re- re- re- Q4w Q4w Q4w Q4w Qg4W ma iy
evaluatio  evaluatio evaluatio evaluation evaluation startingat startingat startingat starting at . gl.v.
starting at Q4W.
n n n regardles regardles Cycle 1 Cycle 1 Cycle 1 Cycle 1 Cvele 1
regardles regardles regardles s of the s of the Day 1. Day 1. Day 1. Day 1. Dya p
s of the s of the s of the result. result. v
result. result. result.
Number of
Participants
Analyzed 3 4 6 7 7 6 4 6 6 7 4
[units:
participants]
Geometri Geometri Geometri . . Geometri Geometri Geometri . Geometri .
. Geometri Geometri Geometri Geometri
Maximum ¢ Mean ¢ Mean ¢ Mean M M ¢ Mean ¢ Mean ¢ Mean M ¢ Mean M
observed ¢ Mean c Mean ¢ Mean ¢ Mean
serum ) (Gec_)metr (Gec_>metr (Get_)metr (Geometr (Geometr (Ge?met (Ge?met (Gec_>met (Geometr (Gec_>met (Geometr
concentration ic ic ic ic ic ric ric ric ic ric ic
(Cmax) of Coefficie Coefficie Coefficie —_ _ Coefficie Coefficie Coefficie _ Coefficie i
NIZ985 Coefficie  Coefficie Coefficie Coefficie
nt of nt of nt of nt of nt of nt of nt of
o . . . A nt of nt of A . . nt of i nt of
(units: pg/mL) Variation Variation Variation Variati Variati Variation Variation Variation Variati Variation Variati
) ) ) ariation) ariation) ) ) ) ariation) ) ariation)
8‘2049416[)76‘%,:54 188 (18.3 591 (83.3 1430 (42. 2840 (77. 3780(151 288(29.9 638(76.2 1270(40. 1610(125 2560 (67. 2230 (120
666’3’)‘ B %) %) 5%) 7%) .0%) %) %) 6%) .9%) 7%) .5%)
81};(:2'6416%333, ;54 211(83.4 158 (64.0 499 (33.7 1660 (120 1160 (158 349(363. 285(171. 688 (61.9 1150 (51. 1130 (54. 827 (26.3
6.4 5 2’) e %) %) %) 5%) .0%) 9%) 8%) %) 6%) 4%) %)
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Time to reach maximum serum concentration (Tmax) of NIZ985

Description PK parameters were calculated based on NIZ985 serum concentrations by using non-compartmental methods. Tmax is defined as the time to
reach maximum (peak) concentration following a dose. Actual recorded sampling times were considered for the calculations.
Time Frame Cycle 1 Day 1 (C1D1) and Cycle 1 Day 15 (C1D15): pre-dose, 4, 8, 24, 48, 72 and 168 hours after injection. The duration of one cycle was 28
days.
Analysis Patients in the pharmacokinetic analysis set (PAS) who received N1Z985 and had an available value for the outcome measure at each
Population timepoint. PAS consisted of all patients who received at least one of the planned treatments and provided at least one evaluable PK sample.
Description
NIZ985 NIZ985 NIZ985 NIZ985 NIZ985 1’;';23?'(
NIZ985  NIZ985  NIZ985  NIZ985 Nizogs  2mcg/kg  4mcglkg  8mcglkg  12mcglk  16mcglk g+
+ + + g+ g+ -
2mcg/kg 4mcg/kg 8mcg/kg 12mcg/kg 16mcgl/kg PDR001 PDRO001 PDR001 PDR001 PDR001 lel‘zlll)zu
400mg 400mg 400mg 400mg 400mg 300mg
ek megkg  NIZ9858  NIZoBS  NIZogs NIZO85  NIZ985
so gwgs so 8W93 mcglkg  12meglkg 16 mcglkg NIZ9852  NIZ9854  NIZ985 8 T ppe
weeks on  weeks on SCQW3 SCQw3 SsSCcQws3 mcg/kg mcg/kg mcg/kg — S NIZ985
ook 1weok Weekson weekson weekson SCQW3 scaws scaws RN, T 12
off off 1 week 1 week 1 week weeks on  weekson  weeks on weeks on  weeks on mcg/kg
S artélizu S artélizu Off. Off. off. 1 week 1 week 1 week 1 week 1 week SC Qw3
pmab pmab Spartalizu  Spartalizu  Spartalizu off in off in offin off in off in weeks on
Arm/Grou could be could be mab could mab could mab could combinati combinati combinati combinati  combinati 1 week
Descri tioF:1 added added be added be added be added on with on with on with on with on with offin
P after the after the after the after the after the  spartalizu spartalizu  spartalizu spartalizu  spartalizu combinati
ot ot first first first mab400 mab400 mab400 ShoEA SPEEE on with
disease disease disease disease disease mg i.v. mg i.v. mg i.v. mai.v ma i.v tislelizum
. o re- re- re- Q4w Q4w Q4w Q94W' Q94W' ab 300
. . evaluation evaluation evaluation startingat startingat starting at . . mg i.v.
evaluation evaluation starting at  starting at
reqardles  reqardles regardles regardles  regardles Cycle 1 Cycle 1 Cycle 1 Cvele 1 Cvcle 1 Q4W.
sgof the sgof the s of the s of the s of the Day 1. Day 1. Day 1. D}; p Dya 1
result result result. result. result. v y i
Number of 3 4 6 7 7 6 4 6 6 7 4
Participants
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Analyzed
[units:
participants]

Time to reach

maximum

serum Median Median Median Median Median Median Median Median Median Median Median
concentration (Full (Full (Full (Full (Full (Full (Full (Full (Full (Full (Full
(Tmax) of Range) Range) Range) Range) Range) Range) Range) Range) Range) Range) Range)
NIZ985

(units: hours)

Cycle 1 Day 1 233 24 242 245 23.7 23.2 15.9 245 222 235 23.8
(n=3,4,6,7,7,6,4, (7.9 to (8 10 24.2) (22.5t0 (6.77 to (7.83 to (4.02to (7.8 to (4.18 to (7.18 to (5.95to (22.3 to
6,6,6,3) 23.8) ' 25.3) 48.2) 47.9) 24.7) 23.9) 48.7) 48) 47.5) 24)
Cycle 1 Day 15 8.05 23.9 15.3 293 7.68 8.02 22.7 23.7 23.7 8 242
(n=2,4,6,5,6,3,4, (7.95to (8.05to (7.83 to (410 é3 9) (3.78 to (7.88 to (3.98 to (7.75 10 (6.38 to (7.77 to (22.7 to
6,4,5,2) 8.15) 48) 48.1) ) 23.9) 8.1) 23.3) 25.6) 24.5) 23.9) 25.7)

Area under the serum concentration-time curve from time zero to 48 hours post dose (AUC48) of NIZ985

Description PK parameters were calculated based on NIZ985 serum concentrations by using non-compartmental methods. The linear trapezoidal method
was used for AUC calculation.
Time Frame Cycle 1 Day 1 (C1D1) and Cycle 1 Day 15 (C1D15): pre-dose, 4, 8, 24, 48, 72 and 168 hours after injection. The duration of one cycle was 28
days.
Analysis Patients in the pharmacokinetic analysis set (PAS) who received NIZ985 and had an available value for the outcome measure at each
Population timepoint. PAS consisted of all patients who received at least one of the planned treatments and provided at least one evaluable PK sample.
Description
NIZ985 NIZ985 NIZ985 NIZ985 NIZ985 1 ;lrLchgSlig
NIZ985  NIZos5  Nizogs  N1Z985 Nizoss ~ 2mcalkg  4mcglkg  8meglkg 450 con g 16meglk +
2mcg/lkg 4mcg/kg 8mcg/kg 12meglk 16mcg/kg * * * + PDR001 * Tislelizu
g PDRO001 PDRO001 PDRO001 PDRO001
400mg  400mg  400mg 400mg 400mg mab
300mg
Arleroyp NIZ9852 NIZ9854 NIZ985 8 NI1Z985 NIZ98516 NIZ9852 NIZ9854 NIZ9858 NIZ985 12 NI1Z985 NI1Z985 12
Description mcg/kg mcg/kg mcg/kg 12 mcg/kg SC mcg/kg mcg/kg mcg/kg mcg/kg 16 mcg/kg
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SCQW3 SCQwW3 SsSCQws3 mcg/kg QW 3 SCQW3 SCQw3 SCQwW3 SCQws3 mcg/kg SCQW3
weekson weekson weekson SCQW3 weekson1 weekson weekson weekson weekson SCQW3 weekson
1 week 1 week 1 week weeks on week off. 1 week 1 week 1 week 1 week off weekson 1 week off
off. off. off. 1 week Spartalizu off in off in off in in 1 week in
Spartaliz  Spartalizu  Spartalizu off. mab could combinati combinati combinati combinati off in combinati
umab mab mab Spartalizu be added on with on with on with on with combinati on with
could be could be could be mab after the spartalizu  spartalizu  spartalizu  spartalizu on with tislelizuma
added added added could be first mab 400  mab 400 mab 400 mab 400  spartalizu b 300 mg
after the after the after the added disease re- mg i.v. mg i.v. mg i.v. mg i.v. mab 400 i.v. Q4W.
first first first after the evaluation Q4w Q4w Q4w Q4w mg i.v.
disease disease disease first regardless starting at starting at startingat starting at Q4w
re- re- re- disease of the Cycle 1 Cycle 1 Cycle 1 Cycle 1 starting at
evaluatio evaluatio evaluatio re- result. Day 1. Day 1. Day 1. Day 1. Cycle 1
n n n evaluatio Day 1.
regardles regardles regardles n
s of the s of the s of the regardles
result. result. result. s of the
result.
Number of
Participants
Analyzed 3 4 6 7 7 6 4 6 6 7 4
[units:
participants]
Area under the Geometr Geometri Geometri Geometri . Geometri Geometri Geometri . Geometri .
serum - Geometric Geometri Geometri
concentration- ic Mean ¢ Mean ¢ Mean ¢ Mean Mean ¢ Mean ¢ Mean ¢ Mean ¢ Mean ¢ Mean ¢ Mean
]t,:,r:; (t:il:nntlaezero (Geomet (Geometr (Geometr (Geometr (Geometri (Geometr (Geometr (Geometr (Geometri (Geometr (Geometri
to 48 hours ric ic ic ic c ic ic ic c ic c
Coefficie Coefficie Coefficie Coefficie - Coefficie Coefficie Coefficie . Coefficie -
post dose t of nt of nt of nt of Coefficient nt of nt of nt of Coefficie nt of Coefficie
(AUC48) of Variati i i i of i i o nt of Lo nt of
NIZ985 ariation Variation Variation Variation Variation) Variation Variation Variation Variation) Variation Variation)
(units: h*pg/mL) ) ) ) ) ) ) ) )
Cycle 1Day 1 5340 (49. 17300
(n=3,4.67.7,5.4 (49. (7 47600 (4 90500 (7 107000 (11 8970(43. 21100(7 46100(3 58200 (10 84500(5 74900 (10
6.6 6 é)‘ e 2%) 6.8%) 3.5%) 5.1%) 1.8%) 9%) 6.5%) 7.4%) 4.6%) 5.6%) 7.4%)
Cycle 1 Day 15 3860 (31
(n=2,4,6.5.6,3,4 (31. 5280 (96. 14900(5 45900 (9 28400 (175 7090 (47 8990 (11 20900 (5 30600 (10. 29300(3 28500 (20.
,6,4,’5,,2), e 8%) 1%) 7.7%) 5.3%) 7%) 2.0%) 1.1%) 9.6%) 9%) 9.8%) 5%)
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Area under the serum concentration-time curve from time zero to 72 hours post dose (AUC72) of NI1Z985

