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Sponsor

Novartis Pharmaceuticals

Generic Drug Name
Taminadenant (NIR178) and spartalizumab (PDR001)

Trial Indication(s)

Advanced solid tumors and non-Hodgkin lymphoma

Protocol Number
CNIR178X2201

Protocol Title

A Phase 2, multi-center, open label study of NIR178 in combination with PDR0O01 in patients with selected advanced solid
tumors and non-Hodgkin lymphoma

Clinical Trial Phase
Phase 2

Phase of Drug Development
Phase 2 (NIR178) and phase 3 (spartalizumab)

Study Start/End Dates

Study Start Date: August 28, 2017 (Actual)
Primary Completion Date: February 13, 2023 (Actual)
Study Completion Date: February 14, 2023 (Actual)
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Reason for Termination (If applicable)

Novartis decided to halt further recruitment of patients in the CNIR178X2201 study for business reasons. Importantly, this
recruitment halt was not a consequence of any safety concern. The treatment of patients enrolled or consented continued
according to the protocol. Due to enrollment halt, only one tumor group (TNBC) opened in Part 3 at the NIR178 160 mg BID
dose level.

Study Design/Methodology

This is an open-label multi-part, phase |l study evaluating the combination of NIR178 and PDRO0O01 in patients with advanced
solid tumors and diffuse large B cell lymphoma (DLBCL).

The study has three parts:

o Part 1: Multi-arm Bayesian adaptive signal finding design in solid tumors and diffuse large B cell lymphoma (DLBCL)
with continuous dosing of NIR178 in combination with PDR0O1.

. Part 2: Exploration of continuous and intermittent NIR178 schedules in combination with PDR001 in patients with
advanced non-small cell lung cancer (NSCLC).

o Part 3: Further evaluation of optimal intermittent or continuous schedule of NIR178 in combination with PDRO001 (if
selected based on results of Part 2). As of protocol amendment 6, Part 3 explored the safety and pharmacokinetics of
the film-coated tablet (FCT) formulation of NIR178 continuous dosing in combination with PDR0OO1 in triple negative
breast cancer (TNBC) patients.

In addition, a separate safety run-in part was conducted in Japan in order to adequately characterize the safety and
pharmacokinetic profiles of NIR178 as a single-agent and in combination with PDR001.

Centers

21 centers in 15 countries/regions: Singapore(1), Taiwan(1), Netherlands(1), Italy(2), Czech Republic(1), Belgium(1),
Australia(1), Austria(1), Germany(2), Spain(1), Switzerland(1), United States(5), Japan(1), France(1), Argentina(1)
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Objectives:

The primary objectives of the trial were:

Part 1: To evaluate the efficacy of NIR178 and PDR001 combination in patients with selected advanced solid tumors
and diffuse large B cell lymphoma (DLBCL)

Part 2: To assess the efficacy of continuous and several intermittent dosing schedules of NIR178 in combination with
PDRO0O01 in non-small cell lung cancer (NSCLC)

Part 3: To evaluate efficacy of intermittent or continuous dosing schedule of NIR178 in one or two selected tumor types

The secondary objectives were:

To assess efficacy of NIR178+PDR001 in select advanced solid tumors and lymphoma

To assess the safety and tolerability of the NIR178 and PDR001 combination using NIR178 hard gelatin capsule and
FCT formulation

To characterize changes in the immune infiltrate in tumor

To characterize the pharmacokinetics (PK) of NIR178, its metabolite NJI765 and PDR001 in combination using hard
gelatin capsule and FCT formulation

To assess immunogenicity of PDR0O01

Japanese Safety Run-in: To assess the preliminary safety, and PK of single agent NIR178 and in combination with
PDRO0O01 in Japanese patients

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

For this study, the investigational drugs were NIR178 and PDR001, and the study treatment was defined as NIR178 in
combination with PDR0OO1.
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NIR178 160 mg was administered twice daily (BID) either continuously or based on the assigned intermittent schedule
(2 weeks on/2 weeks off, 1 week on/1 week off). As of Protocol Amendment 5, all newly enrolled patients in Part 1 received
NIR178 240 mg BID continuously after emerging data showed a relationship between NIR178 exposure and CD8 induction.
NIR178 was administered orally as a capsule or as a film-coated tablet (Part 3 only) within 60 minutes prior to PDR001
infusion.

PDR001 400 mg was administered via intravenous (i.v.) infusion over 30 minutes once every 4 weeks (Q4W). Each
treatment cycle was 28 days.

Patients enrolled in the Japanese safety run-in part received NIR178 80 mg or 160 mg continuously as single agent for the
first cycle (28 days). If the patients completed Cycle 1 without experiencing dose limiting toxicities (DLTs), they initiated
combination therapy with PDRO001 starting Cycle 2 onwards, and continued at the same dose of NIR178. An additional
cohort in the Japanese safety run-in part of the study received NIR178 240 mg in combination with PDR001 starting with
Cycle 1. If the patients completed Cycle 1 without experiencing DLTs, they continued to receive combination treatment.

Patients received treatment with the combination until disease progression (assessed by investigator per immune-related
response criteria (iIRECIST) or Cheson 2014), unacceptable toxicity, death or discontinuation from study treatment for any
other reason (e.g., withdrawal of consent, start of a new anti-neoplastic therapy or at the discretion of the investigator),
otherwise known as End of Treatment.

Statistical Methods

Analysis supporting primary objective(s)

Part 1: This part constituted 13 treatment indications. All doses were given in combination with PDR001 400 mg Q4W. An
adaptive Bayesian design was used to assess the activity of treatment in terms of overall response rate (ORR) within each
and across treatment indications.
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The efficacy data from the Non-head and neck squamous cell carcinoma (HNSCC) patients, microsatellite stable colorectal
cancer (MSS CRC) patients with unknown RAS status and immune-oncology (IO) naive melanoma patients were not
included in the statistical model; however, that from any new treatment indications added to the existing 13 groups before
the study closure that qualified the criteria for Part 1 was used to inform the model. ORR with 90% CI for each treatment
indication was reported.

Part 2: Different schedules of NIR178 160 mg BID in combination with PDR001 among patients with NSCLC were evaluated
for efficacy using ORR as the primary endpoint. ORR with 90% CI was provided for each schedule.

Part 3: Part 3 explored the efficacy of FCT formulation of NIR178 160 mg continuous dosing in combination with PDR001
among the TNBC patients. ORR with 90% CI was reported.

Analysis supporting secondary objectives(s)

Efficacy: The following efficacy endpoints per iRECIST were summarized for all the treatment indication groups that
contributed to the analysis of primary efficacy objective: ORR is defined as the proportion of patients with best overall
response (BOR) of immuno-related complete response (iCR) or immuno-related partial response (iPR), as per local review
and according to iIRECIST for solid tumors. ORR as per iRECIST was provided for each treatment indication along with
corresponding 90% CI.

Disease control rate (DCR) is the proportion of patients with a best overall response (BOR) of complete response (CR),
partial response (PR) or stable disease. DCR was summarized by tumor type with accompanying 90% CI.

Progression-free survival (PFS), overall survival (OS) and duration of response (DOR):

PFS refers to the time from treatment start date to the date of first documented disease progression or date of death,
whichever happened first. If a patient had not had the event at the date of analysis cutoff, he/she was censored at the time
of the adequate tumor assessment before the cut-off.
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OS refers to the time from treatment start date to the date of death due to any cause. The patient was censored at the date
of his/her last contact if not known to have died. The 2 years OS rate was the proportion of patients with at least 2 years of
OsS.

For patients with a confirmed CR or confirmed PR, the DOR is the time from date of first documented response (CR or PR)
to date of first documented progression or date of death due to underlying cancer, whichever happened first. If progression
or death had not occurred at the date of analysis cut-off, then the patient was censored at the date of his/her last adequate
tumor assessment before the cut-off.

Kaplan-Meier (KM) plots and estimates for time-to-event endpoints including DOR, PFS and OS were presented for
treatment groups of size 210 patients with estimable median.

For mCRPC patients, PCWG3 criteria were evaluated and prostate-specific antigen (PSA) at each time-point was listed and
its change from baseline was summarized.

Safety: The safety set was used for summaries and listings of safety data. Adverse events (AEs) were coded using the
MedDRA version 26.0 and assessed according to the common terminology criteria for adverse events (CTCAE) version
4.03, respectively.

Pharmacodynamic biomarkers: The on-treatment immunohistochemistry (IHC) expression changes in the immune
infiltrate in tumors from baseline were assessed for immunological markers such as CD8. The full analysis set (FAS) was
used for all biomarker analyses.

Pharmacokinetics: Descriptive statistics for PK parameters were presented using the pharmacokinetic analysis set (PAS).
PK parameters of NIR178, NJI765 (NIR178 metabolite) and PDR001 for Japanese safety run-in study were reported
separately.

Immunogenicity: Immunogenicity of PDR001 was assessed as secondary objective using the immunogenicity (IG)
datasets and was reported by treatment groups.
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Study Population: Key Inclusion/Exclusion Criteria

Inclusion Criteria:

— Male or female patients 218 years of age. For Japan only: written consent is necessary both from the patient and his/her
legal representative if he/she is under the age of 20 years.

— Histologically documented advanced or metastatic solid tumors or lymphomas.

o Part 1: histologically confirmed renal cell carcinoma (RCC), pancreatic cancer, urothelial cancer, head and neck
cancer, diffuse large B-cell ymphoma (DLBCL), microsatellite stable (MSS) colon cancer, triple negative breast cancer
(TNBC), melanoma, metastatic castration resistant prostate cancer (mMCRPC)

o Part 2: histologically confirmed diagnosis of advanced/metastatic NSCLC. For those with mixed histology, there must
be a predominant histology

o Part 3: histologically confirmed diagnosis of selected advanced/metastatic malignancies. Part 3 will be opened to
further assess TNBC patients with a PD-L1 SP-142 IC score of 0 (<1%). A second tumor group will be considered for
Part 3 after completion of Part 1.

o Safety run-in part in Japanese patients can enroll any tumor type included in part 1, 2 and 3.

— Patient (except for those participating in Japanese safety run-in) 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 again during therapy on this study. The collection of recent sample is permitted under the
following conditions (both must be met):

o Biopsy was collected < 6 months before 1st dose of study treatment and available at the site.

o No immunotherapy was given to the patient since collection of biopsy.
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— Part 1 - 3 only: Patients (other than those with DLBCL) must previously have received at least 1 and no more than 3 prior
lines of therapy for their disease (with the exception of 10-pretreated cutaneous melanoma, HNSCC and RCC), unless
considered inappropriate for the patient (e.g. safety concern, label contraindication):

o

o

Patients with NSCLC must have received a prior platinum-based combination.

Patients with EGFR positive NSCLC with a T790M mutation must have progressed on osimertinib or discontinued due
to toxicity.

Patients with head and neck cancer must have received a prior platinum-containing regimen.
Patients with bladder cancer must have received a prior platinum-containing regimen or be ineligible for cisplatin.
Patients with renal cell carcinoma must have received a prior VEGF tyrosine kinase inhibitor (TKI).

Patients with MSS colorectal cancer must have received (or be intolerant to) prior therapy with fluoropyrimidine-
oxaliplatin- and irinotecan- based regimens.

Patients with triple negative breast cancer:
o Part 1: must have received a prior taxane-containing regimen

o Part 3: should have received no more than 2 prior lines of therapy including taxane-based chemotherapy and should
have a known PD-L1 status as per local available testing as determined by VENTANA PD-L1 SP142 Assay with IC
score of 0 (<1%)

Patients with DLBCL.:
o Should be limited to those with no available therapies of proven clinical benefit

o Should have had prior autologous hematopoietic stem cell transplantation (auto-HSCT) or determined to be
ineligible for auto-HSCT.

Patients with melanoma:
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o BRAF VG600E wild type patients: must have received anti-PD-1/PD-L1 single agent, or in combination with anti-
CTLA-4 therapy

o BRAF V600E mutant patients: must have received prior anti-PD-1/PD-L1 single-agent, or in combination with anti-
CTLA-4 therapy. In addition, subjects must have received prior BRAF V600E inhibitor therapy, either single-agent
or in combination with a MEK inhibitor

o Patients with Metastatic Castration Resistant Prostate Cancer (nCRPC):

o Of the 1-3 prior lines of therapy, patients must have received and failed at least one line of treatment after
emergence of castration resistant disease

— Patients must not have received prior immunotherapy (previous immune checkpoint inhibitors; single agent and/or
combination therapy with anti-CTLA-4, anti-PD-1, anti-PD-L1), except for NSCLC patients enrolled in part 3 and
Japanese safety run-in part.