Description PK parameters were calculated based on NIZ985 serum concentrations by using non-compartmental methods. The linear trapezoidal method
was used for AUC calculation.
Time Frame Cycle 1 Day 1 (C1D1) and Cycle 1 Day 15 (C1D15): pre-dose, 4, 8, 24, 48, 72 and 168 hours after injection. The duration of one cycle was 28
days.
Analysis Patients in the pharmacokinetic analysis set (PAS) who received N1Z985 and had an available value for the outcome measure at each
Population timepoint. PAS consisted of all patients who received at least one of the planned treatments and provided at least one evaluable PK sample.
Description
NIZ985
z';lr:igﬁf NIZ985 sﬁ:igﬁf 1",“,5282( NIZ985  12mcglk
NIZ985  NIZ985  NIZ985 NIZ985 NIZ985 IK9 amegikg -aKa 5 -9 16meglkg g+
2mcg/kg 4mcg/kg 8mcg/kg 12mcg/kg 16mcg/kg PDR001 + PDR001 PDR001 PDRO001 + PDR001 Tislelizu
400mg 400mg mab
400mg 400mg 400mg 300mg
NIZ9852 NIZ9854 NIZ985 8
mcg/kg mcg/kg mcg/kg NIZ985 12 NIZ985 16 NIZ985
SCQW3 SCQwW3 sSsSCQws3 mcg/kg mcg/kg NIZ9852  NIZ9854  NIZ985 8 12 NIZ985 16
weekson weekson weekson SCQW3 SCQW3 mcg/kg mcg/kg mcg/kg mea/k mcg/kg NI1Z985
1 week 1 week 1 week weekson weekson SCQW3 SCQW3 SCQW3 sC gWQS SCQW3 12
off. off. off. 1 week 1 week weeks on  weekson  weeks on weeks on weeks on mcg/kg
Spartaliz  Spartalizu  Spartalizu off. off. 1 week 1 week off 1 week 1 week 1week off SCQW3
umab mab mab Spartalizu  Spartalizu offin in off in off in in weeks on
Arm/Grou could be could be couldbe mabcould mabcould combinati combinati combinati combinati combinati 1 week
Descri tioFr)1 added added added be added be added on with on with on with on with on with off in
P after the after the after the after the after the spartalizu  spartalizu  spartalizu spartalizu spartalizu  combinati
first first first first first mab 400 mab 400 mab 400 rr?ab 400 mab 400 on with
disease disease disease disease disease mg i.v. mg i.v. mg i.v. ma iv mg i.v. tislelizum
re- re- re- re- re- Q4w Q4w Q4w Qg4W Q4w ab 300
evaluatio evaluatio evaluatio evaluation evaluation startingat startingat starting at starting at starting at mgi.v.
n n n regardless regardless Cycle 1 Cycle 1 Cycle 1 C cleg1 Cycle 1 Q4W.
regardles regardles regardles of the of the Day 1. Day 1. Day 1. D):a 1 Day 1.
s of the s of the s of the result. result. y i
result. result. result.
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Number of

Participants

Analyzed 3 4 6 7 7 6 4 6 6 7 4
[units:

participants]

Area under the

Geometr Geometri Geometri . . Geometri . Geometri Geometri . Geometri

serum - Geometri Geometri Geometri Geometri
. ic Mean ¢ Mean ¢ Mean ¢ Mean ¢ Mean ¢ Mean ¢ Mean

concentration- ¢ Mean ¢ Mean ¢ Mean ¢ Mean
time curve
from time zero (G(-:;?;net (Geci):wtr (Geci);netr (Geometri (Geometri (Geci)énetr (Geometri (Geti):1etr (Geti):wtr (Geometri (Gec;;netr
to 72 hours Coefficie Coefficie ~Coefficie c € Coefficie € Coefficie Coefficie € Coefficie
post dose nt of nt of nt of Coefficie Coefficie nt of Coefficie nt of nt of Coefficie nt of
(AUC72) of L o L nt of nt of L nt of o o nt of o

Variation Variation Variation . . Variation i Variation Variation i Variation
NIZ985 Variation) Variation) Variation) Variation)
(units: h*pg/mL) ) ) ) ) ) ) )
Cycle 1 Day 1 5690 (56 20100 (7 58700 (3 108000 (7 130000 (9 9780 (49. 26300 (76. 62500(3 63300(8 107000 (5 90400 (9
(=3.4.65.7.5,4 (56. ( ( ( ( (49. (76. ( ( ( (
55 6 é)’ T 0%) 8.8%) 6.9%) 6.3%) 9.8%) 0%) 3%) 2.1%) 4.9%) 5.6%) 6.6%)

Cycle 1 Day 15
(n=1,4,6,4,6,3,3 3830
,6,4,4,2)

6580 (89. 17700 (6 66400 (79. 34400 (15 7380 (53 12600 (13 26200 (5 35000 (5 35900 (45. 34300 (2
8%) 7.6%) 1%) 2.4%) 4.9%) 8.9%) 4.6%) 4.6%) 0%) 0.6%)

Area under the serum concentration-time curve from time zero to 168 hours post dose (AUC168) of
NIZ985

Description PK parameters were calculated based on NIZ985 serum concentrations by using non-compartmental methods. The linear trapezoidal method
was used for AUC calculation.

Time Frame Cycle 1 Day 1 (C1D1) and Cycle 1 Day 15 (C1D15): pre-dose, 4, 8, 24, 48, 72 and 168 hours after injection. The duration of one cycle was 28

days.
Analysis Patients in the pharmacokinetic analysis set (PAS) who received NIZ985 and had an available value for the outcome measure at each
Population timepoint. PAS consisted of all patients who received at least one of the planned treatments and provided at least one evaluable PK sample.

Description

Page 40



(') NOVARTIS

NIZ985 NIZ985 NIZ985 NIZ985 NIZ985 NIZ985
NIZ985  NIZ985  NIZ985 1"2',"12123‘;3'( Nizogs  2MCIKO  ymcgrg  Bmeolke 12';“19’ K emcglkg 12Mcokg
2mcglkg  4mcglkg  8mcglkg g 16meglkg  ppRooq +:0%'::°1 PDR001  PDR001 +:0%'::°1 Tislelizum
400mg 9  400mg  400mg 9  ab300mg
NIZ985 2 Nizossg  NIZ98
mcg/kg NIZ985 4 mcg/kg — NIZ985
sSCQw3 mcg/kg SCQwW3 SC 8W93 NIZ98516 NIZ9852 NIZ9854  NIZ985 8 12 NIZ985 16
weekson SC QW3 weekson weeks on mcg/kg SC mcg/kg mcg/kg mcg/kg meglkg mcg/kg
1 week weeks on 1 week 1 week QW 3 SsCQw3 SCQw3 SCQws3 SC QW 3 SCQW3 NIZ985 12
off. 1 week off. off weekson1 weekson weekson weeks on weeks on weeks on mca’ka SC
Spartaliz off. Spartaliz Spartéliz week off. 1 week 1 week off 1 week 1 week 1 week off 8W93
ube  mebcoud coudbe  Umab PRl ombinati combinati combinai O binai Weeks on 1
Arm/Group could be mab cou could be could be  Mab cou combinati  combinati  combinati = o . combinati 07
. added be added added be added on with on with on with . on with N
Description added . . ) on with . combinatio
after the after the after the after the after the spartalizu  spartalizu  spartalizu spartalizu spartalizu n with
first first first - first mab 400 mab 400 mab 400 P mab 400 S
. . . first . . . . mab 400 . tislelizuma
disease disease disease disease disease re- mg i.v. mgi.v. mg i.v. ma iv mg i.v. b 300 m
re- re- re- ro- evaluation Q4w Q4w Q4w Qg4W Q4w iv.Q 4Wg
evaluatio evaluation evaluatio evaluatio regardless starting starting at starting startin starting at o ’
n regardless n n of the at Cycle Cycle 1 at Cycle at C clge Cycle 1
regardles of the regardles regardles result. 1 Day 1. Day 1. 1 Day 1. 1 Da);/ 1 Day 1.
sr é); Jne result. sr g; Jne s of the
’ ’ result.
Number of
Participants
Analyzed 3 4 6 7 7 6 4 6 6 7 4
[units:
participants]
Area under the Geometr . Geometr Geometr . Geometr . Geometr Geometr . .
serum - Geometri - - Geometric Geometri - - Geometri Geometric
concentration- ic Mean ¢ Mean ic Mean ic Mean Mean ic Mean ¢ Mean ic Mean ic Mean ¢ Mean Mean
time curve
from time zero (Ger?;net (Geometri (Gi?:‘et (Gi?:‘et (Geometri (Gi?énet (Geometri (Gi?:‘et (Ger?;net (Geometri (Geometri
to 168 hours ¢ officie € Coefficie Coefficie € Coefficie € Coefficie Coefficie c c
post dose nt of Coefficie nt of nt of Coefficien nt of Coefficie nt of nt of Coefficie  Coefficien
(AUC168) of Variatio nt of Variation Variation t of Variation nt of Variation Variation nt of t of
NIZ985 n) Variation) ) ) Variation) ) Variation) ) ) Variation) Variation)

(units: h*pg/mL)
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813;%931 4Dza%/ 1 2 25900 (10 73500 (3 67200 (7 166000 (10 16100 23000 (52 64500 (6 83300 (4 135000 (6 108000 (12
> 54’2)’ B 2.0%) 8.6%) 3.2%) 1.5%) .9%) 8.9%) 4.3%) 0.7%) 4.0%)
Cycle 1 Day 15

(n=1,4,6.4.6.3,3 3830 7490 (115 20800 (8 78300 (6 44000 (123 7910(66 15900 (13 38300 (5 42500 (2 42600 (45 44600 (19.
6 34’2)’ e .0%) 7.2%) 8.1%) 5%) 9.2%) 2.7%) 3.6%) 3.0%) .9%) 3%)

Trough serum concentration (Ctrough) of PDR001

Ctrough is defined as the concentration reached immediately before the next dose is administered. All drug concentrations below the lower