— Patients must have measurable disease, defined as at least one lesion that can be accurately measured in at least one
dimension (longest diameter to be recorded for non-nodal lesions and short axis for nodal lesions) as >20 mm with
conventional techniques or as >10 mm with spiral computer tomography (CT) scan, Magnetic Resonance Imaging (MRI),
or calipers by clinical exam.

Exclusion Criteria:

— Ongoing or prior treatment with A2aR inhibitors. Patients previously treated with A2aR inhibitors for non-oncologic
indications (e.g. Parkinson's disease) may be considered for enrollment on a case by case basis.

— Current or prior use of immunosuppressive medication within 28 days before the first dose of PDR001, with the exception
of intranasal/inhaled corticosteroids or systemic corticosteroids at physiological doses (not exceeding equivalent of
10 mg/day of prednisone).
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— History of another primary malignancy except for:

o Malignancy treated with curative intent and with no known active disease =2 years before the first dose of study drug
and of low potential risk for recurrence.

o Adequately treated non-melanoma skin cancer or lentigo maligna without evidence of disease.
o Adequately treated carcinoma in situ without evidence of disease.

— Active or prior documented autoimmune disease within the past 2 years. Patients with vitiligo, Grave's disease, or
psoriasis not requiring systemic treatment (within the past 2 years) are not excluded.

— More than 3 prior lines of therapy except for Japanese safety run-in part.
— History of interstitial lung disease or non-infectious pneumonitis.

— Systemic anti-cancer therapy within 2 weeks of the first dose of study treatment. For cytotoxic agents that have major
delayed toxicity, e.g. mitomycin C and nitrosoureas, 6 weeks is indicated as washout period. For patients receiving
anticancer immunotherapies, 4 weeks is indicated as the washout period. GnRH therapy to maintain effective
testosterone suppression levels is allowed for mCRPC patients.
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Participant Flow Table

Part 1:
Pa Pa Pa Pa Pa
Pa Pa Pa Pa Pa Part 1: 1: 1: Part 1: 1: Part Pa Pa
1: 1: 1: 1: 1: 1: H- Part Part MSS MSS MSS 1: Mela Mela 1: 1: 1:
RCC RCC RCC Pancr Urot N 1:H- 1:H- CRC CRC CRC TNB noma noma DLB DLB mCR
naive naive pre eatic helial naive Npre N pre wt mu unk (o3 naive pre CL CL PC
160 240 240 160 160 160 160 240 160 160 160 160 160 160 160 240 240
mg mg mg mg mg mg mg mg mg mg mg mg mg mg mg mg mg
NIR17 NIR17  NIR17 NIR17 NIR17 NIR17
8160 8240 8240 8160 8160 8240 NIRI7 nee
mg  mg Mg mg . mg  mg  NR{7 NIRT7 mg NIR17
twice  twice  twice twice  twice twice gqg0 NIR17 8160 tvrvr;ge twice 8 240
daily  daily  daily daily ~ daily dally g0 8160 mg o, FEE o mg
contin  contin  contin contin  contin  contin  yice mg twice o' alty contin  NIR17 - NIR17 .2
uous uous uous uous uous uous . twice daily contin 8 160 8 240 .
- - : NIR17 - - - daily ) ; mg uous uous daily
n in n NIR17 8160 in in n contin daily - contin e i in mg mg contin
combi combi combi 8 160 mg combi combi combi UOUS contin uous daily n bi combi twice twice UOUS
nation nation  nation mg twice Naton  nation  nation in uous in contin co:p : nation  daily daily in
with with with twice dail with with with combi in combi Lous nation with contin  contin '~
PDRO PDRO PDRO daily contiyn PDRO PDRO PDRO nation combi nation in PVI\ZI)IFQO PDRO uous uous nation
01in 01in 01in contin 01 in 01in 01in . nation with . ) . in in .
patien patien  patien  uous uous patien patien  patien with with PDRO  SOmMbi  01in 01in  combi  combi  With
Am/Gro ioyith tswith tswih i N fwith tswith fswih gy PDRO 0fin  Naion patient PEION najon nation fDRY
up  remal remal  remal . combi ... squa squa squa  patient O01in ~ patient  5hpq csu\gne cutane it with patien
Descripti cell cell cell nation with mous mous mous s with patient s with 01in ous PDRO PDRO ts with
on carcin  carcin  carcin with PDRO cell cell cell micros S \With  micros patien OUIS melan  01in 0fin s
oma oma oma PDRO  ")i%°  carcin  carcin  carcin  geite  MiCTOs  atelite Lo melan oma  Patien  patien TR
(RCC) (RCC) (RCC) 0tin ) oma oma oma atellite  stable ) oma tswith  ts with
. patien stable triple who who . . castra
who who who patient ts with of of of colore stable colore negati had had diffuse  diffuse tion
had had had s with urothe head head head ctal colore ctal ve at been large large resista
not not been  pancre lial and and and cancer ctal cancer o no retre  Boell  B-cell -
been been  pretre atic cance  neck neck neck (Mss ~ cancer (MSS hce been pated lymph  lymph prosta
previo previo ated  cancer . (HNS  (HNS  (HNS  cRe) (MSS  CRC) ; pre\lno with oma oma to
usly — usly  with CC) CC)  CC) iy ORO) with g B¥ e OB DB e
treate  treate  immu who who who RAS with unkno C) dr?/vaitﬁ o- CL) CL) r
q with d with no- had had had wiIdtyp RAS wn immun oncolo (mCR
immu  immu  oncolo not been been e mutant  RAS gy PC)
no- no- gy been  pretre  pretre status on(;;lo therap
oncolo oncolo therap previo ated ated y
ay ay y usly with with oy
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therap therap treate immu immu therap
y y d with no- no- y
immu  oncolo oncolo
no- ay aqy
oncolo therap therap
ay y y
therap
y
Started 11 12 11 14 14 15 11 12 27 29 30 3 13 13 15
omelete 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Not
Complete 11 12 11 14 14 15 11 12 27 29 30 3 13 13 15
d*
Advers 0 1 0 0 2 1 1 2 2 0 0 0 0 3
e Event
Death 0 0 0 0 0 1 0 3 1 2 1 0 1 0 0
Physici
aD” . 3 5 0 3 2 0 0 0 4 2 4 0 0 2 1
ecisio
n
Progres
sive
. 7 7 9 10 11 10 9 8 19 23 24 3 11 9 10
Diseas
e
Patient/
guardia
n 0 0 1 1 1 2 1 0 1 0 1 0 1 2 1
Decisio

n

*Treatment discontinued.
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Part 2, Part 3, Japan safety run-in and Total in the study:

Part 2: Part 2:
NSCLC NSCLC
Part 2: 160 mg 160 mg
NSCLC 2wk- 1wk- Part 3:
160 mg on/2wk- on/iwk- TNBC 160 JSR: 80 JSR: 160  JSR: 240
cont off off mg cont mg cont mg cont mg cont  Total

NIR178 160 NIR178 160 NIR178 160 NIR178 160 NIR178 80 NIR178 160 NIR178 140

mg twice mg twice mg twice mg t\(s/ice mg tyvice mg t\(\/ice mg tyvice
daily daily 2 daily 1 daily daily daily daily
continuous weeks on/2 week on/1 continuous continuous continuous continuous
in weeks offin  week off in In in- n- n
combination  combination  combination combination combination combination combination
ArmlG'ro.up with with with with with with with
Description PDRO01 in PDRO01 in PDRO01 in PDR_OO1 in PDRQO1 PDRQO1 PDR(_)01
patients patients patients patients (starting (starting (starting
with non- with non- with non- with triple Cycle 2 Day Cycle2Day Cycle 1 Day
small cell small cell small cell negative 1)in the 1)in the 1)in the
lung cancer lung cancer  ung cancer 508 SRR SRR SRR
(NSCLC) (NSCLC) (NSCLC) (TNBC) in in in
Started 22 20 20 6 3 3 3 315
Completed 0 0 0 0 0 0 0 0
Not Completed* 22 20 20 6 3 3 3 315
Adverse Event 1 2 1 0 0 0 0 17
Death 2 0 1 0 0 0 0 12
Physician 2 1 3 0 0 0 0 33
Decision
Progressive 14 13 14 6 3 3 3 233
ratlontiguardian 3 4 1 0 0 0 0 20

*Treatment discontinued.
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Baseline Characteristics

Part 1:
Pa Pa Pa Pa Part Part Pa. Pa. Pa. Pa.rt Pa.rt Pa
1: 1: 1: 1: e P P Ss mSs  MSs 1+ Mela mela 1 1 1:
: H- : H- : ela ela : :
rﬁ?‘g rﬁf‘z ng Pancr Uroth M. Npre Npre CRC CRC CRC TNBC noma noma DLBC DLBC ";%R
p 160 240 wt mu unk 160 naive pre L160 L 240
160 240 240 160 160 160 240
m m m m m m mg mg 160 160 160 mg 160 160 mg mg m
g g [¢] g [¢] [¢] mg mg mg mg mg g
NIR17 NIR17  NIR17 NIR17 NIR17 NIR17 NIR17 NIR17
8160 8240 8240 8160 8160 8240 NIR17 8160 g
mg mg mg mg mg mg NIR17 NIR17 8 160 mg m NIR17
twice twice  twice twice  twice twice 8160 gl 0 mg twice twige 8240
daily daily daily daily daily daily mg mg twice  NIR17 - daily dail NIR17  NIR17 mg
contin  contin  contin contin  contin  contin  twice twice daily 8160  contin ty 8160 8240  twice
uous uous uous NIR17  NIR17  yous uous uous daily daily  continu mg uous ~ conin mg mg daily
in in in 8160 8160 in in in continu P ousin  twice in uous twice twice  contin
combi  combi  combi mg mg combi  combi combi ousin " Lot o, daily  combi in bi daily daily uous
naton  nation naton  twice  twice  nation naton naton combin oL 7oL contin  pation COP ' contin  contin in
with with with daily  dailly  with with with ation " .0 with uous  with ”a.'t‘r’]” uous  uous  combi
PDRO PDRO PDRO contin contn PDR0O PDRO PDRO with with PDROO in PDRO P"B‘RO in in nation
01in 01in 01in uous uous 01in 01in 01in  PDRO0O  5opq, 1in combi 01in 01in combi  combi with
Arm/G patient patient patient in in patient patient patient 1in 1in patient nation  patient tient nation  nation  PDRO
roup swith  swith swith ~combi —combi ‘swith swith swith patient o TSl with s with pa 'etrr‘] with with ~ 01in
Descri renal renal renal  nation  nation squam squam squam S Wwith ; : PDRO  cutane W PDRO  PDRO  patient
S : ) . s with micros : cutane i i i
ption cell cell cell with with ous ous ous micros .o atellite 01_ in ous ous 01_ in 01_ in s with
carcin carcin carcin PDRO PDRO cell cell cell atellite atellite stable patient  melan I patient patient metast
oma oma oma 01in 01in carcin carcin carcin stable stable colorec s with oma melan s with s with atic
(RCC) (RCC) (RCC) patient patient oma oma oma colorec colorec tal triple who oma diffuse  diffuse castrat
who who who swith s with of of of tal tal cancer et had who large large ion
had had had pancre  urothe head head head cancer - or (MSS ve not had B-cell B-cell resista
not not been atic lial and and and (MSS (MSS  CRC) breast  peen be?n lymph  lymph nt
been  been  pretre cCancer cancer neck neck neck CRC)  gpal L cancer  previo p;fege oma oma  prosta
previo  previo ated (HNS  (HNS  (HNS with with unkno (TNBC usly with (DLBC (DLBC te
usly usly with CC) CC) CC) RAS RAS wn ) treated L) L) cancer
treated treated immun who who who  wildtyp ot RAS with o- (mCR
with with o- had had had e status immun PC)
immun  immun  oncolo not been been o-
o- o- ay been pretre  pretre oncolo 9y
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oncolo oncolo therap previo ated ated ay therap
ay ay y usly with with therap y
therap  therap treate  immun immun y
y y d with o- o-
immun oncolo oncolo
O- ay ay
oncolo therap therap
gy y y
therap
y
Numb
er of
Partici
pants 11 12 11 14 14 15 11 12 27 29 2 30 3 13 13 6 15
[units:
partici
pants]
Baselin
e
Analysi
s
Popula
tion
Descri
ption
Age Continuous
(units: years)
Analysis Population Type: Participants
Mean + Standard Deviation
65.5+ 60.0+ 606+ 604+ 66.9+ 616+ 594+ 602+ 56.5+ 58.1x 46.0+ 49.8+ 50.3+ 542+ 550+ 61.5+ 68.3+
10.86 11.96 8.54 8.98 9.63 713 9.05 7.07 9.04 11.21 1556 10.81 20.65 1487 1865 13.10 8.14
Sex: Female, Male
(units: participants)
Analysis Population Type: Participants
Count of Participants (Not Applicable)
Zleem 3 0 2 6 5 2 3 3 9 8 1 30 1 3 7 3 0
Male 8 12 9 8 9 13 8 9 18 21 1 0 2 10 6 3 15
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Race/Ethnicity, Customized