Description
limit of quantification were treated as zero for the calculation of PK parameters.
Time Frame pre-dose Cycle 1 Day 1, Cycle 2 Day 1, Cycle 3 Day 1, Cycle 4 Day 1, Cycle 5 Day 1 and Cycle 6 Day 1. The duration of one cycle was 28
days.
Analysis Patients in the pharmacokinetic analysis set (PAS) who received PDRO001, including patients in the single-agent NI1Z985 arm who added
Population PDRO0O01 after their first disease reevaluation, and had an available value for the outcome measure at each timepoint. PAS consisted of all
Description patients who received at least one of the planned treatments and provided at least one evaluable PK sample.
NIZ985 NIZ985 NIZ985 NIZ985 NIZ985
NIZ985 NIZ985 NIZ985 NIZ985 NIZ985 2mcg/kg + 4mcg/kg+ 8mcg/kg+ 12mcg/kg 16mcg/kg
2mcgl/kg 4mcg/kg 8mcgl/kg 12mcg/kg 16mcg/kg PDRO001 PDRO001 PDRO001 + PDR001 + PDRO001
400mg 400mg 400mg 400mg 400mg
NIZ985 2 NIZ985 4 NI1Z985 8 NIZ985 12  NIZ985 16 NI1Z985 2 NIZ985 4 NIZ9858  NIZ98512 NIZ985 16
mcg/kg SC  mcg/kg SC  mcg/lkg SC  mcg/kg SC  mcg/kg SC  mceg/kg SC  mcg/lkg SC mcg/kg SC mceg/kg SC mcg/kg SC
QW3 QW 3 QW 3 QW 3 QW 3 QW 3 QW 3 Qw3 QW 3 QW 3
weekson1 weekson1 weekson1 weekson1 weekson1 weekson weeks on weeks on weeks on weeks on
week off. week off. week off. week off. week off. 1 week off 1 weekoff 1weekoff 1weekoff 1 week off
Spartalizu Spartalizu Spartalizu Spartalizu Spartalizu in in in in in
Arm/Group mab could mab could mab could mab could mab could combi_natio combi_natio combi_natio combi_natio combi_natio
Description be added be added be added be added be added n Wlth n Wlth n Wlth n Wlth n Wlth
after the after the after the after the after the spartalizu spartalizu spartalizu spartalizu spartalizu
first first first first first mab 400 mab 400 mab 400 mab 400 mab 400
disease re- diseasere- diseasere- diseasere- disease re- mg i.v. mg i.v. mg i.v. mg i.v. mg i.v.
evaluation  evaluation  evaluation  evaluation  evaluation Q4w Q4w Q4w Q4w Q4w
regardless regardless regardless regardless regardless startingat startingat startingat  startingat  starting at
of the of the of the of the of the Cycle 1 Cycle 1 Cycle 1 Cycle 1 Cycle 1
result. result. result. result. result. Day 1. Day 1. Day 1. Day 1. Day 1.
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Number of
Participants
Analyzed [units: 0 4 3 2 4 B 4 6 B 7
participants]
I;?]l::g:t?::il:: Mean Mean Mean Mean Mean Mean Mean Mean Mean Mean
+ + + + + + + + + +

LC;rRoolB%h) of Standard Standard Standard Standard Standard Standard Standard Standard Standard Standard
(units: pg/mL) Deviation Deviation Deviation Deviation Deviation Deviation Deviation Deviation Deviation Deviation
Cycle 1 Day 1
(n=0,0,0,0,0,6,4,5, 0+0 0+0 0+0 0+0 0+0
6,6)
o0 08456 273+ 237+ 267 £ 219+ 2124
44)’ PRI 141 16.5 7.85 10.3 111
Cycle 3 Day 1
(n=0,3,3,2,3,3,2,4, 0+0 0+0 0+0 0+0 425:‘3521 39 + 38.1 3%221 32.8+18 22 +10.9
3,3) . .
Cycle 4 Day 1
(n=0,2,2,2,3,3,1,2, 227424  312+3.11 ?654%51 24.7 £11.3 5??669* 775 45.8 + 43 3178971 25.7
3,1) ) . .
Cycle 5 Day 1
(n=0,0,2,0.3,3,1,2, 56.1+4.03 39.2 + 22 52558* 96 536941 329(')951 30.9
3,1) ) : )
Cycle 6 Day

~ 704 58.9 449 +
1(n=0,0,2,0,4,3,1, 64 + 4.67 30.8 £29.7 519 98 243 26.8 38.9

2,3,1)

Trough serum concentration (Ctrough) of tislelizumab

Description Ctrough is defined as the concentration reached immediately before the next dose is administered. All drug concentrations below the lower
limit of quantification were treated as zero for the calculation of PK parameters.

Time Frame

days.

pre-dose Cycle 1 Day 1, Cycle 2 Day 1, Cycle 3 Day 1, Cycle 4 Day 1, Cycle 5 Day 1 and Cycle 6 Day 1. The duration of one cycle was 28

Page 43



(') NOVARTIS

Analysis Patients in the pharmacokinetic analysis set (PAS) who received tislelizumab and had an available value for the outcome measure at each
Population timepoint. PAS consisted of all patients who received at least one of the planned treatments and provided at least one evaluable PK sample.
Description

NIZ985 12mcg/kg + Tislelizumab 300mg

NI1Z985 12 mcg/kg SC QW 3 weeks on 1 week off in

Arm/Group Description combination with tislelizumab 300 mg i.v. Q4W.

Number of Participants Analyzed [units: participants] 4

Trough serum concentration (Ctrough) of tislelizumab Mean

(units: ng/mL) * Standard Deviation
Cycle 1 Day 1 (n=2) 00

Cycle 2 Day 1 (n=3) 26600 + 20900
Cycle 3 Day 1 (n=2) 38700 + 25000
Cycle 4 Day 1 (n=2) 30800 + 28200
Cycle 5 Day 1 (n=2) 36100 £ 32600
Cycle 6 Day 1 (n=1) 56700

Number of participants with anti-NIZ985 antibodies

Description NIZ985 immunogenicity was evaluated in serum samples. Patient anti-drug antibodies (ADA) status was defined as follows: « ADA-negative at
baseline: ADA-negative sample at baseline *+ ADA-positive at baseline: ADA-positive sample at baseline « ADA-negative post-baseline: ADA-
negative sample at baseline and at least 1 post-baseline sample, all of which are ADA-negative samples * Treatment-induced ADA-positive:
ADA-negative sample at baseline and at least 1 treatment-induced ADA-positive sample * Treatment-boosted ADA-positive: ADA-positive
sample at baseline and at least 1 treatment-boosted ADA-positive sample « ADA-inconclusive: patient who does not qualify for any of the
above definitions or a patient for which the baseline sample is missing

Time Frame : Baseline (before first dose) and post-baseline (assessed throughout the treatment, up to approximately 2.9 years, 1.5 years and 0.5 years
for NIZ985 single agent, NIZ985+PDR001 and NIZ985+tislelizumab, respectively)

Analysis All patients who received at least 1 dose of NIZ985 and had a determinant baseline immunogenicity (IG) sample and at least 1 determinant

Population post-baseline IG sample for assessing anti-NIZ985 antibodies.

Description
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NIZ985
NIZ985 NIZ985 NIZ985 NIZ985 NIZ985 12mcg/kg
NIZ985 NIZ985 NIZ985 NIZ985 NIZ985 2mcg/kg 4mcg/kg 8mcg/kg 12mcg/kg 16mcg/kg +
2mcg/kg 4mcgl/kg 8mcg/kg 12mcg/kg 16mcg/kg + PDR001 +PDR001 + PDR001 + PDR001 +PDR001 Tislelizu
400mg 400mg 400mg 400mg 400mg mab
300mg
NI1Z985 2 NI1Z985 4 NIZ9858  NIZ98512 NIZ985 16
NIZ985 2 NI1Z985 4 NIZ9858 NIZ98512 NIZ985 16
mcg/kg SC  mcg/kg SC  mcg/kg SC  mcg/kg SC  mcg/kg SC meg/kg meglkg meg/kg meglkg meglkg
Qw3 QW3 Qw3 aw'3 QW3 scows sScaQws SCQwW3 ScQws scaw3a N9
weeks on weeks on weeks on weeks on weeks on 12 mcg/kg
1 week off. 1 week off. 1 weekoff. 1 weekoff. 1 week off weekson  weekson  weekson  weekson - weeks on SCQw3
o N o - .~ 1weekoff 1weekoff 1weekoff 1weekoff 1 week off
Spartalizu  Spartalizu  Spartalizu  Spartalizu  Spartalizu i o in in i weeks on
Arm/Gro mab could mabcould mabcould mabcould mab could combinati  combinati  combinati  combinati  combinati 1 week off
gzscripti t;?‘tgg?rfed baitz;j?heed t;?‘tg??r?ed Zit:??f?: t;?‘tggfheed on with on with on with on with on with comltr)]inati
on first first first first first spartalizu  spartalizu  spartalizu  spartalizu  spartalizu on with
. . . . . mab 400 mab 400 mab 400 mab 400 mab 400 S
disease disease disease disease disease mg i.v mg i.v mg i.v mg i.v mg i.v tislelizum
re-. re-. re-. re- re-. QAW Q4W Q4w Q4w Q4w ab 300
evaluation evaluation evaluation evaluation evaluation . . . . . mg i.v.
startingat  startingat startingat startingat starting at
regardless regardless regardless regardless regardless Cvcle 1 Cvcle 1 Cvcle 1 Cvcle 1 Cvcle 1 Q4W.
of the of the of the of the of the Dya 1 Dya 1 Dya 1 Dya 1 Dya p
result. result. result. result. result. v y i y i y i v
Number
of
Participa
nts
Analyzed 3 4 6 7 7 6 4 6 6 7 4
[units:
participa
nts]
Number
of L. Count of Count of Count of Count of Count of Count of Count of Count of Count of Countof  Count of
participa  participan  Participan Participan Participan Participan  Participa  Participa  Participa  Participa  Participa  Participa
::‘stiwnh ts ts ts ts ts nts nts nts nts nts nts
le'issd' (Percenta (Percenta (Percenta (Percenta (Percenta (Percenta (Percenta (Percenta (Percenta (Percenta (Percenta
:n ibodie ge) ge) ge) ge) ge) ge) ge) ge) ge) ge) ge)
(units:
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participan

ts)

ADA-

negative 3 4 6 7 7 6 4 6 6 7 4
at (100%) (100%) (100%) (100%) (100%) (100%) (100%) (100%) (100%) (100%) (100%)
baseline

Q(l)js'?gve at 0 0 0 0 0 0 0 0 0 0 0
baseline (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%)
ADA-

negative 3 2 3 6 2 4 3 3 3 4 2
post- (100%) (50%) (50%) (85.71%) (28.57%) (66.67%) (75%) (50%) (50%) (57.14%) (50%)
baseline

ADA-

inconclusi 0 0 0 0 0 0 0 0 0 0 0
ve at (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%)
baseline

Treatment

-induced 0 2 3 1 5 2 1 3 3 3 2
ADA- (%) (50%) (50%) (14.29%) (71.43%) (33.33%) (25%) (50%) (50%) (42.86%) (50%)
positive

Treatment

-boosted 0 0 0 0 0 0 0 0 0 0 0
ADA- (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%)
positive