(units: participants)

Analysis Population Type: Participants

Count of Participants (Not Applicable)

ZVh't 9 3 10 13 14 9 12 20 23 2 21 13 13
Blac
k or
aAr‘:“C 0 0 0 0 0 0 0 0 0 0 0 0 0
Ame
rican
ﬁSia 2 8 0 0 1 0 0 6 1 0 2 0 2
Ame
rican
India
nor 0 0 0 0 0 1 0 0 0 0 0 0 0
Alas
ka
Nativ
e
?the 0 0 0 0 0 0 0 1 0 0 0 0 0
Unkn 1 1 1 0 1 0 0 5 0 7 0 0
own
Part 2, Part 3, Japan safety run-in and Total in the study:
Part 2: Part 2:
Part 2: NSCLC NSCLC Part 3:
NSCLC 160 mg 160 mg : JSR: 80  JSR:160  JSR: 240
TNBC 160 Total
160 mg 2wk- 1wk- ma cont mg cont mg cont mg cont
cont on/2wk- on/1wk- 9
off off
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NIR178 160 NIR178 160  NIR178 160 N:E;Zﬁigso NIR17880  NIR178 160  NIR178 140
Ty s aatytwes S TGRS T Mo
continuous weeks on/2 on/1 week in continuous continuous continuous
comblirr]]ation Z‘;erﬁlt;isngg(;: comot:ifr:gtion combination comt)lirr]1ation comt)lirr]1ation comblir;ation
Arm/Group with with with with with with with
Description PDRO01in  PDROO1in  PDR001in  PROOTIN — pppggy PDRO01 PDRO01
patients patients patients pati?r?tlsewith (starting (starting (starting
with non- with non- with non- pe Cycle2 Day Cycle2Day Cycle 1 Day
small cell small cell small cell ”gf’:a“s"te 1) in the 1) in the 1) in the
lung cancer  lung cancer  lung cancer cancer Japan safety Japan Japan
(NSCLC) (NSCLC) (NSCLC) (TNBC) run-in safety run-in  safety run-in
Number of
Fuanritt'gpa"ts 22 20 20 6 3 3 3 315
participants]
Baseline Analysis
Population
Description
Age Continuous
(units: years)
Analysis Population Type: Participants
Mean + Standard Deviation
65.0£9.02 61.8+9.51 64.2+8.94 58.5+16.16 61.3£t10.69 57.0+9.54 44.3+8.33 59.5+11.59
Sex: Female, Male
(units: participants)
Analysis Population Type: Participants
Count of Participants (Not Applicable)
Female 7 7 8 6 3 1 1 119
Male 15 13 12 0 0 2 2 196
Race/Ethnicity, Customized
(units: participants)
Analysis Population Type: Participants
Count of Participants (Not Applicable)
White 10 7 7 1 0 0 0 200
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Black or African

American 0 0 0 0 3 3 10
Asian 11 13 12 0 0 0 -
or Naska Natve 0 0 0 0 0 1
Other 1 0 0 3 0 0 -
Unknown 0 0 1 2 0 0 y

Primary Outcome Result(s)
Part 1: Overall Response Rate (ORR) per RECIST v1.1 for solid tumors

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 Response Evaluation Criteria for Solid Tumors (RECIST) v1.1. For RECIST v1.1, CR=Disappearance of all non-
nodal target lesions. In addition, any pathological lymph nodes assigned as target lesions must have a reduction in short axis to < 10 mm;
PR= At least a 30% decrease in the sum of diameter of all target lesions, taking as reference the baseline sum of diameters.
Time Frame Up to 3.9 years
Analysis All patients from Part 1 who received at least 1 full or partial dose of assigned combination of study drugs and were included in the selected
Population advanced solid tumors groups defined in the study protocol for efficacy assessment: RCC naive 160 mg, RCC naive 240 mg, RCC pre 240
Description mg, pancreatic 160 mg, urothelial 160 mg, H-N naive 160 mg, H-N pre 160 mg, MSS CRC wt 160 mg, MSS CRC mu 160 mg, TNBC 160 mg,
melanoma pre 160 mg and mCRPC 240 mg
Part 1: Part 1: Part 1: Part 1: Part 1: Part 1: Part 1: Part 1:
RCC RCC R'?ét 1: Pancreat Urotheli H-N Part 1: MSS MSS Part 1: Melano Part 1:
- - pre . .. H-N pre TNBC mCRPC
naive naive 240 mg ic 160 al 160 naive 160 mg CRCwt CRCmu 160 mg ma pre 240 mg
160 mg 240 mg mg mg 160 mg 160 mg 160 mg 160 mg
NIR178 NIR178 NIR178 NIR178 NIR178 NIR178 NIR178 NIR178 NIR178 NIR178 NIR178 NIR178
Arm/Grou 160 mg 240 mg 240 mg 160 mg 160 mg 160 mg 160 mg 160 mg 160 mg 160 mg 160 mg 240 mg
p twice daily  twice daily  twice daily  twice daily  twice daily  twice daily  twice daily  twice daily  twice daily  twice daily  twice daily  twice daily
Descripti conti_nuous conti_nuous conti_nuous conti_nuous conti_nuous conti_nuous conti_nuous conti_nuous contilnuous conti_nuous conti_nuous conti_nuous
n n n n n n n n n n n n
on combinatio combinatio combinatio combinatio combinatio combinatio combinatio combinatio combinatio combinatio combinatio combinatio
n with n with n with n with n with n with n with n with n with n with n with n with
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PDR0O01in PDRO001in PDR001in PDR001in PDRO001in PDRO001in PDR001in PDR001in PDRO001in PDRO001in PDR001in PDRO001 in
patients patients patients patients patients patients patients patients patients patients patients patients
with renal with renal with renal with with with with with with with triple with with
cell cell cell pancreatic urothelial squamous  squamous  microsatell  microsatell negative cutaneous  metastatic
carcinoma carcinoma  carcinoma cancer cancer cell cell ite stable ite stable breast melanoma  castration
(RCC) (RCC) (RCC) carcinoma carcinoma  colorectal colorectal cancer who had resistant
who had who had who had of head of head cancer cancer (TNBC) been prostate
not been not been been and neck and neck (MSS (MSS pretreated cancer
previously  previously  pretreated (HNSCC) (HNSCC) CRC)with  CRC) with with (mCRPC)
treated treated with who had who had RAS RAS immuno-
with with immuno- not been been wildtype mutant oncology
immuno- immuno- oncology previously  pretreated therapy
oncology oncology therapy treated with
therapy therapy with immuno-
immuno- oncology
oncology therapy
therapy
Number
of
Participa
Rt:alyzed 11 12 11 14 14 15 11 27 29 30 13 15
[units:
participa
nts]
Part 1:
Overall
Respons
e Rate
(ORR) per N
RECIST umber Number Number Number Number Number Number Number Number Number Number Number
Vi1 for (90% (90% (90% (90% (90% (90% (90% (90% (90% (90% (90% (90%
solid Confide Confide Confide Confide Confide Confide Confide Confide Confide Confide Confide Confide
tumors nce nce nce nce nce nce nce nce nce nce nce nce
(units: Interval) Interval) Interval) Interval) Interval) Interval) Interval) Interval) Interval) Interval) Interval) Interval)
percentag
e of
participant
s)
27.3 25.0 0 0 71 13.3 0 0 3.4 10.0 0 0
(7.9to (7.2to (0.0to (0.0 to (0.4 to (2.4 to (0.0to (0.0 to (0.2 to (2.8 to (0.0 to (0.0to
56.4) 52.7) 23.8) 19.3) 29.7) 36.3) 23.8) 10.5) 15.3) 23.9) 20.6) 18.1)
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Part 1: Overall Response Rate (ORR) per Cheson 2014 for DLBCL

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 Cheson 2014 criteria for diffuse large B-cell ymphoma (DLBCL). For Cheson 2014 criteria, CR= Target
nodes/nodal masses must regress to 1.5 cm in longest diameter (LDi), no extralymphatic sites of disease, absent non-measured lesions,
organ enlargement regress to normal, no new lesions, and bone marrow normal by morphology (if indeterminate, immunohistochemistry
negative); PR= 250% decrease in the sum of the product of the perpendicular diameters (SPD) of up to 6 target measurable nodes, absent or
regressed non-measured lesions, spleen must have regressed by >50% in length beyond normal, and no new lesions.

Time Frame Up to 2.5 years
Analysis All patients from Part 1 who received at least 1 full or partial dose of assigned combination of study drugs and were included in the selected
Population lymphoma group defined in the study protocol for efficacy assessment: DLBCL 160 mg
Description
Part 1: DLBCL 160 mg
NIR178 160 mg twice daily continuous in combination
Arm/Group Description with PDRO001 in patients with diffuse large B-cell
lymphoma (DLBCL)
Number of Participants Analyzed [units: participants] 13
Part 1: Overall Response Rate (ORR) per Cheson 2014 for DLBCL Number
(units: percentage of participants) (90% Confidence Interval)
15.4
(2.8t0 41.0)

Part 2: Overall Response Rate (ORR) per RECIST v1.1 for solid tumors

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. 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.

Time Frame Up to 4.7 years
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Analysis All patients from Part 2 who were randomized to the study treatment dosing schedule.

Population
Description

Part 2: NSCLC 160 mg cont

Part 2: NSCLC 160 mg 2wk-
on/2wk-off

Part 2: NSCLC 160 mg 1wk-
on/1wk-off

Arm/Group Description

NIR178 160 mg twice daily
continuous in combination with
PDRO001 in patients with non-
small cell lung cancer (NSCLC)

NIR178 160 mg twice daily 2
weeks on/2 weeks off in
combination with PDR001 in
patients with non-small cell
lung cancer (NSCLC)

NIR178 160 mg twice daily 1
week on/1 week off in
combination with PDRO001 in
patients with non-small cell
lung cancer (NSCLC)

Number of Participants Analyzed [units:

participants] 22 20 20
Part 2: Ove!'all Response Rate (ORR) per RECIST Number Number Number
v1.1 for solid tumors

(units: percentage of participants)

(90% Confidence Interval)

(90% Confidence Interval)

(90% Confidence Interval)

9.1
(1.6 10 25.9)

0
(0.0 to 13.9)

Part 3: Overall Response Rate (ORR) per RECIST v1.1 for solid tumors

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. 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.

Time Frame Up to 0.5 years

Analysis All patients from Part 3 who received at least 1 full or partial dose of assigned combination of study drugs.
Population

Description

10.0
(1.8 10 28.3)

Part 3: TNBC 160 mg cont
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NIR178 160 mg twice daily continuous in combination

Arm/Group Description with PDRO001 in patients with triple negative breast
cancer (TNBC)
Number of Participants Analyzed [units: participants] 6
Part 3: Overall Response Rate (ORR) per RECIST v1.1 for solid tumors Number
(units: percentage of participants) (90% Confidence Interval)
16.7
(0.9 to 58.2)

Secondary Outcome Result(s)
Part 1: Overall Response Rate (ORR) per iRECIST for solid tumors

Description ORR is the percentage of patients with a best overall response of complete response (iCR) or partial response (iPR), based on local
investigator assessment per immune-related RECIST (iRECIST).

Time Frame Up to 3.9 years

Analysis All patients from Part 1 who received at least 1 full or partial dose of assigned combination of study drugs and were included in the selected
Population advanced solid tumors groups defined in the study protocol for efficacy assessment: RCC naive 160 mg, RCC naive 240 mg, RCC pre 240
Description mg, pancreatic 160 mg, urothelial 160 mg, H-N naive 160 mg, H-N pre 160 mg, MSS CRC wt 160 mg, MSS CRC mu 160 mg, TNBC 160 mg,

melanoma pre 160 mg and mCRPC 240 mg

Part 1: Part 1: Part 1: Part 1: Part 1: Part 1: Part 1: Part 1:

RCC Rcc a1 pancreat Urotheli  H-N Part1:  “yss mss  Pat1i melano  Partl:
- - RCC pre - .. H-N pre TNBC mCRPC
naive naive 240 mg ic 160 al 160 naive 160 mg CRCwt CRCmu 160 mg ma pre 240 mg
160 mg 240 mg mg mg 160 mg 160 mg 160 mg 160 mg
NIR178 NIR178 NIR178 NIR178 NIR178 NIR178 NIR178 NIR178 NIR178 NIR178 NIR178 NIR178
160 mg 240 mg 240 mg 160 mg 160 mg 160 mg 160 mg 160 mg 160 mg 160 mg 160 mg 240 mg
Arm/Grou twice daily twice daily twice daily twice daily  twice daily  twice daily = twice daily  twice daily  twice daily  twice daily  twice daily  twice daily
p continuous  continuous continuous continuous continuous continuous continuous continuous continuous continuous continuous continuous
Descripti in in in in in in in in in in in in
on combinatio combinatio combinatio combinatio combinatio combinatio combinatio combinatio combinatio combinatio combinatio combinatio
n with n with n with n with n with n with n with n with n with n with n with n with
PDR0O01in PDRO001in PDR001in PDRO001in PDR001in PDRO001in PDRO001in PDR001in PDRO001in PDR001in PDR001in PDRO001 in
patients patients patients patients patients patients patients patients patients patients patients patients
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with renal with renal with renal with with with with with with with triple with with
cell cell cell pancreatic urothelial squamous  squamous  microsatell  microsatell negative cutaneous  metastatic
carcinoma  carcinoma  carcinoma cancer cancer cell cell ite stable ite stable breast melanoma  castration
(RCC) (RCC) (RCC) carcinoma carcinoma  colorectal colorectal cancer who had resistant
who had who had who had of head of head cancer cancer (TNBC) been prostate
not been not been been and neck and neck (MSS (MSS pretreated cancer
previously  previously  pretreated (HNSCC) (HNSCC) CRC) with  CRC) with with (mCRPC)
treated treated with who had who had RAS RAS immuno-
with with immuno- not been been wildtype mutant oncology
immuno- immuno- oncology previously  pretreated therapy
oncology oncology therapy treated with
therapy therapy with immuno-
immuno- oncology
oncology therapy
therapy
Number
of
Participa
nts 11 12 11 14 14 15 11 27 29 30 13 15
Analyzed
[units:
participa
nts]
Part 1:
Overall
Respons
e Rate
(ORR) per Number Number Number Number Number Number Number Number Number Number Number Number
iRECIST (90% (90% (90% (90% (90% (90% (90% (90% (90% (90% (90% (90%
for solid Confide Confide Confide Confide Confide Confide Confide Confide Confide Confide Confide Confide
tumors nce nce nce nce nce nce nce nce nce nce nce nce
(units: Interval) Interval) Interval) Interval) Interval) Interval) Interval) Interval) Interval) Interval) Interval) Interval)
percentag
e of
participant
s)
36.4 25.0 0 0 71 13.3 0 0 3.4 10.0 0 0
(13.5t0 (7.2to (0.0to (0.0 to (0.4 to (24 to (0.0to (0.0 to (0.2 to (2.8 to (0.0to (0.0to
65.0) 52.7) 23.8) 19.3) 29.7) 36.3) 23.8) 10.5) 15.3) 23.9) 20.6) 18.1)
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Part 2: Overall Response Rate (ORR) per iRECIST for solid tumors

Description ORR is the percentage of patients with a best overall response of complete response (iCR) or partial response (iPR), based on local
investigator assessment per immune-related RECIST (iRECIST).

Time Frame Up to 4.7 years

Analysis All patients from Part 2 who were randomized to the study treatment dosing schedule.
Population

Description

Part 2: NSCLC 160 mg cont

Part 2: NSCLC 160 mg 2wk-
on/2wk-off

Part 2: NSCLC 160 mg 1wk-
on/1wk-off

Arm/Group Description

NIR178 160 mg twice daily
continuous in combination with
PDRO01 in patients with non-
small cell lung cancer (NSCLC)

NIR178 160 mg twice daily 2
weeks on/2 weeks off in
combination with PDR001 in
patients with non-small cell
lung cancer (NSCLC)

NIR178 160 mg twice daily 1
week on/1 week off in
combination with PDR001 in
patients with non-small cell
lung cancer (NSCLC)

Nurr_!b_er of Participants Analyzed [units: 22 20 20
participants]
Part 2: Overall Response Rate (ORR) per iRECIST Number Number Number

for solid tumors

(units: percentage of participants)

(90% Confidence Interval)

(90% Confidence Interval)

(90% Confidence Interval)

9.1
(1.6 to 25.9)

5.0
(0.3 t0 21.6)

Part 3: Overall Response Rate (ORR) per iRECIST for solid tumors

Description ORR is the percentage of patients with a best overall response of complete response (iCR) or partial response (iPR), based on local
investigator assessment per immune-related RECIST (iRECIST).

Time Frame Up to 0.5 years

Analysis All patients from Part 3 who received at least 1 full or partial dose of assigned combination of study drugs.
Population

Description

15.0
(4.2 to 34.4)
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Part 3: TNBC 160 mg cont

NIR178 160 mg twice daily continuous in combination

Arm/Group Description with PDRO001 in patients with triple negative breast
cancer (TNBC)
Number of Participants Analyzed [units: participants] 6
Part 3: Overall Response Rate (ORR) per iRECIST for solid tumors Number
(units: percentage of participants) (90% Confidence Interval)
16.7
(0.9 to 58.2)

Part 1: Mean percentage change in PSA from baseline

Description Prostate-specific antigen (PSA) levels were assessed in serum. Rising PSA is generally a manifestation of progression of prostate cancer.
Time Frame Baseline, up to 0.8 years

Analysis All patients from Part 1 who received at least 1 full or partial dose of assigned combination of study drugs and were included in the prostate
Population cancer group defined in the study protocol for efficacy assessment: mMCRPC 240 mg

Description

Part 1: mCRPC 240 mg

NIR178 240 mg twice daily continuous in combination
Arm/Group Description with PDRO001 in patients with metastatic castration
resistant prostate cancer (IMCRPC)

Number of Participants Analyzed [units: participants] 15

Part 1: Mean percentage change in PSA from baseline Mean

(units: percentage change in PSA from baseline) * Standard Deviation
214.46 + 329.459
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Part 1: Disease Control Rate (DCR) per RECIST v1.1 for solid tumors

Description DCR is the percentage of patients with a best overall response of complete response (CR), partial response (PR), stable disease (SD) or
Non-CR or Non-progressive disease (NCRNPD), based on local investigator assessment per Response Evaluation Criteria for Solid Tumors
(RECIST) v1.1.
Time Frame Up to 3.9 years
Analysis All patients from Part 1 who received at least 1 full or partial dose of assigned combination of study drugs and were included in the selected
Population advanced solid tumors groups defined in the study protocol for efficacy assessment: RCC naive 160 mg, RCC naive 240 mg, RCC pre 240
Description mg, pancreatic 160 mg, urothelial 160 mg, H-N naive 160 mg, H-N pre 160 mg, MSS CRC wt 160 mg, MSS CRC mu 160 mg, TNBC 160 mg,
melanoma pre 160 mg and mCRPC 240 mg
Part 1: Part 1: Part 1: Part 1: Part1:_ Part 1: Part 1: Part 1: Part 1: Part 1: Part 1: Part 1:
RCC RCC Pancreat Urotheli H-N MSS MSS Melano
- - RCC pre - . H-N pre TNBC mCRPC
naive naive 240 m ic 160 al 160 naive 160 m CRCwt CRCmu 160 m ma pre 240 m
160 mg 240 mg 9 mg mg 160 mg 9 160mg 160 mg 9  160mg 9
PRIT8  NIR1T8
NIR178 NIR178 NIR178 twice dagi’Iy 160 mg
160mg — 240mg 544 g continuous  tWicedaily \pq78  NIR178 NIR178
twice daily  twice daily . ; ) continuous 160 mg
- ) twice daily in ) 160 mg 160 mg . 7 NIR178
continuous  continuous i binati in ice dail ice dail NIR178 twice daily 240
in in continuous com |_nat|o combinatio tW'C? aty tW|c<_e ally continuous -4t mg
o - in NIR178 NIR178 n with . continuous  continuous 160 mg ) twice daily
combinatio combinatio o . n with ) . . : in )
. . combinatio 160 mg 160 mg PDRO001 in . in in twice daily N continuous
n with n with . . ? ; ? ) PDRO01 in o o ) combinatio )
. . n with twice daily  twice daily patients ) combinatio combinatio  continuous . in
PDRO001in PDRO0O01 in PDROO1 i i i ith patients ith ith - n with binati
atients patients 001in  continuous  continuous wi with nwith n with in PDR0O01 in  COmMbinatio
Arm/Grou P ) patients in in squamous PDR001in PDR001in combinatio ) n with
with renal with renal . N N squamous . . . patients .
p with renal  combinatio combinatio cell patients patients n with ) PDRO0O01 in
o cell cell . . . cell . ) . with )
Descr|pt| A f cell n with n with carcinoma A with with PDRO001 in patients
carcinoma  carcinoma . . ) carcinoma . . ; cutaneous .
on carcinoma PDRO001in PDRO001 in of head microsatell  microsatell patients with
(RCC) (RCC) ) ) of head ) ; . melanoma .
(RCC) patients patients and neck ite stable ite stable with triple metastatic
who had who had . . and neck h who had :
who had with with (HNSCC) colorectal colorectal negative castration
not been not been b ) . (HNSCC) been )
h . een pancreatic urothelial who had cancer cancer breast resistant
previously  previously who had pretreated
pretreated cancer cancer not been (MSS (MSS cancer ) prostate
treated treated ith ious| been CRC)with  CRC) with TNBC with
with with . wit previously pretreated ) wit ) wit ( ) immuno- cancer
immuno- immuno- immuno- treated with RAS RAS oncolo (mCRPC)
oncology with . wildtype mutant 9y
oncology oncology thera immuno- immuno- therapy
therapy therapy Py oncology
oncology
th therapy
erapy
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Number
of
Participa
nts
Analyzed
[units:
participa
nts]

11 12 11 14 14

15

11

27

29

30

13

15

Part 1:
Disease
Control
Rate
(DCR) per
RECIST
v1.1 for
solid
tumors
(units:
percentag
e of
participant
s)

Number Number Number Number Number
(90% (90% (90% (90% (90%
Confide Confide Confide Confide Confide
nce nce nce nce nce
Interval) Interval) Interval) Interval) Interval)

Number
(90%

Confide
nce

Interval)

Number
(90%

Confide
nce

Interval)

Number
(90%

Confide
nce

Interval)

Number
(90%

Confide
nce

Interval)

Number
(90%
Confide
nce
Interval)

Number
(90%

Confide
nce

Interval)

Number
(90%

Confide
nce

Interval)

Part 1: Disease Control Rate (DCR) per iRECIST for solid tumors

Description

Time Frame

Analysis
Population
Description

54.5 66.7 18.2 0 28.6
(271t (391to  (3.3to (00to  (104to
80.0) 87.7) 47.0) 19.3) 54.0)

40.0
(19.1to
64.0)

63.6
(35.0 to
86.5)

25.9
(12.9 to
43.2)

17.2
(7.0to
32.9)

33.3
(19.3 to
49.9)

(0.0 to
20.6)

46.7
(24.4 to
70.0)

DCR is the percentage of patients with a best overall response of complete response (iCR), partial response (iPR), stable disease (iSD) or
Non-iCR or Non-unconfirmed progressive disease (NON-iCR or NON-iUPD), based on local investigator assessment per immune-related