Number of participants with anti-PDR001 antibodies

Description

Time Frame

PDRO001 immunogenicity was evaluated in serum samples. Patient anti-drug antibodies (ADA) status was defined as follows: « ADA-negative
at baseline: ADA-negative sample at baseline « ADA-positive at baseline: ADA-positive sample at baseline « ADA-negative post-baseline:
ADA-negative sample at baseline and at least 1 post-baseline sample, all of which are ADA-negative samples « Treatment-induced ADA-
positive: ADA-negative sample at baseline and at least 1 treatment-induced ADA-positive sample ¢ Treatment-boosted ADA-positive: ADA-
positive sample at baseline and at least 1 treatment-boosted ADA-positive sample « ADA-inconclusive: patient who does not qualify for any of

the above definitions or a patient for which the baseline sample is missing

Baseline (before first dose) and post-baseline (assessed throughout the treatment, up to approx. 2.7 years and 1.5 years for patients in the

single-agent NIZ985 arm who added PDR001 and patients treated with NIZ985+PDR001 from the start, respectively)
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Analysis All patients who received at least 1 dose of PDR001 and had a determinant baseline immunogenicity (IG) sample and at least 1 determinant
Population post-baseline IG sample for assessing anti-PDR001 antibodies.
Description
NIZ985 NIZ985 NIZ985 NIZ985 NIZ985
NIZ985 NIZ985 NIZ985 NIZ985 NIZ985 2mcg/kg + 4mcg/kg+ 8mcg/kg+ 12mcg/kg 16mcg/kg
2mcg/kg 4mcgl/kg 8mcg/kg 12mcg/kg 16mcg/kg PDR001 PDR001 PDRO001 + PDR001 + PDR001
400mg 400mg 400mg 400mg 400mg
NI1Z985 2 NIZ985 4 NIZ985 8 NIZ985 12 NIZ985 16
mcglkg SC  moghkg SC meglkg SC meglkg SC meglkg SC NIZ?(BS 2 NIZ?(BS 4 NIZS;)(SS 8 NIZQES 12 NIZQES 16
QW 3 QW 3 QW 3 QW 3 Qw 3 mcg<N gSSC mcg<N gSSC mcg<N gSSC mcg(N g3SC mcg<N 9380
weekson1 weekson1 weekson1 weekson1 weekson1 Q Q Q Q Q
week off. week off. week off. week off. week off. weell((s (;fn . ! weell((s ?P . ! weell((s (;fn' ! weell((s offn' ! weekks offn' !
Arm/Grou  Spartalizum  Spartalizum Spartalizum  Spartalizum  Spartalizum weeb'o in weeb'o n weeb.o in weeb'o in weeb.o in
P abcould be abcouldbe abcouldbe abcouldbe abcouldbe M |_nﬁt|o com |_nr?t|o com |_nﬁt|o com |_nrz:t|o com |_nra]t|o
Descriptio  added after added after added after added after added after n W'.t n W'.t n W'.t n W'.t n W'.t
n the first the first the first the first the first spartalizum  spartalizum  spartalizum  spartalizum  spartalizum
disease re- diseasere- diseasere- diseasere- disease re- aibv4(()204\r;nvg aibv40QO4\TVg aibv40Q04\TVg aibv4%(11\7]vg aibv4OQ(11\TVg
evaluation evaluation evaluation evaluation evaluation sia.rtin at sia.rtin at sia.rtin at sia.rtin at sia'rtin at
regardless regardless regardless regardless regardless Cval g1 Cval g1 Cval 91 Cval 91 Cval 91
of the of the of the of the of the Dyc e1 Dyc e1 Dyc e1 Dyc e1 Dyc e1
result. result. result. result. result. ay 1. ay 1. ay 1. ay 1. ay 1.
Number of
Participan
ts
Analyzed 0 2 3 2 4 4 3 6 6 5
[units:
participan
ts]
Number of
participan f C f C f C f C f c f C f C f C f C f
ts with oyr!t o oyr]t o oyr]t o oyr]t o oyr]t o oyr]t o oyr]t o oyn_t o oyn_t o oyr]t o
anti- Participant Participant Participant Participant Participant Participant Participant Participant Participant Participant
PDR001 s s s s s s s s s s
antibodies
(units: (Percentag (Percentag (Percentag (Percentag (Percentag (Percentag (Percentag (Percentag (Percentag (Percentag
pa rtici-pant e) e) e) e) e) e) e) e) e) e)
s)
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ﬁeDg':ﬁv o at 2 3 2 4 4 3 6 6 5
baseline (NaN%) (100%) (100%) (100%) (100%) (100%) (100%) (100%) (100%) (100%)
Qgs?t;ve at 0 0 0 0 0 0 0 0 0
baseline (NaN%) (%) (%) (%) (%) (%) (%) (%) (%) (%)
ADA-

negative 2 3 2 4 2 2 6 5 4
post- (NaN%) (100%) (100%) (100%) (100%) (50%) (66.67%) (100%) (83.33%) (80%)
baseline

ADA-

inconclusiv 0 0 0 0 0 0 0 0 0
eat (NaN%) (%) (%) (%) (%) (%) (%) (%) (%) (%)
baseline

Treatment-

induced 0 0 0 0 2 1 0 1 1
ADA- (NaN%) (%) (%) (%) (%) (50%) (33.33%) (%) (16.67%) (20%)
positive

Treatment-

boosted 0 0 0 0 0 0 0 0 0
ADA- (NaN%) (%) (%) (%) (%) (%) (%) (%) (%) (%)
positive

Number of participants with anti-tislelizumab antibodies

Description Tislelizumab immunogenicity was evaluated in serum samples. Patient anti-drug antibodies (ADA) status was defined as follows: « ADA-
negative at baseline: ADA-negative sample at baseline « ADA-positive at baseline: ADA-positive sample at baseline « ADA-negative post-
baseline: ADA-negative sample at baseline and at least 1 post-baseline sample, all of which are ADA-negative samples ¢« Treatment-induced
ADA-positive: ADA-negative sample at baseline and at least 1 treatment-induced ADA-positive sample « Treatment-boosted ADA-positive:
ADA-positive sample at baseline and at least 1 treatment-boosted ADA-positive sample *+ ADA-inconclusive: patient who does not qualify for
any of the above definitions or a patient for which the baseline sample is missing

Time Frame Baseline (before first dose) and post-baseline (assessed throughout the treatment, up to approximately 0.5 years)

Analysis All patients who received at least 1 dose of tislelizumab and had a determinant baseline immunogenicity (IG) sample and at least 1
Population determinant post-baseline |G sample for assessing anti-tislelizumab antibodies.

Description
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NIZ985 12mcg/kg + Tislelizumab 300mg

NI1Z985 12 mcg/kg SC QW 3 weeks on 1 week off in

Arm/Group Description combination with tislelizumab 300 mg i.v. Q4W.

Number of Participants Analyzed [units: participants] 4

Number of participants with anti-tislelizumab antibodies Count of Participants
(units: participants) (Percentage)
ADA-negative at baseline (10?)%)
ADA-positive at baseline ("(/3))
ADA-negative post-baseline (10‘(1)%)
ADA-inconclusive at baseline (0(/1)
Treatment-induced ADA-positive (02,)
Treatment-boosted ADA-positive (0(/1)

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

Description On-treatment and post-treatment safety follow-up (FU) deaths were collected from first dose of study medication to 30 days after last dose of
NI1Z985, 150 days after last dose of NIZ985+PDR001 and 120 days after last dose of NI1Z985+tislelizumab. Survival FU deaths were collected
from 31 days after last dose of NI1Z985, 151 days after last dose of NIZ985+PDR001 and 121 days after last dose of NI1Z985+tislelizumab until
end of study.

Time Frame On-treatment and safety FU deaths: up to approximately 3 years (N1Z985), 1.9 years (NI1Z985+PDR001) and 0.8 years (NIZ985+tislelizumab).
Survival FU deaths: up to approximately 3 years (N1Z985), 1.9 years (NIZ985+PDR001) and 0.8 years (N1Z985+tislelizumab)
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Analysis All patients who received at least one dose of study treatment.
Population
Description

NIZ985  NIZ985  NIZ985  NIZ985  NIZ985 220>

12mcg/k
NIZ985  NIZ985  NIz9s5  NIzoss  Nizess 2megka  dmcgkg  8meglkg 12';“19"‘ 15';“19"‘ g+

2mcg/kg 4mcg/kg 8mcg/kg 12mcg/kg 16mcg/kg PDR001 PDR001 PDR001 PDR001 PDR001 Tislelizu
400mg  400mg  400mg  400mg  400mg mab

300mg
,\lrLZch’;E/;Ifg2 ,\lrLZch’;E/;Ifg4 NIZ985 8 NIZ985 NIZ985 NIZ985 NI1Z985
SCQW3 SCQW 3 mcg/kg 12mcg/kg 16 mcg/kg NIZ9852  NIZ9854  NIZ985 8 12 16
weeks on  weeks on SCQwW3 SCQwW3 sSCQws3 mcg/kg mcg/kg mcg/kg meg/kg meglkg NI1Z985
1 week 1 week weekson weekson weekson SCQW3 SCQW3 SCQW3 SCQW3 SCQWw 3 12
off off 1 week 1 week 1 week weeks on  weeks on  weeks on weeks on  weeks on mcg/kg
Sparte;lizu Sparte;lizu off. off. off. 1 week 1 week 1 week 1 week 1 week SCQw3
mab mab Spartalizu  Spartalizu  Spartalizu off in offin off in off in off in weeks on
Arm/Group could be could be mab could mab could mab could combinati combinati combinati combinati  combinati 1 week
Description added added be added beadded be added on with on with on with on with on with offin
after the after the aftt_ar the aftt_ar the aftgr the  spartalizu spartalizu spartalizu spartalizu  spartalizu combipati
first first first first first mab 400 mab 400 mab 400 mab 400 mab 400 on with
disease disease disease disease disease mg i.v. mg i.v. mg i.v. mg v mg i.v tislelizum
re- re- re- re- re- Q4w Q4w Q4w QAW Q4w ab 300
. . evaluation evaluation evaluation starting at starting at starting at . A mg i.v.
evaluation evaluation starting at  starting at
regardles  regardles regardles  regardles regardles Cycle 1 Cycle 1 Cycle 1 Cycle 1 Cycle 1 Q4W.
s of the s of the s of the s of the s of the Day 1. Day 1. Day 1. Day 1 Day 1
result. result. result. result. result. ) '
Number of
Participants
Analyzed 3 4 6 7 7 6 4 6 6 7 4
[units:
participants]
All-Collected Deaths
(units: participants)
On-treatment 1 3 2 2 0 2 2 1 1 3 1

and post-
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treatment safety
FU deaths
(n=3,4,6,7,7,6,4,
6,6,7,4)

Survival FU
deaths
(n=2,1,4,5,7,4,2,
5,5,4,3)

All deaths
(n=3,4,6,7,7,6,4,
6,6,7,4)

Safety Results

On- and post-treatment safety FU: from first dose of study drug to 30, 150 and 120 days after last dose of NIZ985, NIZ985+PDR001 and
NIZ985+tislelizumab, respectively, up to 3 years (NIZ985), 1.9 years (N1Z985+PDR001) and 0.8 years (NIZ985+tislelizumab). Deaths in

Time Frame survival period: from 31, 151 and 121 days after last dose of NiZ985, NIZ985+PDR001 and NIZ985+tislelizumab, respectively, until end
of study, up to 3 years (NIZ985), 1.9 years (NIZ985+PDR001) and 0.8 years (NIZ985+tislelizumab).