RECIST (iRECIST).
Up to 3.9 years

All patients from Part 1 who received at least 1 full or partial dose of assigned combination of study drugs and were included in the selected
advanced solid tumors groups defined in the study protocol for efficacy assessment: RCC naive 160 mg, RCC naive 240 mg, RCC pre 240
mg, pancreatic 160 mg, urothelial 160 mg, H-N naive 160 mg, H-N pre 160 mg, MSS CRC wt 160 mg, MSS CRC mu 160 mg, TNBC 160 mg,

melanoma pre 160 mg and mCRPC 240 mg
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Part 1: Part 1: Part 1: Part 1: Part1:_ Part 1: Part 1: Part 1: Part 1: Part 1: Part 1: Part 1:
RCC RCC Pancreat  Urotheli H-N MSS MSS Melano
- - RCC pre - .. H-N pre TNBC mCRPC
naive naive 240 mg ic 160 al 160 naive 160 mg CRCwt CRC mu 160 mg ma pre 240 mg
160 mg 240 mg mg mg 160 mg 160 mg 160 mg 160 mg
NRIZS iz
NIR178 NIR178 NIR178 wice da%y 160 mg
160mg — 240mg 540 g continuous  Wicedaly \ip478 NIR178 NIR178
twice daily  twice daily ) ; ) continuous 160 mg
: . twice daily in ) 160 mg 160 mg ) ? NIR178
continuous  continuous ) - in ) ” ) ” twice daily
) ) continuous combinatio - twice daily  twice daily NIR178 ) 240 mg
in in ) . combinatio . . continuous . f
o - in NIR178 NIR178 n with . continuous  continuous 160 mg ) twice daily
combinatio  combinatio s . n with ) . . ? in )
. . combinatio 160 mg 160 mg PDRO0O01 in . in in twice daily - continuous
n with n with . . ? . ? A PDRO001 in N - : combinatio )
. . n with twice daily  twice daily patients ) combinatio combinatio continuous . in
PDRO001in  PDRO0O01 in . ) ) . patients . . ) n with -
tient tient PDRO001in  continuous continuous with ith n with n with in PDROO1 i combinatio
Arm/Grou  Patients patients patients in in squamous w PDR001in PDRO01in combinatio D90 I with
with renal with renal . N o squamous ) ) . patients .
P with renal  combinatio = combinatio cell patients patients n with . PDRO0O01 in
oo cell cell . . f cell . . . with )
Descripti . . cell n with n with carcinoma . with with PDRO001 in patients
carcinoma  carcinoma . . . carcinoma . . . cutaneous .
on carcinoma PDRO001in PDRO0O01 in of head microsatell  microsatell patients with
(RCC) (RCC) ) ; of head ) ] AR melanoma )
(RCC) patients patients and neck ite stable ite stable with triple metastatic
who had who had ) ) and neck h who had :
who had with with (HNSCC) colorectal colorectal negative castration
not been not been . . (HNSCC) been )
. . been pancreatic urothelial who had cancer cancer breast resistant
previously  previously who had pretreated
pretreated cancer cancer not been (MSS (MSS cancer . prostate
treated treated ith iousl been CRC)with  CRC) with TNBC with
with with . wit previously pretreated ) wit ) wit ( ) immuno- cancer
. . immuno- treated . RAS RAS (mCRPC)
immuno- immuno- . with ) oncology
oncology with . wildtype mutant
oncology oncology . immuno- therapy
therapy immuno-
therapy therapy oncology
oncology therapy
therapy
Number
of
Participa
nts
11 12 11 14 14 15 11 27 29 30 13 15
Analyzed
[units:
participa
nts]
Part 1:
Disease Number Number Number Number Number Number Number Number Number Number Number Number
Control (90% (90% (90% (90% (90% (90% (90% (90% (90% (90% (90% (90%
Rate Confide Confide Confide Confide Confide Confide Confide Confide Confide Confide Confide Confide
(DCR) per nce nce nce nce nce nce nce nce nce nce nce nce
iRECIST Interval) Interval) Interval) Interval) Interval) |Interval) Interval) Interval) Interval) Interval) Interval) Interval)
for solid
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tumors

(units:

percentag

e of

participant

s)
63.6 66.7 18.2 0 35.7 40.0 54.5 25.9 13.8 36.7 0 46.7

(35.0to (39.1to (3.3to (0.0to (15.3to (19.1to (271to (129to (4.9to (22.1 to (0.0 to (24.4 10

86.5) 87.7) 47.0) 19.3) 61.0) 64.0) 80.0) 43.2) 28.8) 53.3) 20.6) 70.0)

Part 1: Disease Control Rate (DCR) per Cheson 2014 for DLBCL

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 Cheson 2014 criteria for diffuse large B-cell lymphoma (DLBCL).

Time Frame Up to 2.5 years
Analysis All patients from Part 1 who received at least 1 full or partial dose of assigned combination of study drugs and were included in the selected
Population lymphoma group defined in the study protocol for efficacy assessment: DLBCL 160 mg
Description
Part 1: DLBCL 160 mg
NIR178 160 mg twice daily continuous in combination
Arm/Group Description with PDRO001 in patients with diffuse large B-cell
lymphoma (DLBCL)

Number of Participants Analyzed [units: participants] 13
Part 1: Disease Control Rate (DCR) per Cheson 2014 for DLBCL Number
(units: percentage of participants) (90% Confidence Interval)

231

(6.6 to 49.5)

Page 29



(') NOVARTIS

Part 2: Disease Control Rate (DCR) per RECIST v1.1 for solid tumors

Description DCR is the percentage of patients with a best overall response of complete response (CR), partial response (PR), stable disease (SD) or
Non-CR or Non-progressive disease (NCRNPD), based on local investigator assessment per Response Evaluation Criteria for Solid Tumors

(RECIST) v1.1.

Time Frame Up to 4.7 years

Analysis All patients from Part 2 who were randomized to the study treatment dosing schedule.
Population

Description

Part 2: NSCLC 160 mg cont

Part 2: NSCLC 160 mg 2wk-
on/2wk-off

Part 2: NSCLC 160 mg 1wk-
on/1wk-off

Arm/Group Description

NIR178 160 mg twice daily
continuous in combination with
PDRO001 in patients with non-
small cell lung cancer (NSCLC)

NIR178 160 mg twice daily 2
weeks on/2 weeks off in
combination with PDRO001 in
patients with non-small cell
lung cancer (NSCLC)

NIR178 160 mg twice daily 1
week on/1 week off in
combination with PDRO001 in
patients with non-small cell
lung cancer (NSCLC)

Nurr_!b_er of Participants Analyzed [units: 29 20 20
participants]
Part 2: Disease Control Rate (DCR) per RECIST v1.1 Number Number Number

for solid tumors

(units: percentage of participants)

(90% Confidence Interval)

(90% Confidence Interval)

(90% Confidence Interval)

36.4
(19.6 to 56.1)

40.0
(21.7 to 60.6)

Part 2: Disease Control Rate (DCR) per iRECIST for solid tumors

Description DCR is the percentage of patients with a best overall response of complete response (iCR), partial response (iPR), stable disease (iSD) or
Non-iCR or Non-unconfirmed progressive disease (NON-iCR or NON-iUPD), based on local investigator assessment per immune-related

RECIST (iRECIST).

Time Frame Up to 4.7 years

Analysis All patients from Part 2 who were randomized to the study treatment dosing schedule.
Population

Description

35.0
(17.7 t0 55.8)
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Part 2: NSCLC 160 mg cont

Part 2: NSCLC 160 mg 2wk-
on/2wk-off

Part 2: NSCLC 160 mg 1wk-
on/1wk-off

Arm/Group Description

NIR178 160 mg twice daily
continuous in combination with
PDRO001 in patients with non-
small cell lung cancer (NSCLC)

NIR178 160 mg twice daily 2
weeks on/2 weeks off in
combination with PDR001 in
patients with non-small cell
lung cancer (NSCLC)

NIR178 160 mg twice daily 1
week on/1 week off in
combination with PDR001 in
patients with non-small cell
lung cancer (NSCLC)

Number of Participants Analyzed [units:

participants]

22

20

20

Part 2: Disease Control Rate (DCR) per iRECIST for

solid tumors

(units: percentage of participants)

Number
(90% Confidence Interval)

Number
(90% Confidence Interval)

Number
(90% Confidence Interval)

36.4
(19.6 to 56.1)

45.0
(25.9 to 65.3)

Part 3: Disease Control Rate (DCR) per RECIST v1.1 for solid tumors

Description DCR is the percentage of patients with a best overall response of complete response (CR), partial response (PR), stable disease (SD) or
Non-CR or Non-progressive disease (NCRNPD), based on local investigator assessment per Response Evaluation Criteria for Solid Tumors

(RECIST) v1.1.

Time Frame Up to 0.5 years

Analysis All patients from Part 3 who received at least 1 full or partial dose of assigned combination of study drugs.
Population

Description

45.0
(25.9 to 65.3)

Part 3: TNBC 160 mg cont

Arm/Group Description

NIR178 160 mg twice daily continuous in combination
with PDRO001 in patients with triple negative breast
cancer (TNBC)

Number of Participants Analyzed [units: participants]

6
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Part 3: Disease Control Rate (DCR) per RECIST v1.1 for solid tumors Number
(units: percentage of participants) (90% Confidence Interval)
16.7
(0.9 t0 58.2)

Part 3: Disease Control Rate (DCR) per iRECIST for solid tumors

Description DCR is the percentage of patients with a best overall response of complete response (iCR), partial response (iPR), stable disease (iSD) or
Non-iCR or Non-unconfirmed progressive disease (NON-iCR or NON-iUPD), based on local investigator assessment per immune-related
RECIST (iRECIST).

Time Frame Up to 0.5 years
Analysis All patients from Part 3 who received at least 1 full or partial dose of assigned combination of study drugs.
Population
Description

Part 3: TNBC 160 mg cont

NIR178 160 mg twice daily continuous in combination
Arm/Group Description with PDRO001 in patients with triple negative breast
cancer (TNBC)
Number of Participants Analyzed [units: participants] 6
Part 3: Disease Control Rate (DCR) per iRECIST for solid tumors Number
(units: percentage of participants) (90% Confidence Interval)
16.7
(0.9 to0 58.2)

Part 1: Duration Of Response (DOR) per RECIST v1.1 for solid tumors

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
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 as defined in the statistical analysis plan.

Time Frame Up to 3.9 years
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Analysis All patients from Part 1 for whom best overall response was CR or PR and were included in the selected advanced solid tumors groups
Population defined in the study protocol for efficacy assessment: RCC naive 160 mg, RCC naive 240 mg, RCC pre 240 mg, pancreatic 160 mg,
Description urothelial 160 mg, H-N naive 160 mg, H-N pre 160 mg, MSS CRC wt 160 mg, MSS CRC mu 160 mg, TNBC 160 mg, melanoma pre 160 mg
and mCRPC 240 mg
Part 1: Part 1: Part 1: Part 1: Part1:_ Part 1: Part 1: Part 1: Part 1: Part 1: Part 1: Part 1:
RCC RCC Pancreat Urotheli H-N MSS MSS Melano
- - RCC pre - . H-N pre TNBC mCRPC
naive naive 240 mg ic 160 al 160 naive 160 mg CRCwt CRCmu 160 mg ma pre 240 mg
160 mg 240 mg mg mg 160 mg 160 mg 160 mg 160 mg
NIR178 NIR178
NIR178 NIR178 NIR178 thi?;g g;ﬁ’ly 160 mg
160 mg 240 mg : twice daily NIR178
twice daily  twice daily tvﬁgg ?a%ly contlirr\]uous continuous ngzg ngzg 160 mg NIR178
contl_nuous contl_nuous continuous combinatio n- twice daily  twice daily NIR178 tWIC? daily 240 mg
comtl)?natio comtl)?natio in NIR178 NIR178 n with corr?s\;ir:ra]\tlo continuous  continuous 160 mg contlir:]uous twice daily
. . combinatio 160 mg 160 mg PDRO001 in . in in twice daily - continuous
n with n with . . ? . ? . PDRO001 in - - ) combinatio )
PDR001in PDROO1 in n with twice daily  twice daily patients patients combinatio combinatio continuous n with in
atients atients PDRO001 in  continuous continuous with with n with n with in PDRO001 in combinatio
Arm/Grou P y patients in in squamous PDR001in  PDROO01in  combinatio . n with
with renal with renal squamous patients
p cell cell with renal  combinatio = combinatio cell cell patients patients n with with PDRO001 in
Descripti carcinoma  carcinoma cell n with n with carcinoma carcinoma with with PDRO0O01 in cutaneous patients
on carcinoma PDRO001in PDRO0O01 in of head microsatell  microsatell patients with
(RCC) (RCC) (RCC) patients patients and neck of head ite stable ite stable with triple melanoma metastatic
who had who had . . and neck h who had :
who had with with (HNSCC) colorectal colorectal negative castration
not been not been been pancreatic urothelial who had (HNSCC) cancer cancer breast been resistant
reviously  previously who had pretreated
P treated treated pretreated cancer cancer not been been (MSS (MSS cancer with prostate
with with _ with previously pretreated CRC) with  CRC) with (TNBC) immuno- cancer
. . immuno- treated . RAS RAS (mCRPC)
immuno- immuno- . with h oncology
oncology oncology oncology with immuno- wildtype mutant therapy
therapy therapy therapy immuno- oncology
oncology thera
therapy Py
Number
of
Participa
nts
Analyzed 3 3 0 0 1 2 0 0 1 3 0 0
[units:
participa
nts]
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Part 1:
Duration
of
:?;%‘g;s Median Median Median Median Median Median Median Median Median Median Median Median
er (90% (90% (90% (90% (90% (90% (90% (90% (90% (90% (90% (90%
pRECIST Confide Confide Confide Confide Confide Confide Confide Confide Confide Confide Confide Confide
V11 for nce nce nce nce nce nce nce nce nce nce nce nce
soiid Interval) Interval) Interval) Interval) Interval) Interval) Interval) Interval) Interval) Interval) Interval) Interval)
tumors
(units:
months)

NA NA NA NA NA NA

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

NA)1 NA) NA)1 NA) NA)M NA)1

[1] Not estimable due to insufficient number of participants with events

Part 1: Duration Of Response (DOR) per iRECIST for solid tumors

Description DOR only applies to patients for whom best overall response is complete response (iCR) or partial response (iPR) based on local investigator
assessment per iRECIST. DOR is defined as the time from the date of first documented response (iCR or iPR) to the date of first 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 as defined in the statistical analysis plan.

Time Frame Up to 3.9 years

Analysis All patients from Part 1 for whom best overall response was iCR or iPR and were included in the selected advanced solid tumors groups
Population defined in the study protocol for efficacy assessment: RCC naive 160 mg, RCC naive 240 mg, RCC pre 240 mg, pancreatic 160 mg,
Description urothelial 160 mg, H-N naive 160 mg, H-N pre 160 mg, MSS CRC wt 160 mg, MSS CRC mu 160 mg, TNBC 160 mg, melanoma pre 160 mg

and mCRPC 240 mg

Part 1: Part 1: . Part 1: Part 1: Part 1: i Part 1: Part 1: . Part 1: .

RCC RCC Part 1: Pancreat Urotheli H-N Part 1: MSS MSS Part 1: Melano Part 1:

- - RCC pre . . H-N pre TNBC mCRPC

naive naive 240 mg ic 160 al 160 naive 160 mg CRCwt CRCmu 160 mg ma pre 240 mg

160 mg 240 mg mg mg 160 mg 160 mg 160 mg 160 mg

NIR178 NIR178 NIR178 NIR178 NIR178 NIR178 NIR178 NIR178 NIR178 NIR178 NIR178 NIR178

Arm/Grou 160 mg 240 mg 240 mg 160 mg 160 mg 160 mg 160 mg 160 mg 160 mg 160 mg 160 mg 240 mg
p twice daily  twice daily  twice daily  twice daily  twice daily  twice daily  twice daily  twice daily  twice daily  twice daily  twice daily  twice daily

continuous  continuous continuous continuous continuous continuous continuous continuous continuous continuous continuous continuous
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Descripti in in in in in in in in in in in in
on combinatio combinatio combinatio combinatio combinatio combinatio combinatio combinatio combinatio combinatio combinatio combinatio
n with n with n with n with n with n with n with n with n with n with n with n with
PDRO001in PDRO01in PDRO001in PDR001in PDR001in PDRO001in PDRO001in PDR001in PDR001in PDRO001in PDRO001in PDRO001 in
patients patients patients patients patients patients patients patients patients patients patients patients
with renal with renal with renal with with with with with with with triple with with
cell cell cell pancreatic urothelial squamous  squamous  microsatell  microsatell negative cutaneous  metastatic
carcinoma carcinoma  carcinoma cancer cancer cell cell ite stable ite stable breast melanoma  castration
(RCC) (RCC) (RCC) carcinoma carcinoma  colorectal colorectal cancer who had resistant
who had who had who had of head of head cancer cancer (TNBC) been prostate
not been not been been and neck and neck (MSS (MSS pretreated cancer
previously  previously pretreated (HNSCC) (HNSCC) CRC)with  CRC) with with (mCRPC)
treated treated with who had who had RAS RAS immuno-
with with immuno- not been been wildtype mutant oncology
immuno- immuno- oncology previously  pretreated therapy
oncology oncology therapy treated with
therapy therapy with immuno-
immuno- oncology
oncology therapy
therapy
Number
of
Participa
nts
Analyzed 4 3 0 0 1 2 0 0 1 3 0 0
[units:
participa
nts]
Part 1:
Duration
of
Respons Median Median Median Median Median Median Median Median Median Median Median Median
e (DOR) (90% (90% (90% (90% (90% (90% (90% (90% (90% (90% (90% (90%
per Confide Confide Confide Confide Confide Confide Confide Confide Confide Confide Confide Confide
iRECIST nce nce nce nce nce nce nce nce nce nce nce nce
for solid Interval) Interval) Interval) Interval) Interval) Interval) Interval) Interval) Interval) Interval) Interval) Interval)
tumors
(units:
months)
NA NA NA NA NA NA
(NA to (NA to (NA to (NA to (NA to (NA to
NA)M NA)M NA)M NA)M NA)M NA)M
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[1] Not estimable due to insufficient number of participants with events

Part 1: Duration Of Response (DOR) per Cheson 2014 for DLBCL

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 Cheson 2014 criteria for DLBCL. DOR is defined as the time from the date of first documented response (CR or PR) to the
date of first 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 as defined in the statistical analysis plan.

Time Frame Up to 2.5 years

Analysis All patients from Part 1 for whom best overall response was CR or PR and were included in the selected lymphoma group defined in the study
Population protocol for efficacy assessment: DLBCL 160 mg

Description

Part 1: DLBCL 160 mg

NIR178 160 mg twice daily continuous in combination
Arm/Group Description with PDRO001 in patients with diffuse large B-cell
lymphoma (DLBCL)

Number of Participants Analyzed [units: participants] 2
Part 1: Duration Of Response (DOR) per Cheson 2014 for DLBCL Median
(units: months) (90% Confidence Interval)
NA
(NA to NA)1

[1] Not estimable due to insufficient number of participants with events

Part 2: Duration Of Response (DOR) per RECIST v1.1 for solid tumors

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
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 as defined in the statistical analysis plan.

Time Frame Up to 4.7 years
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Analysis All patients from Part 2 for whom best overall response was CR or PR

Population
Description

Part 2: NSCLC 160 mg cont

Part 2: NSCLC 160 mg 2wk-
on/2wk-off

Part 2: NSCLC 160 mg 1wk-
on/1wk-off

Arm/Group Description

NIR178 160 mg twice daily
continuous in combination with
PDRO001 in patients with non-
small cell lung cancer (NSCLC)

NIR178 160 mg twice daily 2
weeks on/2 weeks off in
combination with PDR001 in
patients with non-small cell
lung cancer (NSCLC)

NIR178 160 mg twice daily 1
week on/1 week off in
combination with PDRO001 in
patients with non-small cell
lung cancer (NSCLC)

Number of Participants Analyzed [units:

participants] 2 0 2
\F:‘T':It ?;rDst:;?;lc::n?;rI:esponse (DOR) per RECIST Median Median Median
(ur;itS' months) (90% Confidence Interval) (90% Confidence Interval) (90% Confidence Interval)
NA NA
(NA to NA)M (NA to NA)1

[1] Not estimable due to insufficient number of participants with events

Part 2: Duration Of Response (DOR) per iRECIST for solid tumors

Description DOR only applies to patients for whom best overall response is complete response (iCR) or partial response (iPR) based on local investigator
assessment per iRECIST. DOR is defined as the time from the date of first documented response (iCR or iPR) to the date of first 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 as defined in the statistical analysis plan.

Time Frame Up to 4.7 years

Analysis All patients from Part 2 for whom best overall response was iCR or iPR
Population

Description

Part 2: NSCLC 160 mg cont

Part 2: NSCLC 160 mg 2wk-
on/2wk-off

Part 2: NSCLC 160 mg 1wk-
on/1wk-off
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NIR178 160 mg twice daily
continuous in combination with
PDRO001 in patients with non-
small cell lung cancer (NSCLC)

Arm/Group Description

NIR178 160 mg twice daily 2
weeks on/2 weeks off in
combination with PDR001 in
patients with non-small cell

NIR178 160 mg twice daily 1
week on/1 week off in
combination with PDR001 in
patients with non-small cell

lung cancer (NSCLC) lung cancer (NSCLC)
Number of Participants Analyzed [units:
e 2 1 3
participants]
Part 2: Duration Of Response (DOR) per iRECIST for Median Median Median

solid tumors

o -
(units: months) (90% Confidence Interval)

(90% Confidence Interval)

(90% Confidence Interval)

NA
(NA to NA)

[1] Not estimable due to insufficient number of participants with events

NA
(NA to NA)™

Part 3: Duration Of Response (DOR) per RECIST v1.1 for solid tumors

NA
(NA to NA)!™

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
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 as defined in the statistical analysis plan.

Time Frame Up to 0.5 years

Analysis All patients from Part 3 for whom best overall response was CR or PR

Population

Description

Part 3: TNBC 160 mg cont

Arm/Group Description

NIR178 160 mg twice daily continuous in combination
with PDRO001 in patients with triple negative breast
cancer (TNBC)

Number of Participants Analyzed [units: participants]

1

Part 3: Duration Of Response (DOR) per RECIST v1.1 for solid tumors
(units: months)

Median
(90% Confidence Interval)
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NA
(NA to NA)

[1] Not estimable due to insufficient number of participants with events

Part 3: Duration Of Response (DOR) per iRECIST for solid tumors

Description DOR only applies to patients for whom best overall response is complete response (iCR) or partial response (iPR) based on local investigator
assessment per iRECIST. DOR is defined as the time from the date of first documented response (iCR or iPR) to the date of first 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 as defined in the statistical analysis plan.

Time Frame Up to 0.5 years

Analysis All patients from Part 3 for whom best overall response was iCR or iPR

Population

Description

Part 3: TNBC 160 mg cont
NIR178 160 mg twice daily continuous in combination

Arm/Group Description with PDRO001 in patients with triple negative breast

cancer (TNBC)

Number of Participants Analyzed [units: participants] 1

Part 3: Duration Of Response (DOR) per iRECIST for solid tumors Median

(units: months) (90% Confidence Interval)

NA
(NA to NA)

[1] Not estimable due to insufficient number of participants with events

Part 1: Progression-Free Survival (PFS) per RECIST v1.1 for solid tumors

Description

Time Frame

PFS is defined as the time from the date of start of treatment to the date of the first documented progression or death due to any cause,
whichever happened first. If a patient did not have an event, PFS was censored at the date of the last adequate tumor assessment. Tumor
response was based on local investigator assessment per RECIST v1.1. PFS was analyzed using Kaplan-Meier estimates as defined in the
statistical analysis plan.

Up to 3.9 years
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Analysis All patients from Part 1 who received at least 1 full or partial dose of assigned combination of study drugs and were included in the selected
Population advanced solid tumors groups defined in the study protocol for efficacy assessment: RCC naive 160 mg, RCC naive 240 mg, RCC pre 240
Description mg, pancreatic 160 mg, urothelial 160 mg, H-N naive 160 mg, H-N pre 160 mg, MSS CRC wt 160 mg, MSS CRC mu 160 mg, TNBC 160 mg,
melanoma pre 160 mg and mCRPC 240 mg
Part 1: Part 1: Part 1: Part 1: Part 1: Part 1: Part 1: Part 1:
RCC RCC ot Pancreat Urotheli  H-N  atl mss mss  FaLT Melano  Panll
naive naive 240 nF: ic 160 al 160 naive 160 rF:1 CRCwt CRCmu 160 m ma pre 240 m
160mg 240 mg 9 mg mg 160 mg 9 160mg 160 mg 9 160 mg 9
';‘ggzg NIR178
NIR178 NIR178 NIR178 twice daily 160 mg
160mg — 240mg 540 g continuou ~ tWicedally \ip478 NIR178 NIR178
tW|ce_ daily tW'Ce. daily twice daily sin contlnuou 160 mg 160 mg 1.60 (rjng_l NIR178
contlpuou contl_nuou continuou combinati st;n i twice daily  twice daily NIR178 tw'cf’. aly 240 mg
cons1tl>?nati corit;?nati sin NIR178 NIR178 on with Cgrr?inTﬁ ! continuou continuou 160 mg consl?nuou twice daily
on with on with combinati 160 mg 160 mg PDRO001 PDRO001 sin sin twice daily combinati continuou
PDROO1 PDRO01 on with twicg daily twice_ daily in pa_tients in patients combi_nati combinati contipuou on with s in _
in patients _in patients PDRO001 continuou continuou with with on with on with sin PDRO01 combinati
Arm/Grou .fh | 'Ich | in patients sin sin squamous PDRO01 PDRO0T  combinati = 2. on with
p wi Cerﬁna wi Céﬁna with renal combinati combinati cell squgerjlwlous in patients  in patients on with in p\zitlfmn S PDRO001
Descripti carcinoma  carcinoma cell on with on with carcinoma carcinoma with with PDRO001 cutaneous in patients
on (RCC) (RCC) carcinoma IPDR.OO1 .PDR901 of head of head microsatell microsatell in.patignts melanoma with .
who had who had (RCC) in pa_ﬂents in pa_t|ents and neck and neck ite stable ite stable with tr[ple who had metastghc
not been not been who had with _ W|th_ (HNSCC) (HNSCC) colorectal colorectal negative been cast_ratlon
previously  previously been pancreatic urothelial who had who had cancer cancer breast pretreated resistant
treated treated pretrgated cancer cancer not peen been (MSS. (MSS. cancer with prostate
with with _ with previously pretreated CRC) with  CRC) with (TNBC) immuno- cancer
immuno- immuno- immuno- treated with RAS RAS oncology (mCRPC)
oncology with . wildtype mutant
oncology oncology therapy immuno- immuno- therapy
therapy therapy oncology oncology
therapy therapy
Number
of
Participan
ts
Analyzed 11 12 11 14 14 15 11 27 29 30 13 15
[units:
participan
ts]
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Part 1:
Progressi
on-Free
Survival
(PFS) per
RECIST
v1.1 for
solid
tumors
(units:
months)

Median Median Median Median Median Median Median Median Median Median Median Median

(90% (90% (90% (90% (90% (90% (90% (90% (90% (90% (90% (90%
Confide Confide Confide Confide Confide Confide Confide Confide Confide Confide Confide Confide
nce nce nce nce nce nce nce nce nce nce nce nce

Interval) Interval) Interval) Interval) Interval) Interval) Interval) Interval) Interval) Interval) Interval) Interval)

3.5 7.2 1.9 1.7 1.9 2.0 3.5 1.7 1.9 1.7 1.8 3.7
(1.9to (1.8 to (1.7 to (1.6 to (1.7 to (1.6 to (1.7 to (1.6 to (1.7 to (1.6 to (1.6 to (1.7 to
15.4) 8.6) 2.0) 1.7) 3.5) 3.7) 3.7) 1.9) 2.0) 1.9) 1.9) 5.3)

Part 1: Progression-Free Survival (PFS) per iRECIST for solid tumors

Description PFS is defined as the time from the date of start of treatment to the date of the first documented progression or death due to any cause,
whichever happened first. If a patient did not have an event, PFS was censored at the date of the last adequate tumor assessment. Tumor
response was based on local investigator assessment per iRECIST. PFS was analyzed using Kaplan-Meier estimates as defined in the
statistical analysis plan.