Additional . . . . . . .

Description Deaths in the survival period are not considered Adverse Events (AEs). No AEs were collected in the survival period.

Source Vocabulary
for Table Default

MedDRA (26.1)

Collection
Approach for Table
Default

Systematic Assessment
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All-Cause Mortality
On-treatment and post-treatment FU

NIZ98 NIZ985 NIZ985 NIZ985 NIZ985 NIZ985 NIZ985
5 NIZ985 NIZ985 NIZ985 NIZ985 2mcgl/kg + 4mcglkg + 8mcg/kg+ 12mcg/kg + 16mcg/kg + 12mcgl/kg +
2mcg/ 4mcg/k 8mcg/k 12mcg/  16mcg/ PDR001 PDRO001 PDRO001 PDRO001 PDR001 Tislelizumab
kg g g kg kg 400mg 400mg 400mg 400mg 400mg 300mg
N=3 N=4 N=6 N=7 N=7 N=6 N=4 N=6 N=6 N=7 N=4
Safety Safety Safety Safety Safety Safety data  Safety data  Safety data  Safety data  Safety data  Safety data up
data data up data up data up data up up to 150 up to 150 up to 150 up to 150 up to 150 to 120 days
up to to 30 to 30 to 30 to 30 days after days after days after days after days after after last dose
30 days days days days last dose of lastdose of lastdose of last dose of last dose of of
days afterlast afterlast afterlast afterlast NIZ985+PD NIZ985+PD NIZ985+PD NIZ985+PD NIZ985+PD NIZ985+tisleliz
after dose of dose of dose of dose of R0O01 R0O01 R0O01 R001 R001 umab
last NIZ985, NIZ985, NIZ985, NIZ985,
Arm/Gr dose or 150 or 150 or 150 or 150
oup of days days days days
Descript NIZ98 afterlast afterlast after last after last
ion 5 dose if dose if dose if dose if
PDR001 PDR001 PDR001 PDRO001
was was was was
added added added added
after first  after first after first  after first
disease disease disease disease
reevalua reevalua reevalua reevalua
tion tion tion tion
Total 1 3 2 2 0 2 2 1 1 3 1
Number
Affected
Total 3 4 6 7 7 6 4 6 6 7 4
Number
At Risk
Survival FU period
NIZ985 NIZ985 NIZ985 NIZ985 NIZ985 NIZ985 NIZ985 NIZ985 NIZ985 NIZ985 NIZ985
2mcg/kg_ 4mcg/kg_ 8mcgl/kg_ 12mcg/kg_ 16mcg/kg_  2mcg/kg 4mcgl/kg 8mcg/kg 12mcg/kg 16mcg/kg 12mcgl/kg +
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Survival Survival Survival Survival Survival + PDR001 + PDR001 +PDRO001 +PDR001 +PDRO001 Tislelizuma
period period period period period 400mg_S 400mg_S 400mg_S 400mg_S 400mg_S b
N=2 N=1 N=4 N=5 N=7 urvival urvival urvival urvival urvival 300mg_Sur
period period period period period vival period
N=4 N=2 N=5 N=5 N=4 N=3
Deaths Deaths Deaths Deaths Deaths Deaths Deaths Deaths Deaths Deaths Deaths
collected collected collected  collectedin  collected in  collected collected collected collected collected collected in
in the in the in the the survival the survival in the in the in the in the in the the survival
survival survival survival follow-up follow-up survival survival survival survival survival follow-up
follow-up follow-up follow-up period period follow-up follow-up follow-up follow-up follow-up period
period period period (starting (starting period period period period period (starting
(starting (starting (starting from 31 from 31 (starting (starting (starting (starting (starting from 121
from 31 from 31 from 31 days after days after from 151 from 151 from 151 from 151 from 151 days after
days after  days after  days after last dose of last dose of days after days after days after days after days after last dose of
last dose last dose last dose NI1Z985 or NIZ985 or last dose last dose last dose last dose last dose NIZ985+tis|
Arm/G of of NIZ985  of NIZ985 151 days 151 days of of of of of elizumab).
roup NIZ985). or 151 or 151 after last after last NIZ985+P  NIZ985+P  NIZ985+P NIZ985+P  NIZ985+P No AEs
Descri No AEs days after  days after dose if dose if DRO001). DRO001). DRO001). DRO001). DRO001). were
ption were last dose if last dose if PDRO001 PDRO001 No AEs No AEs No AEs No AEs No AEs collected
collected PDRO001 PDRO001 was added  was added were were were were were during this
during this was added was added after first after first collected collected collected collected collected period.
period. after first after first disease disease during this  during this  during this  during this  during this
disease disease reevaluatio  reevaluatio period. period. period. period. period.
reevaluatio reevaluatio n). No AEs n). No AEs
n). No AEs n). No AEs were were
were were collected collected
collected collected during this  during this
during this  during this period. period.
period. period.
Total 0 0 0 0 1 0 0 0 0 0 1
Numb
er
Affect
ed
Total 2 1 4 5 7 4 2 5 5 4 3
Numb
er At
Risk
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Serious Adverse Events

Time Frame

On- and post-treatment safety FU: from first dose of study drug to 30, 150 and 120 days after last dose of NIZ985, NIZ985+PDR001 and
NIZ985+tislelizumab, respectively, up to 3 years (NIZ985), 1.9 years (N1Z985+PDR001) and 0.8 years (NIZ985+tislelizumab). Deaths in

survival period: from 31, 151 and 121 days after last dose of NIZ985, NIZ985+PDR001 and NIZ985+tislelizumab, respectively, until end

of study, up to 3 years (NIZ985), 1.9 years (NIZ985+PDR001) and 0.8 years (NIZ985+tislelizumab).

Additional
Description

Deaths in the survival period are not considered Adverse Events (AEs). No AEs were collected in the survival period.

Source Vocabulary
for Table Default

MedDRA (26.1)

Collection
Approach for Table Systematic Assessment
Default
NIZ985 NIZ985 NIZ985 NIZ985 NIZ985 NIZ985
NIZ985 NIZ985 NIZ985 NIZ985 NIZ985 2mcg/kg+ d4mcg/kg+ 8mcg/kg+  12mcg/kg 16mcg/kg 12mcgl/kg +
2mcg/ 4mcg/k 8mcg/k 12mcg/ 16mcg/ PDR001 PDR001 PDR001 + PDR001 + PDR001  Tislelizumab
kg g g kg kg 400mg 400mg 400mg 400mg 400mg 300mg
N=3 N=4 N=6 N=7 N=7 N=6 N=4 N=6 N=6 N=7 N=4
Safety Safety Safety Safety Safety Safety data  Safety data  Safety data  Safety data  Safety data Safety data
dataup dataup dataup dataup dataup up to 150 up to 150 up to 150 up to 150 up to 150 up to 120
to 30 to 30 to 30 to 30 to 30 days after days after days after days after days after  days after last
Arm/Group days days days days days last dose of last dose of last dose of last dose of last dose of dose of
Description after after after after after NIZ985+PD NIZ985+PD NIZ985+PD NIZ985+PD NIZ985+PD NIZ985+tisleli
last last last last last R001 R001 R001 R001 R001 zumab
dose of doseof doseof doseof dose of
NIZ985 NIz985, NIz985, NIZ985, NIZ985,

or 150 or 150 or 150 or 150
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days days days days
after after after after
last last last last
dose if dose if dose if dose if
PDR001 PDR001 PDRO001 PDRO001
was was was was
added added added added
after after after after
first first first first
disease disease disease disease
reevalu reevalu reevalu reevalu
ation ation ation ation
Total # 1 1 1 3 1 2 1 2 2 3 4
Affected by
any Serious
Adverse
Event
Total # at 3 4 6 7 7 6 4 6 6 7 4
Risk by any
Serious
Adverse
Event
Blood and
lymphatic
system
disorders
Anaemia 0(0.00 1(25.00 0(0.00 0(0.00 0 (0.00 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
%) %) %) %) %)
Gastrointes
tinal
disorders
Dysphagia 0(0.00 0(0.00 0(0.00 1(14.29 0(0.00 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
%) %) %) %) %)
General
disorders
and
administrati
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on site

conditions
Chest 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%)
pain %) %) %) %) %)
Disease 0(0.00 0(0.00 0 (0.00 0(0.00 0 (0.00 0 (0.00%) 1 (25.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
progressio %) %) %) %) %)
n
Fatigue 0(0.00 0(0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 1 (25.00%)

%) %) %) %) %)

Injection 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%) 1(14.29%) 1 (25.00%)
site %) %) %) %) %)
reaction

Immune

system

disorders
Cytokine 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%) 1(14.29%) 0 (0.00%)
release %) %) %) %) %)
syndrome

Infections

and

infestations
Device 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%)
related %) %) %) %) %)
infection
Pneumoni  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%) 1(14.29%) 0 (0.00%)
a %) %) %) %) %)
Septic 0(0.00 0(0.00 0 (0.00 0(0.00 0(0.00 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 1 (25.00%)
shock %) %) %) %) %)
Soft tissue 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%)
infection %) %) %) %) %)

Investigatio

ns
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Blood 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%)

bilirubin %) %) %) %) %)

increased

Transamin  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%)

ases %) %) %) %) %)

increased

Metabolism

and

nutrition

disorders

Hyperglyc 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%)

aemia %) %) %) %) %)

Neoplasms

benign,

malignant

and

unspecified

(incl cysts

and polyps)

Tumour 1(33.3 0(0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)

pain 3%) %) %) %) %)

Respiratory

, thoracic

and

mediastinal

disorders

Acute 0(0.00 0¢(0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 1 (14.29%) 0 (0.00%)

respiratory %) %) %) %) %)

failure

Dyspnoea 0(0.00 0(0.00 0 (0.00 0(0.00 0 (0.00 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(16.67%) 0 (0.00%) 1 (25.00%)
%) %) %) %) %)

Hypoxia 0(0.00 0¢(0.00 0(0.00 1(14.29 0(0.00 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(16.67%) 0 (0.00%) 0 (0.00%)
%) %) %) %) %)
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Interstitial 0(0.00 0¢(0.00 0 (0.00 0(0.00 0 (0.00 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 1 (14.29%) 0 (0.00%)

lung %) %) %) %) %)

disease

Skin and

subcutaneo

us tissue

disorders

Cutaneou 0(0.00 0(0.00 1(16.67 0(0.00 0 (0.00 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)

s %) %) %) %) %)

vasculitis

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

disease %) %) %) %) %)

Vascular

disorders

Vasculitis 0(0.00 0¢(0.00 0(0.00 1(14.29 0(0.00 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
%) %) %) %) %)

Other (Not Including Serious) Adverse Events

Time Frame

On- and post-treatment safety FU: from first dose of study drug to 30, 150 and 120 days after last dose of NI1Z985, N1Z985+PDR001 and
NIZ985+tislelizumab, respectively, up to 3 years (N12985), 1.9 years (NIZ985+PDR001) and 0.8 years (NI1Z985+tislelizumab). Deaths in
survival period: from 31, 151 and 121 days after last dose of NIZ985, NIZ985+PDR001 and NIZ985+tislelizumab, respectively, until end
of study, up to 3 years (NIZ985), 1.9 years (NIZ985+PDR001) and 0.8 years (NIZ985+tislelizumab).

Additional
Description

Deaths in the survival period are not considered Adverse Events (AEs). No AEs were collected in the survival period.

Source Vocabulary
for Table Default

MedDRA (26.1)

Collection
Approach for Table
Default

Systematic Assessment
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Frequent Event Reporting Threshold

5%

NIZ985 NIZ985 NIZ985 NIZ985 NIZ985 NIZ985
NIZ985 NIZ985 NIZ985 NIZ985 NIZ985 2mcg/kg+ 4mcg/kg+ 8mcg/kg+ 12mcg/kg 16mcg/kg 12mcgl/kg +
2mcg/k 4mcg/k 8mcg/k 12mcg/ 16mcg/ PDR001 PDRO001 PDR001 + PDR001 + PDRO001 Tislelizumab
g g g kg kg 400mg 400mg 400mg 400mg 400mg 300mg
N=3 N=4 N=6 N=7 N=7 N=6 N=4 N=6 N=6 N=7 N=4
Safety Safety Safety Safety Safety  Safety data Safety data Safety data Safety data Safety data  Safety data
dataup dataup dataup dataup dataup up to 150 up to 150 up to 150 up to 150 up to 150 up to 120
to 30 to 30 to 30 to 30 to 30 days after days after days after days after days after days after
days days days days days last dose last dose last dose last dose last dose last dose of
after after after after after of of of of of NIZ985+tislel
last last last last last NIZ985+P  NIZ985+P  NIZ985+P  NIZ985+P  NIZ985+P izumab
dose of doseof doseof doseof dose of DRO001 DRO001 DRO001 DRO001 DRO001
NIZ985 NIZ985, NIZ985, NIZ985, NIZ985,
or 150 or 150 or 150 or 150
days days days days
Sg:éﬁ:;::; after after after after
last last last last
dose if dose if dose if dose if
PDR0O0 PDRO0O PDROO PDRO0O
1 was 1 was 1 was 1 was
added added added added
after after after after
first first first first
disease disease disease disease
reevalu reevalu reevalu reevalu
ation ation ation ation
Total # Affected
by any Other 3 4 6 7 7 6 4 6 6 7 4

Adverse Event
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Total # at Risk

by any Other 3 4 6 7 7 6 4 6 6 7 4

Adverse Event

Blood and

lymphatic

system

disorders
Anaemia 27(306)'6 0 (02')00 Zéﬁf)'s 44(5’/(?)'1 L él/ff 0(0.00%) 0(0.00%) 1(16.67%) 1(16.67%) 2 (28.57%) 1 (25.00%)
Eosinophilia 0 (02')00 0 (02')00 0 (02')00 0 (02')00 0 (02')00 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 1 (25.00%)
ggggﬂi‘;"m'c 0 (02')00 0 (0(/1.)00 0 (02')00 0 (02')00 0 (02')00 0(0.00%) 0(0.00%) 0(0.00%) 1(16.67%) 0(0.00%) 0 (0.00%)
Leukocytosis ~ © (02')00 0 (02')00 0 (02')00 0 (02')00 L éj,/f)'z 0(0.00%) 0(0.00%) 1(16.67%) 0(0.00%) 0(0.00%) 0 (0.00%)
Lymphocytosis ~ ° (02')00 0 (02')00 0 (02')00 0 (02')00 ! éj,/f)'z 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)
Neutropenia ~ ° (02')00 0 (02')00 0 (02')00 0 (02')00 0 (02')00 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 1(14.29%) 0 (0.00%)
l:]‘ir:mb“yto" 0 (02')00 0 (02')00 0 (02')00 0 (02')00 0 (02')00 0(0.00%) 0(0.00%) 1(16.67%) 0(0.00%) 0(0.00%) 0 (0.00%)
zhr°mb°°yt°s' 0 (02')00 0 22')00 0 ((,2')00 0 (02')00 1 él/f')'z 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 1(14.29%) 0 (0.00%)

Cardiac

disorders
Cardiomegaly ~ °© (02')00 0 (02')00 0 (02')00 0 (02')00 0 (02')00 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 1(14.29%) 0 (0.00%)
tSeligr:J;cardia ° (02')0 ° 0 (02')00 0 (02')00 0 (02')00 0 (02')00 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 1(14.29%) 0 (0.00%)

Eye disorders
ﬁ;’gﬁgﬁ}'}‘ge 0 (02')00 0 (02')00 0 (02')00 0 (02')00 0 (02')00 1(16.67%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)
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Gastrointestinal

disorders
fiodominal L éﬁ’/f’)g’ 0 (02')00 0 (02')00 0 (02')00 0 (02')00 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)
Abdominal pain ~ ° {,2')(’0 0 (02')00 0 (02')00 0 ﬂ,z')(’o 3 éf,‘/oz)'s 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 2(28.57%) 0 (0.00%)
Qscje‘jmi”a' pain 0 (02')00 0 (0(/1.)00 0 (02')00 1 él/o“)'z 0 (02')00 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)
ﬁ;’sgrm'”a' pain 0 (02')00 0 (02')00 0 (02')00 1 éjy:‘)'z 0 (02')00 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)
Ascites 0 (02')00 0 (02')00 0 (02')00 ! éjy:‘)'z 0 (02')00 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)
Constipaton ~ © (02')00 0 (02')00 0 (02')00 0 (02')00 L él/ff 1(16.67%) 0(0.00%) 0(0.00%) 1(16.67%) 1(14.29%) 0 (0.00%)
Diarrhoea 1 3(‘;”/33 0 (02')00 1 ;3,/(‘)3)'6 0 ﬂ,z')(’o 0 (02')00 1(16.67%) 0(0.00%) 0(0.00%) 0(0.00%) 2(28.57%) 0 (0.00%)
Dry mouth 0 (02')00 0 {,2')00 0 ((,2')00 0 (02')00 0 (02')00 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 1 (25.00%)
Duodenal ulcer  © (02')00 0 {,2')00 0 ((,2')00 0 (02')00 0 (02')00 0(0.00%) 0(0.00%) 0(0.00%) 1(1667%) 0(0.00%) 0 (0.00%)
Dyspepsia 0 (02')00 0 (02')00 0 (02')00 1 éj%‘)‘)'z 0 (02')00 1(16.67%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)
Dysphagia 0 (02')00 0 (02')00 0 (02')00 0 (02')00 0 (02')00 0(0.00%) 0(0.00%) 0(0.00%) 1(1667%) 0(0.00%) 0 (0.00%)
Flatulence 0 (02')00 0 (0(/1.)00 0 (02')00 0 (02')00 0 (02')00 0(0.00%) 0(0.00%) 1(16.67%) 0(0.00%) 0(0.00%) 0 (0.00%)
Gastrooesopha
ggal reflux 0 (02')00 0 22')00 0 ((,2')00 0 (02')00 0 (02')00 1(16.67%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)
ISsease
Nausea 0000 1(25.0 2(333 1(142  2(285 550050 0(0.00%) 2(3333%) 0(0.00%) 0(0.00%)  1(25.00%)

%) 0%) 3%) 9%) 7%)
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0 (0.00

0 (0.00

0 (0.00

0 (0.00

0 (0.00

Toothache o o o o) ) 0(0.00%) 0(000%) 1(1667%) 0(0.00%) 0(0.00%)  0(0.00%)
Vomiting 0 (02')00 L éf/f)'o 0 (02')00 ! éjyo“)'z L él/ff 1(16.67%) 0(0.00%) 1(16.67%) 0(0.00%) 0 (0.00%) 0 (0.00%)

General

disorders and

administration

site conditions
Asthenia 0 {,2')(’0 L (()3/;5).0 2%?253 0 (02')00 27(3/3'5 0(0.00%) 0(0.00%) 1(16.67%) 1(16.67%) 2 (28.57%) 3 (75.00%)
Chills 0 (02')00 0 E,Z')OO 1 ;Z/f)ﬁ 1 51/04)'2 1 él/f')'z 0(0.00%) 1(25.00%) 2(33.33%) 1(16.67%) 0(0.00%) 2 (50.00%)
Fatigue 0 (02')00 2 éff)'o 3 éf/?)'o 1 éjy:‘)'z 0 (02')00 3(50.00%) 1(25.00%) 3(50.00%) 0(0.00%) 1(14.29%) 1 (25.00%)
General 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
physical heatth  © () o o o) y 1(16.67%) 0(0.00%) 1(1667%) 0(0.00%) 0(0.00%) 0 (0.00%)
deterioration
Infl lik 0(0.00 1(250 0(0.00 0(0.00 0(0.00
influenza fike (%) é%) (%) (%) (%) 2(33.33%) 0(0.00%) 1(16.67%) 0(0.00%) 0(0.00%) 0 (0.00%)
L”'J;ﬁiﬁ:ite 0 {,2')(’0 L (()3/;5).0 2%?253 0 (02')00 1 él/f)'z 1(16.67%) 0(0.00%) 1(16.67%) 0(0.00%) 2 (28.57%) 1 (25.00%)
Injection sit 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
niection ste (% | (% | (% | (% | (% 70 0(000%) 0(000%) 1(1667%) 0(0.00%) 0(0.00%) 0 (0.00%)
pheenste 000 000 0000 00N THa? 0(000%) 0(0.00%) 0(0.00%) 0(0.00%) 0(000%) 0 (0.00%)
L”;?n"“"” site. 0 (02')00 L éf/f)'o 1 %S‘G 0 (02')00 0 (02')00 0(0.00%) 0(0.00%) 1(16.67%) 0(0.00%) 0(0.00%) O (0.00%)
'p’}fr‘fttl'fs” site. 0 {,2')(’0 L (()3/;5).0 1 ;3,/(‘)3)'6 0 (,,2')00 0 (02')00 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 1(25.00%)
Injection site ~~ 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
Injex o o o ) by 0(0.00%) 0(0.00%) 1(16.67%) 0(0.00%) 1(1429%)  0(0.00%)
Injection site 3 (100. 1(250 4 (666 6(857 6 (85.7 6(100.00  6(100.00
Injectior o oo e o0 {7 5(6338%) 2(50.00%) o) o) 4(57.14%) 3 (75.00%)
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Injection site 0(000 1(250 1(166 0(000 0(0.00 o000 0(0.00%) 0(0.00%) 0(000%) 0(0.00%) 0 (0.00%)