Time Frame Up to 3.9 years

Analysis All patients from Part 1 who received at least 1 full or partial dose of assigned combination of study drugs and were included in the selected

Population advanced solid tumors groups defined in the study protocol for efficacy assessment: RCC naive 160 mg, RCC naive 240 mg, RCC pre 240

Description mg, pancreatic 160 mg, urothelial 160 mg, H-N naive 160 mg, H-N pre 160 mg, MSS CRC wt 160 mg, MSS CRC mu 160 mg, TNBC 160 mg,
melanoma pre 160 mg and mCRPC 240 mg

Part 1: Part 1: . Part 1: Part 1: Part 1: . Part 1: Part 1: . Part 1: .
RCC RcC a1 pancreat Urotheli  H-N Part1:  “mMss mss  Fat1 melano  Partt:
- - RCC pre . . H-N pre TNBC mCRPC
naive naive 240 mg ic 160 al 160 naive 160 mg CRC wt CRC mu 160 mg ma pre 240 mg
160 mg 240 mg mg mg 160 mg 160 mg 160 mg 160 mg

Arm/Grou  NIR178 NIR178 NIR178 NIR178 NIR178 NIR178 NIR178 NIR178 NIR178 NIR178 NIR178 NIR178

p 160 mg 240 mg 240 mg 160 mg 160 mg 160 mg 160 mg 160 mg 160 mg 160 mg 160 mg 240 mg

Descripti twice twice twice twice twice twice twice twice twice twice twice twice

on daily daily daily daily daily daily daily daily daily daily daily daily

continuo  continuo  continuo  continuo  continuo  continuo  continuo  continuou continuou continuo  continuo  continuo
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usin us in us in usin usin usin us in sin sin us in usin usin
combinat combinat combinat combinat combinat combinat combinat combinati combinati combinat combinat combinat
ion with ion with ion with ion with ion with ion with ion with on with on with ion with ion with ion with
PDRO001 PDRO001 PDR001 PDRO0O01 PDRO0O01 PDRO001 PDRO001 PDRO001 PDRO001 PDRO001 PDR001  PDRO01
in in in in in in in in in in in in
patients patients patients patients patients patients patients patients patients patients patients patients
with with with with with with with with with with triple with with
renal cell renalcell renalcell pancreati urothelial squamou squamou microsate microsate negative cutaneou metastati
carcinom carcinom carcinom  c cancer cancer s cell s cell lite stable llite stable breast S c
a(RCC) a(RCC) a(RCC) carcinom carcinom colorectal colorectal cancer melanom  castratio
whohad whohad who had aofhead a of head cancer cancer (TNBC) a who n
not been  not been been and neck and neck (MSS (MSS had been resistant
previousl  previousl pretreate (HNSCC) (HNSCC) CRC) CRC) pretreate  prostate
y treated vy treated d with whohad whohad withRAS  with RAS d with cancer
with with immuno- not been been wildtype mutant immuno- (MCRPC
immuno- immuno-  oncology previousl pretreate oncology )
oncology oncology therapy y treated d with therapy
therapy therapy with immuno-
immuno-  oncology
oncology  therapy
therapy
Number
of
Participa
Rts 11 12 11 14 14 15 11 27 29 30 13 15
nalyzed
[units:
participan
ts]
Part 1:
Progressi
g:ﬂ:; Median Median Median Median Median Median Median Median Median Median Median Median
(PFS) per (90% (90% (90% (90% (90% (90% (90% (90% (90% (90% (90% (90%
iRECIST Confide Confide Confide Confide Confide Confide Confide Confiden Confiden Confide Confide Confide
for solid nce nce nce nce nce nce nce ce ce nce nce nce
tumors Interval) Interval) Interval) Interval) Interval) Interval) Interval) Interval) Interval) Interval) Interval) Interval)
(units:
months)
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8.7 7.2 1.9 1.7 2.1 2.0 3.5 1.8 1.9 1.8 1.8 3.7
2.1 to (1.8 10 (1.7t0 (1110 (1.7 to (1610 (1.7 to (16to (1.7 to (1610 (1610 (1.7 to
NA)! NA)! 2.0) 1.7) 3.5) 3.7) 3.7) 2.0) 2.0) 3.5) 1.9) 5.3)

[1] Not estimable due to insufficient number of participants with events

Part 1: Progression-Free Survival (PFS) per Cheson 2014 for DLBCL

Description PFS is defined as the time from the date of start of treatment to the date of the first documented progression or death due to any cause,
whichever happened first. If a patient did not have an event, PFS was censored at the date of the last adequate tumor assessment. Tumor
response was based on local investigator assessment per Cheson 2014 for DLBCL. PFS was analyzed using Kaplan-Meier estimates as
defined in the statistical analysis plan.

Time Frame Up to 2.5 years

Analysis All patients from Part 1 who received at least 1 full or partial dose of assigned combination of study drugs and were included in the selected
Population lymphoma group defined in the study protocol for efficacy assessment: DLBCL 160 mg

Description

Part 1: DLBCL 160 mg

NIR178 160 mg twice daily continuous in combination
Arm/Group Description with PDRO001 in patients with diffuse large B-cell
lymphoma (DLBCL)

Number of Participants Analyzed [units: participants] 13
Part 1: Progression-Free Survival (PFS) per Cheson 2014 for DLBCL Median
(units: months) (90% Confidence Interval)
1.7
(1.4t02.2)

Part 2: Progression-Free Survival (PFS) per RECIST v1.1 for solid tumors

Description PFS is defined as the time from the date of start of treatment to the date of the first documented progression or death due to any cause,
whichever happened first. If a patient did not have an event, PFS was censored at the date of the last adequate tumor assessment. Tumor
response was based on local investigator assessment per RECIST v1.1. PFS was analyzed using Kaplan-Meier estimates as defined in the
statistical analysis plan.
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Time Frame Up to 4.7 years

Analysis All patients from Part 2 who were randomized to the study treatment dosing schedule.
Population

Description

Part 2: NSCLC 160 mg cont

Part 2: NSCLC 160 mg 2wk-
on/2wk-off

Part 2: NSCLC 160 mg 1wk-
on/1wk-off

Arm/Group Description

NIR178 160 mg twice daily
continuous in combination with
PDROO01 in patients with non-
small cell lung cancer (NSCLC)

NIR178 160 mg twice daily 2
weeks on/2 weeks off in
combination with PDR001 in
patients with non-small cell
lung cancer (NSCLC)

NIR178 160 mg twice daily 1
week on/1 week off in
combination with PDR001 in
patients with non-small cell
lung cancer (NSCLC)

Number of Participants Analyzed [units:

participants]

22

20

20

Part 2: Progression-Free Survival (PFS) per RECIST

v1.1 for solid tumors
(units: months)

Median
(90% Confidence Interval)

Median
(90% Confidence Interval)

Median
(90% Confidence Interval)

2.0
(1.810 3.8)

2.1
(1.7 t0 3.7)

Part 2: Progression-Free Survival (PFS) per iRECIST for solid tumors

Description PFS is defined as the time from the date of start of treatment to the date of the first documented progression or death due to any cause,
whichever happened first. If a patient did not have an event, PFS was censored at the date of the last adequate tumor assessment. Tumor
response was based on local investigator assessment per iRECIST. PFS was analyzed using Kaplan-Meier estimates as defined in the

statistical analysis plan.

Time Frame Up to 4.7 years

Analysis All patients from Part 2 who were randomized to the study treatment dosing schedule.
Population

Description

1.9
(1.7t0 3.7)
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Part 2: NSCLC 160 mg cont

Part 2: NSCLC 160 mg 2wk-
on/2wk-off

Part 2: NSCLC 160 mg 1wk-
on/1wk-off

Arm/Group Description

NIR178 160 mg twice daily
continuous in combination with
PDRO0O01 in patients with non-
small cell lung cancer (NSCLC)

NIR178 160 mg twice daily 2
weeks on/2 weeks off in
combination with PDR001 in
patients with non-small cell
lung cancer (NSCLC)

NIR178 160 mg twice daily 1
week on/1 week off in
combination with PDR001 in
patients with non-small cell
lung cancer (NSCLC)

Number of Participants Analyzed [units:

participants]

22

20

20

Part 2: Progression-Free Survival (PFS) per iRECIST

for solid tumors
(units: months)

Median
(90% Confidence Interval)

Median
(90% Confidence Interval)

Median
(90% Confidence Interval)

2.1
(1.8 10 3.8)

2.2
(1.8103.7)

Part 3: Progression-Free Survival (PFS) per RECIST v1.1 for solid tumors

Description PFS is defined as the time from the date of start of treatment to the date of the first documented progression or death due to any cause,
whichever happened first. If a patient did not have an event, PFS was censored at the date of the last adequate tumor assessment. Tumor
response was based on local investigator assessment per RECIST v1.1. PFS was analyzed using Kaplan-Meier estimates as defined in the

statistical analysis plan.

Time Frame Up to 0.5 years

Analysis All patients from Part 3 who received at least 1 full or partial dose of assigned combination of study drugs.
Population

Description

2.8
(1.7 t0 9.0)

Part 3: TNBC 160 mg cont

Arm/Group Description

NIR178 160 mg twice daily continuous in combination
with PDRO001 in patients with triple negative breast
cancer (TNBC)

Number of Participants Analyzed [units: participants]

6
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Part 3: Progression-Free Survival (PFS) per RECIST v1.1 for solid tumors Median
(units: months) (90% Confidence Interval)
1.6
(0.9t0 1.8)

Part 3: Progression-Free Survival (PFS) per iRECIST for solid tumors

Description PFS is defined as the time from the date of start of treatment to the date of the first documented progression or death due to any cause,
whichever happened first. If a patient did not have an event, PFS was censored at the date of the last adequate tumor assessment. Tumor
response was based on local investigator assessment per iRECIST. PFS was analyzed using Kaplan-Meier estimates as defined in the
statistical analysis plan.

Time Frame Up to 0.5 years
Analysis All patients from Part 3 who received at least 1 full or partial dose of assigned combination of study drugs.
Population
Description

Part 3: TNBC 160 mg cont

NIR178 160 mg twice daily continuous in combination
Arm/Group Description with PDRO001 in patients with triple negative breast
cancer (TNBC)
Number of Participants Analyzed [units: participants] 6
Part 3: Progression-Free Survival (PFS) per iRECIST for solid tumors Median
(units: months) (90% Confidence Interval)
1.6
(0.9t0 1.8)

Part 1: 2-year Overall Survival (OS)

Description OS represents the percentage of participants who are alive after the start of study treatment. OS at 2 years was estimated using the Kaplan-
Meier method as defined in the statistical analysis plan (SAP).