swelling %) 0%) 7%) %) %)
Malaise L éﬁ’/f’)g’ 0 (02')00 0 (02')00 0 (02')00 L él/ff 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)
m;l‘acgsrﬁgﬁon 0 {,2')(’0 0 (02')00 1 ;3,/(‘)3)'6 0 ﬂ,z')(’o 0 (02')00 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)
E'ﬁé‘stcsgfc 0 (02')00 0 (0(/1.)00 0 (02')00 0 (02')00 0 (02')00 0(0.00%) 0(0.00%) 1(16.67%) 0(0.00%) 0(0.00%) 0 (0.00%)
Oedema 0 (02')00 0 (02')00 0 (02')00 0 (02')00 0 (02')00 0(0.00%) 0(0.00%) 0(0.00%) 1(1667%) 0(0.00%) 0 (0.00%)
Oedema 0(0.00 0(0.00 0(0.00 1(142 0(0.00
ol (% | (% | (% | é% ) (% 0 0(000%) 0(000%) 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)
Pain 0 (02')00 L éf/f)'o Zéﬁf)'s 0 (02')00 0 (02')00 3(50.00%) 1(25.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)
Pyrexia 1 3(3/33 2 (()f/?)'o 5 éff/(‘?)s 6 1(§/f)'7 6 1(3?)'7 3(50.00%) 2 (50.00%) 5 (83.33%) 4 (66.67%) 4 (57.14%) 2 (50.00%)
gzgf;ase g 0 (02')00 0 {,2')00 0 ((,2')00 0 (02')00 0 (02')00 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 1 (25.00%)
Ulcer 0 (02')00 0 {,2')00 0 ((,2')00 0 (02')00 0 (02')00 0(0.00%) 1(25.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)
Hepatobiliary
disorders
riypertransami 0 (02')00 0 (02')00 0 (02')00 0 (02')00 0 (02')00 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 2(28.57%) 0 (0.00%)
Immune system
disorders
Cytokine 0(0.00 0(0.00 0(0.00 2(285 0(0.00
release ) o o o by 0(0.00%) 0(000%) 1(1667%) 0(0.00%) 0(0.00%)  0(0.00%)
syndrome ° ¢ ° ° °

Infections and
infestations
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0(0.00 0(0.00 0(0.00 0(0.00 0(0.00

Bronchitis o o o o) ) 0(0.00%) 0(000%) 0(000%) 0(0.00%) 1(1429%) 0 (0.00%)
Cellulitis 0 (02')00 0 (02')00 0 (02')00 0 (02')00 0 (02')00 0(0.00%) 0(0.00%) 0(0.00%) 1(16.67%) 0(0.00%) 0 (0.00%)
COVID-19 0 {,2')(’0 L (()3/;5).0 1 ;3,/(‘)3)'6 1 él/o“)'z 1 él/f)'z 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)
Furuncle 0 (02')00 0 (0(/1.)00 0 (02')00 0 (,,2')00 0 (02')00 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 1 (25.00%)
gs;t:i‘(’j‘f;te”“s 0 (02')00 0 (02')00 0 (02')00 0 (02')00 0 (02')00 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 1(14.29%) 0 (0.00%)
Herpes zoster ~ ° (02')00 0 (02')00 0 (02')00 0 (02')00 0 (02')00 0(0.00%) 0(0.00%) 1(16.67%) 0(0.00%) 0(0.00%) 0 (0.00%)
Infection 0 (02')00 0 (02')00 0 (02')00 0 (02')00 0 (02')00 0(0.00%) 0(0.00%) 0(0.00%) 1(16.67%) 0(0.00%) 0 (0.00%)
’:ampha“’”g“i 0 {,2')(’0 0 (02')00 0 (02')00 0 (02')00 0 (02')00 0(0.00%) 0(0.00%) 1(16.67%) 0(0.00%) 0(0.00%) 0 (0.00%)
Osteomyelitis | éf/f’f 0 {,2')00 0 ((,2')00 0 (02')00 0 (02')00 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)
Zg;‘r’;“tiggia 0 (02')00 0 {,2')00 0 ((,2')00 0 (02')00 0 (02')00 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 1(14.29%) 0 (0.00%)
Sepsis 0 (02')00 0 (02')00 0 (02')00 0 (02')00 0 (02')00 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 1(14.29%) 0 (0.00%)
Sinusitis 0 (02')00 0 (02')00 0 (02')00 0 (02')00 0 (02')00 0(0.00%) 0(0.00%) 0(0.00%) 1(1667%) 0(0.00%) 0 (0.00%)
Skin infection 0 (02')00 0 (0(/1.)00 0 (02')00 0 (,,2')00 0 (02')00 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 1 (25.00%)
i‘fﬂ[g‘;irg;ra"t 0 (02')00 0 (02')00 0 (02')00 0 (02')00 1 é],/f)'z 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 1(14.29%) 0 (0.00%)

Injury,

poisoning and

procedural

complications
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Injection 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
o reaction %) o o o) oy 0(0.00%) 0(000%) 0(000%) 0(0.00%) 0(0.00%) 1(25.00%)
Vaccination 0000 0(0.00 0(0.00 0(0.00 1(142
o (%) (%) (%) (%) é%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)

Investigations

Alanine

aminotransfera 1?(’33)'3 0(0(/).)00 0(0‘/)')00 36(;,'/2)'8 3éf,"/2)'8 0(0.00%) 1(25.00%) 2(33.33%) 2(33.33%) 3(42.86%) 2 (50.00%)
se increased ° ° ° ° °

Amylase 0(0.00 0(0.00 0(0.00 0(0.00 1(14.2

Amylase o o o ) SonZ 0(000%)  0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%)  1(2500%)

Aspartate
aminotransfera
se increased

1(333 0(0.00 0(0.00 2(285 3(42.8

3%) %) %) 7%) 6%)  0(0.00%) 0(0.00%) 2(33.33%) 3(50.00%) 3(42.86%) 2 (50.00%)

Blood alkaline

1(16.67%) 0(0.00%) 1(16.67%) 3(50.00%) 1 (14.29%) 0 (0.00%)

increased 3%) %) %) %) %)
Blood bilirubin ~ 0(0.00 0(0.00 0(0.00 0(0.00 0 (0.00
Blood bilY o o o ) oy 0(0.00%) 0(0.00%) 1(16.67%) 0(0.00%) 1(1429%)  0(0.00%)
Blood 0(0.00 0(0.00 1(166 0(0.00 0(0.00
creatinine 0. 0. 16. 0. 0. 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 1(25.00%)
increased %) %) %) %) %)

Bloodlactate 4500  0(0.00 0(0.00 0(0.00 1(14.2

0, 0, 0, 0, 0, 0,
dehycrogenase  °) o o o) SooZ  0(000%)  0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%)  1(2500%)
C-reactive

; 0(0.00 0(0.00 0(0.00 0(0.00 1(14.2 , , , , . .
proten o o o ) SonZ 0(000%)  0(0.00%) 1(1667%) 0(0.00%) 2(28.57%) 0 (0.00%)
Fibrin D dimer  0(0.00 0(0.00 0(0.00 0(0.00 0 (0.00
Fibrin D (%) (%) (%) (%) (%) 0(0.00%) 0(0.00%) 1(16.67%) 0(0.00%) 0(0.00%) O (0.00%)
Gamma-

0(0.00 0(0.00 0(0.00 2(285 0(0.00

glutamyltransfe %) %) %) 7%) %)

rase increased

0 (0.00%) 0 (0.00%) 0(0.00%) 2(33.33%) 1(14.29%) 0 (0.00%)
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Lipase

0 (0.00

0 (0.00

0 (0.00

0 (0.00

2(28.5

Lpase o o o o) Voo 1(1667%) 0(0.00%) 0(0.00%) 0(0.00%) 1(1429%) 0 (0.00%)
Neutrophil
count 0 (09')00 0 (09')00 1 ;l/ﬁ)ﬁ 0 (09')00 0 (0(/)')00 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)
decreased ° ° ° ° °
Datelet count 0 {,2')(’0 0 (02')00 0 (02')00 0 (,,2')00 0 (02')00 0(0.00%) 0(0.00%) 1(16.67%) 0(0.00%) 0(0.00%) 0 (0.00%)
Red blood cell
count 0 (02')00 0 22')00 0 (02')00 0 (,,2')00 0 (02')00 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 1(14.29%) 0 (0.00%)
decreased
;r;g:'gé”ases 0 (02')00 0 E,Z')OO 0 ((,2')00 1 51/04)'2 0 (02')00 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)
X\éeclger:se g 0 (02')00 0 (02.)00 2?(,%‘/3)'3 0 (02')00 0 (02')00 0(0.00%) 2(50.00%) 0(0.00%) 1(16.67%) 1(14.29%) 0 (0.00%)
etght 0 (02')00 0 (02')00 0 (02')00 0 (02')00 0 (02')00 0(0.00%) 0(0.00%) 0(0.00%) 1(16.67%) 0(0.00%) 0 (0.00%)

Metabolism and

nutrition

disorders
Cachexia 0 {,2')(’0 0 (02')00 0 (02')00 0 (02')00 0 (02')00 0(0.00%) 0(0.00%) 1(16.67%) 0(0.00%) 0(0.00%) 0 (0.00%)
aD:::fi?esed 0 (02')00 L éf/f)'o L ;Z/f)ﬁ 0 (02')00 0 (02')00 3(50.00%) 0(0.00%) 0(0.00%) 1(16.67%) 0(0.00%) 0 (0.00%)
Dehydration 0 (02')00 0 (02.)00 0 (02')00 0 (02')00 0 (02')00 0(0.00%) 0(0.00%) 1(16.67%) 0(0.00%) 0(0.00%) 0 (0.00%)
Hyperammona 0 (02')00 0 (02')00 0 (02')00 0 (02')00 0 (02')00 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 1(14.29%) 0 (0.00%)
Hyperkalaemia ~ ° {,2')(’0 0 (02')00 1 ;3,/(‘)3)'6 0 (,,2')00 0 (02')00 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)
S%‘i’;a'b“m'”a 1 3(%3 0 (0(/1.)00 0 (02')00 0 (,,2')00 0 (02')00 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 1(14.29%) 0 (0.00%)
Hypocalcaemia  ° (02')00 0 {,2')00 0 ((,2')00 0 (02')00 L él/f)'z 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 0(0.00 0(0.00 0(0.00 0(0.00

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

%) %) %) %) %)
Hypomagnesa 0 (02')00 0 (02')00 0 (02')00 0 (02')00 0 (02')00 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 1(25.00%)
Hyponatraemia  ° {,2')(’0 0 (02')00 0 (02')00 0 (02')00 0 (02')00 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 2(28.57%) 1 (25.00%)
ggg?gh“phat 0 (02')00 0 (0(/1.)00 0 (02')00 0 (,,2')00 0 (02')00 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 1(14.29%) 0 (0.00%)
Lactic acidosis ~ ° (02')00 0 (02')00 0 (02')00 0 (02')00 0 (02')00 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 1(14.29%) 0 (0.00%)

Musculoskeletal
and connective
tissue disorders

0(0.00 0(0.00 0(0.00 0(0.00 0(0.00

Arthralgia ) o o o) oy 0(000%) 0(0.00%) 1(1667%) 0(0.00%) 1(1429%) 0 (0.00%)
. 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00

Back pain (%) (%) (%) (%) (%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 1(1429%) 0 (0.00%)

Muscular 0(0.00 0(000 0(0.00 0(0.00 1(14.2

Musaular ) o o ) S’ 0(000%)  0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)

Myalgia 0(02')00 0(02')00 0(02')00 13%2 1é(1,/f')'2 0(0.00%) 0(0.00%) 1(16.67%) 0(0.00%) 0(0.00%) 0 (0.00%)

Pain in 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00

oxtromity (%) (%) (%) (%) (%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 1(14.29%) 1 (25.00%)

Neoplasms

benign,

malignant and
unspecified (incl

cysts and
polyps)

. 0(0.00 0(000 0(0.00 0(0.00 0(0.00
Cancer pain (%) (%) (%) (%) (%) 1(16.67%) 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0 (0.00%)
Seborthosic ~ 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 \ \ \ \ . .
Seborra o o o ) oy 1(1867%) 0(0.00%) 0(000%) 0(0.00%) 0(0.00%)  0(0.00%)
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::?nﬁg:rhage 0 (02')00 0 (02.)00 0 (02')00 0 (02')00 L éj,/f)'z 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)
Tumour pain  © (02')00 0 (02')00 0 (02')00 0 (02')00 L él/ff 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)

Nervous system

disorders
Aphasia 0 (02')00 0 (0(/1.)00 0 (02')00 0 (,,2')00 0 (02')00 0(0.00%) 0(0.00%) 0(0.00%) 1(1667%) 0(0.00%) 0 (0.00%)
Dysgeusia 0 (02')00 0 (02')00 0 (02')00 0 (02')00 1 é],/f)'z 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 1 (25.00%)
Headache 0 (02')00 0 (02')00 0 (02')00 0 (02')00 27(3/?)'5 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 1(14.29%) 1 (25.00%)
'n”;‘j;;"gﬁf' 0 (02')00 0 (02')00 0 (02')00 0 (02')00 0 (02')00 0(0.00%) 0(0.00%) 1(16.67%) 0(0.00%) 0(0.00%) O (0.00%)
Myoclonus 0 {,2')(’0 0 (02')00 0 (02')00 0 (02')00 0 (02')00 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 1(14.29%) 0 (0.00%)
Paralysis 0 (02')00 0 {,2')00 0 ((,2')00 1 51/04)'2 0 (02')00 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)
Syncope 0 (02')00 0 {,2')00 0 ((,2')00 0 (02')00 0 (02')00 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 1 (25.00%)
Tonio clonic 0 (02')00 0 (02')00 0 (02')00 0 (02')00 L él/ff 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)

Psychiatric

disorders
Delirium 0 (02')00 0 (0(/1.)00 0 (02')00 0 (,,2')00 0 (02')00 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 1(14.29%) 0 (0.00%)
Insomnia 0 (02')00 0 (02')00 0 (02')00 0 (02')00 0 (02')00 1(16.67%) 0(0.00%) 0(0.00%) 0(0.00%) 2(2857%) 0 (0.00%)

Renal and

urinary

disorders
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0(0.00 0(0.00 0(0.00 0(0.00 0(0.00

Nephritis 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 1 (25.00%)

%) %) %) %) %)
. 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 . . . . . .
Renal failure %) %) %) %) %) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 1 (25.00%)
Urinary 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
etortion %) %) %) %) %) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 1(14.29%) 0 (0.00%)

Respiratory,
thoracic and

mediastinal

disorders
Acute
respiratory 0 (09')00 0 (0(/)')00 0 ((,9')00 0 (09')00 0 (09')00 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 1(14.29%) 0 (0.00%)
failure ° ¢ ° ° °

. 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00

Atelectasis (% | (% | (% | (% | (% 0 0(000%) 0(000%) 0(0.00%) 0(0.00%) 1(1429%) 0 (0.00%)
Bronchospasm  © (02')00 0 (02')00 0 (02')00 0 (02')00 0 (02')00 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 1(25.00%)
Cough 0 (02')00 153/30 0 (02')00 1&%‘)‘)'2 0 (02')00 0(0.00%) 0(0.00%) 1(16.67%) 1(16.67%) 1(14.29%) 2 (50.00%)
Dyspnoea 0 {,2')(’0 0 (02')00 1 ;3,/(‘)3)'6 0 ﬂ,z')(’o 1 él/f)'z 1(16.67%) 0(0.00%) 0(0.00%) 1(16.67%) 1(1429%) 0 (0.00%)
Hypercapnia  ° (02')00 0 22')00 0 ((,2')00 0 (02')00 0 (02')00 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 1(14.29%) 0 (0.00%)
Hypoxia 0 (02')00 0 (02')00 0 (02')00 0 (02')00 0 (02')00 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 1(14.29%) 0 (0.00%)
Increased
upper airway 0 (09'00 0 (09'00 0 (09'00 0 (09'00 0 (0(/)'00 0(0.00%) 0(0.00%) 1(16.67%) 0(0.00%) 0(0.00%) 0 (0.00%)
secretion ) ) ) ) )

0(0.00 0(0.00 0(0.00 0(0.00 0(0.00

Pleural effusion 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 1(14.29%) 0 (0.00%)

%) %) %) %) %)
Pneumonitis 0&2')(’0 0(02')00 0(02')00 0&2')(’0 0(02')00 1(16.67%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)
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E;ﬁgﬂCtive 0 (02')00 0 (02.)00 0 (02')00 0 (02')00 0 (02')00 1(16.67%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)
Pulmonary 0 (02')00 0 (02')00 0 (02')00 0 (02')00 0 (02')00 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 1(1429%) 0 (0.00%)
:gj‘;g;mry 0 {,2')(’0 0 (02')00 0 (02')00 0 (02')00 0 (02')00 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 1(14.29%) 0 (0.00%)
Rhinorhoea ~ © (02')00 0 (0(/1.)00 0 (02')00 0 (,,2')00 L él/f')'z 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)
Tonsillolith 0 (02')00 0 (02')00 0 (02')00 0 (02')00 0 (02')00 0(0.00%) 0(0.00%) 1(16.67%) 0(0.00%) 0(0.00%) 0 (0.00%)

Skin and

subcutaneous

tissue disorders
Gutancous 0 (02')00 0 (02')00 1 ;l/f)ﬁ 0 (02')00 0 (02')00 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)
anr:re"I?;;“nf 0 {,2')(’0 0 (02')00 0 (02')00 0 (02')00 0 (02')00 1(16.67%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)
ng:gfg”is 0 (02')00 0 E,Z')OO 0 ((,2')00 0 (02')00 0 (02')00 0(0.00%) 0(0.00%) 1(16.67%) 0(0.00%) 0(0.00%) 0 (0.00%)
Eﬁﬂf”is 0 (02')00 0 (02')00 0 (02')00 0 (02')00 0 (02')00 0(0.00%) 0(0.00%) 0(0.00%) 1(1667%) 0(0.00%) 0 (0.00%)
Drug eruption  © (02')00 0 (02')00 0 (02')00 0 (02')00 0 (02')00 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 1(1429%) 0 (0.00%)
Hyperhidrosis ~ © (02')00 0 (02')00 0 (02')00 0 (02')00 0 (02')00 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 1(1429%) 0 (0.00%)
Pruritus 0 {,2')(’0 0 (02')00 0 (02')00 0 (02')00 1 él/f)'z 0(0.00%) 0(0.00%) 1(16.67%) 1(16.67%) 0(0.00%) 1 (25.00%)
Pruritus allergic  ° (02')00 0 {,2')00 0 ((,2')00 0 (02')00 0 (02')00 0(0.00%) 0(0.00%) 1(16.67%) 0(0.00%) 0(0.00%) 0 (0.00%)
Purpura 0 (02')00 0 {,2')00 0 ((,2')00 0 (02')00 0 (02')00 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 1(14.29%) 0 (0.00%)
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1(333 0(0.00 0(0.00 1(142 1(14.2

Rash 0(0.00%) 0(0.00%) 2(33.33%) 1(16.67%) 1(14.29%) 0 (0.00%)

3%) %) %) 9%)  9%)
Urticaria 0 22')00 0 (02')00 0 (02')00 ! éjyo“)'z L él/ff 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)
ﬁ?ﬁ%gycm 0 22')(’0 0 (02')00 0 (02')00 0 (02')00 0 (02')00 1(16.67%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)
Vitiligo 0 {,2')(’0 0 (02')00 0 (02')00 0 (,,2')00 0 (02')00 0(0.00%) 0(0.00%) 0(0.00%) 1(16.67%) 0(0.00%) 0 (0.00%)
Vascular
disorders
Qr?;i;?ysm 0 (02')00 0 (02')00 0 (02')00 0 (02')00 0 (02')00 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 1(14.29%) 0 (0.00%)
Aortic dilatation  ° 22')00 0 (02')00 0 (02')00 0 (02')00 0 (02')00 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 1(14.29%) 0 (0.00%)
Hypertension ~ ° {,2')(’0 0 (02')00 1 ;3,2)'6 0 (,,2')00 0 (02')00 2(33.33%) 0(0.00%) 0(0.00%) 0(0.00%) 2(2857%) 0 (0.00%)
Hypotension ~ ° (02')00 0 (02.)00 0 (02')00 0 (02')00 0 (02')00 0(0.00%) 0(0.00%) 1(16.67%) 0(0.00%) 0(0.00%) 1 (25.00%)
Vasculitis 0 (02')00 0 (02')00 0 (02')00 1 éjy:‘)'z 0 (02')00 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0 (0.00%)
yasoconstrictio 00 000 000 000 000 0(000%)  0(0.00%) 1(1667%) 0(0.00%)  0(000%) 0 (0.00%)
Conclusion:

The study successfully characterized the safety and tolerability of NIZ985 12 mcg/kg QW as a single agent and in
combination with spartalizumab. Based on the safety and tolerability data supported by the BHLRM + EWOC, PK and
efficacy data, the RDE was determined to be 12 mcg/kg NIZ985 QW (3 weeks on 1 week off) in single-agent and in
combination with spartalizumab. Similar mechanisms of action and safety/toxicity profiles between both anti PD-1
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antibodies, spartalizumab and tislelizumab, supported the use of tislelizumab in the Arm 2 expansion cohort in combination
with 12 mcg/kg N1Z985 QW. Furthermore, the safety profile of Chinese Hamster Ovary (CHO)-derived NIZ985 in this study
was consistent with the previously known safety profile of Human Embryonic Kidney (HEK)-derived N1Z985.

Additionally, overall data from the study (along with the limited PK and safety data from combination with tislelizumab in the
expansion cohort) supports the potential use of NIZ985 in combination with PD-1 inhibitors as a potential therapeutic option
for patients with advanced solid tumors and lymphomas.

Date of Clinical Trial Report
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