Time Frame 2 years
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Analysis All patients from Part 1 who received at least 1 full or partial dose of assigned combination of study drugs and were included in the selected
Population cancer groups defined in the protocol for efficacy assessment: RCC naive 160 mg, RCC naive 240 mg, RCC pre 240 mg, pancreatic 160 mg,
Description urothelial 160 mg, H-N naive 160 mg, H-N pre 160 mg, MSS CRC wt 160 mg, MSS CRC mu 160 mg, TNBC 160 mg, melanoma pre 160 mg,
DLBCL 160 mg and mCRPC 240 mg
Part 1: Part 1: Part 1: Part 1: Part 1: Part 1: . Part 1: Part 1: . Part 1: . .
RCC  RCC  RCC  Pancre Urotheli H-N P2t ‘s mss  Pat1i pejane Partl: Parti:
- - . . H-N pre TNBC DLBCL mCRPC
naive naive pre 240  atic 160 al 160 naive 160 m CRCwt CRC mu 160 m mapre oo 240 m
160 mg 240 mg mg mg mg 160 mg 9 160 mg 160 mg 9 160 mg 9 9
NIR178  NIR178 Nas178 T(ISEZB
160mg  240mg  \pq7g 150 Mg twiceg
twice twice o0 twice dail NIR178
daily daily twiceg da'"y continyuo 160 mg
continuo  continuo - continuo us in NIR178  NIR178 twice NIR178
us in us in Continyuo us in combina  160mg 160 mg daily NIR178 240 mg
combina combina us in Eg:]a;lr:ﬁ tion with twice twice NIR178 continuo 160 mg twice
tion with  tion with - NIR178 daily daily 160 mg usin twice daily
PDR001 PDRO001 zgr:s\:lr:ﬁ 160 mg ,1\123%1“:8 PDROM PDI;OM continuo  continuo twice combina daily continuo
in in PDR001 twice twiceg in atients us in us in daily tion with  continuo usin
patients  patients . daily . patients  pall combinat combinat continuo PDRO01 usin  combina
) . in . daily with with : . : . . . - . .
with with atients continuo continuo squamo N with ion with us in in combina tion with
Arm/Gro  enal renal P with usin Us in squamo SS cell PDRO0OT  PDRO01 combina patients tion with ~PDRO0O1
) cell cell tonnj | combina S o US cell oo in in tionwith  with  PDROO1 in
P carcino  carcino tionwith [~ " carcino patients  patients PDR001 cutaneo in patients
Descript cell tion with ma of ma of . ; . . .
ion ma ma carcino PDRO001 PDRO01 head with with in us patients with
(RCC) (RCC) ma in in head and microsat microsat patients = melano with metastat
who had  who had patients ; and ellite ellite with mawho  diffuse ic
(RCC) . patients neck neck . .
not not with . stable stable triple had large B-  castratio
who had with (HNSC (HNSC )
been been pancrea . colorecta colorecta negative been cell n
) ) been . urothelia  C)who C) who .
previous previous retreat tic lcancer  had not had | cancer | cancer breast pretreat lympho  resistant
ly ly Z dwih  cancer adno been (MSS (MSS cancer  ed with ma prostate
treated  treated been rotreat  CRC) CRC) (TNBC) immuno (DLBCL  cancer
with with | previous F; dwith With RAS  with RAS - ) (mCRP
immuno  immuno ly . wildtype mutant oncolog C)
) ) oncolog treated immuno y
y with -
onc;log onc;log therapy immuno  oncolog therapy
thera thera B y
Py Py oncolog  therapy
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y

therapy
Number
of
Participa
Rt:alyze 11 12 11 14 14 15 11 27 29 30 13 13 15
d [units:
participa
nts]
Part 1:
2-year
Overall Number Number Number Number Number Number Number Number Number Number Number Number Number
Survival (90% (90% (90% (90% (90% (90% (90% (90% (90% (90% (90% (90% (90%
(0S) Confide Confide Confide Confide Confide Confide Confide Confi;e Confidoe Confide Confide Confide Confide
(units: nce nce nce nce nce nce nce nce nce nce nce

nce nce

Interval Interval Interval Interval
Interval) Interval)

) ) ) )

percenta  Interval Interval Interval Interval |Interval Interval Interval

ge of ) ) ) ) ) ) )

participa
nts)
63.6 421 27.3 NA 36.1 33.3 15.3 221 14.3 30.8 NA 231 31.4
(35.5t0 (146to (8.9 to (NA to (15.0to0  (15.0to (1.9to (9.4 to (4.3t0 (16.0 to (NA to (7.5 to (10.8 to
82.1) 67.8) 49.8) NA) 57.9) 52.9) 41.2) 38.2) 29.9) 46.9) NA) 43.6) 54.7)

[1] Not estimable due to insufficient number of participants with events

Part 2: 2-year Overall Survival (OS)

Description OS represents the percentage of participants who are alive after the start of study treatment. OS at 2 years was estimated using the Kaplan-
Meier method as defined in the statistical analysis plan.

Time Frame 2 years

Analysis All patients from Part 2 who were randomized to the study treatment dosing schedule.
Population

Description

Part 2: NSCLC 160 mg 2wk- Part 2: NSCLC 160 mg 1wk-

Part 2: NSCLC 160 mg cont on/2wk-off on/1wk-off
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NIR178 160 mg twice daily
continuous in combination with
PDRO001 in patients with non-
small cell lung cancer (NSCLC)

Arm/Group Description

NIR178 160 mg twice daily 2
weeks on/2 weeks off in
combination with PDR001 in
patients with non-small cell
lung cancer (NSCLC)

NIR178 160 mg twice daily 1
week on/1 week off in
combination with PDR001 in
patients with non-small cell
lung cancer (NSCLC)

Number of Participants Analyzed [units:

participants] 22 20 20
Part 2: 2-year Overall Survival (OS) Number Number Number
(units: percentage of participants) (90% Confidence Interval) (90% Confidence Interval) (90% Confidence Interval)
33.6 22.7 39.7
(15.5t0 52.9) (7.5t042.7) (20.3 to 58.6)

Part 3: 2-year Overall Survival (OS)

Description OS represents the percentage of participants who are alive after the start of study treatment. OS at 2 years was estimated using the Kaplan-
Meier method as defined in the statistical analysis plan.

Time Frame 2 years

Analysis All patients from Part 3 who received at least 1 full or partial dose of assigned combination of study drugs.

Population

Description

Part 3: TNBC 160 mg cont

Arm/Group Description

NIR178 160 mg twice daily continuous in combination
with PDRO001 in patients with triple negative breast

cancer (TNBC)
Number of Participants Analyzed [units: participants] 6
Part 3: 2-year Overall Survival (OS) Number
(units: percentage of participants) (90% Confidence Interval)
NA
(NA to NA)1

[1] Not estimable due to insufficient number of participants with events
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Part 1: Change from baseline in CD8 percent marker area in tumor tissue

Description The tumor expression of CD8 was measured by immunohistochemical (IHC) methods. Newly obtained pre- and on-treatment paired tumor
samples were required and collected at screening and after approximately two cycles of therapy.
Time Frame Screening and on-treatment (Cycle 2 Day 1 or Day 15). The duration of one cycle was 28 days.
Analysis All patients from Part 1 who received any study drug, had paired tumor samples, had a valid assessment for the outcome measure and were
Population included in the selected cancer groups defined in the protocol for efficacy assessment: RCC naive 160 mg, RCC naive 240 mg, RCC pre 240
Description mg, pancreatic 160 mg, urothelial 160 mg, H-N naive 160 mg, H-N pre 160 mg, MSS CRC wt 160 mg, MSS CRC mu 160 mg, TNBC 160 mg,
melanoma pre 160 mg, DLBCL 160 mg and mCRPC 240 mg
Part 1: Part 1: Part 1: Part 1: Part 1: Part 1: . Part 1: Part 1: i Part 1: . i
RCC  RCC  RCC  Pancrea Urotheli H-N  Patli ‘mss’  mss FPall  metano Fonls  Pamie
naive naive pre 240  tic 160 al 160 naive 160 21 CRCwt CRC mu 160 m mapre o0 240 m
160 mg 240 mg mg mg mg 160 mg 9 160 mg 160 mg 9 160 mg g 9
NIRT78 - NIR178
160 mg
’1"('3';1;8 gz'gzg NIR178 twice 100 M9 NIR178 NIR178
twice twice 240 mg daily daily 160 mg 240 mg
. . twice continuo ) NIR178 NIR178 twice NIR178 )
Codn"’t‘i':]yuo Cofft'i':]yuo daily usin MO 460mg  160mg  NIR178 daily 160mg e
) ) continuo NIR178 NIR178 combinati ... twice daily twice daily 160 mg continuou twice 'y
usin us in usin 160 mg 160 mg on with combinati continuou  continuou twice sin daily continuo
combinati  combinati combinati twice twice PDRO001 on with sin sin daily combinati  continuo us in
on with on with . . ) ; PDRO001 - S X . ) combinati
PDR001 PDRO01 on with daily daily in in combinati  combinati continuo on with usin on with
Arm/G in in PDRO001 continuou  continuo patients patients on with on with usin PDR001  combinati PDROO1
rm/Grou ; . in sin usin with . PDRO001 PDRO001 combinati in on with )
p V\ﬁi}'?:ril vs?itat;“?:r:; patients combinati combinati  squamou s :gtr::ou in patients  in patients on with patients PDRO001 atliZnts
Descripti ool ool with renal  on with on with s cell Rl with with PDRO01 with in P
. . ce carcinom . microsate microsate n cutaneou patlen S .
on carcinom - carcinom carcir|1|om PDIEOM PDiFEOO1 aof .head carcinom Iit.e stableI Iit.e stabtleI at.ients S W.itht metastati
a (RCC) a (RCC) ) ; a of head pater h [
who had  who had a (RCC) patients patients and neck and neck colorectal  colorectal  with triple  melanom diffuse castratio
who had with with (HNSCC) cancer cancer negative a who large B-
nroetvti);?; n?;v?gsgl been pancreati  urothelial  who had (xr?los}% %) (MSS (MSS breast had been cell resigtant
5treated ?/treated pretreate c cancer cancer not been been CRC) with  CRC) with cancer pretreate  lymphom prostate
with with . d with prewouzl pretreate 'TdAS RAS (TNBC) . d with DLSCL cancer
immuno-  immuno- |mmL|Jno- y tre-_?r:e d with wildtype mutant |mmlfno- ( ) (mCRPC
oncology wi . . oncology
oncology  oncology therapy immuno-  'mmuno therapy )
therapy therapy oncology oncology
therapy therapy
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Number
of
Participa
nts
Analyzed
[units:
participa
nts]

Part 1:
Change
from
baseline
in CD8
percent
marker
area in
tumor
tissue
(units:
CD8
percent
marker
area)

Mean Mean Mean Mean Mean Mean Mean Mean Mean Mean Mean Mean Mean
+ + + + + + + + + + + + +
Standar Standar Standar Standar Standar Standar Standar Standar Standar Standar Standar Standar Standar
d d d d d d d d d d d d d
Deviati Deviati Deviati Deviatio Deviati Deviati Deviati Deviatio Deviatio Deviati Deviati Deviati Deviati
on on on n on on on n n on on on on

10.93+ 10.53 0.70 = -0.81 0.96 + 1.63 -042 0.70 £ -0.01 4.86 + 0.16 = 784 267+
14.227 12.456 2.645 0.537 1.345 2.372 1.477 1.141 1.164 3.751 0.540 ’ 4.156

Part 2: Change from baseline in CD8 percent marker area in tumor tissue

Description

Time Frame

Analysis
Population
Description

The tumor expression of CD8 was measured by immunohistochemical (IHC) methods. Newly obtained pre- and on-treatment paired tumor
samples were required and collected at screening and after approximately two cycles of therapy.

Screening and on-treatment (Cycle 2 Day 1 or Day 15). The duration of one cycle was 28 days.

All patients from Part 2 who received any study drug, had paired tumor samples and had a valid assessment for the outcome measure
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Part 2: NSCLC 160 mg cont

Part 2: NSCLC 160 mg 2wk-
on/2wk-off

Part 2: NSCLC 160 mg 1wk-
on/1wk-off

NIR178 160 mg twice daily
continuous in combination with
PDRO0O01 in patients with non-
small cell lung cancer (NSCLC)

Arm/Group Description

NIR178 160 mg twice daily 2
weeks on/2 weeks off in
combination with PDR001 in
patients with non-small cell
lung cancer (NSCLC)

NIR178 160 mg twice daily 1
week on/1 week off in
combination with PDR001 in
patients with non-small cell
lung cancer (NSCLC)

Number of Participants Analyzed [units:
participants]

4

4

Part 2: Change from baseline in CD8 percent marker
area in tumor tissue
(units: CD8 percent marker area)

Mean
+ Standard Deviation

Mean
+ Standard Deviation

Mean
+ Standard Deviation

3.81 +4.551

-2.35 £ 5.586

1.23 £2.955

Part 3: Change from baseline in CD8 percent marker area in tumor tissue

Description The tumor expression of CD8 was measured by immunohistochemical (IHC) methods. Newly obtained pre- and on-treatment paired tumor
samples were required and collected at screening and after approximately two cycles of therapy.

Time Frame Screening and on-treatment (Cycle 2 Day 1 or Day 15). The duration of one cycle was 28 days.

Analysis All patients from Part 3 who received any study drug, had paired tumor samples and had a valid assessment for the outcome measure

Population

Description

Part 3: TNBC 160 mg cont

NIR178 160 mg twice daily continuous in combination

Arm/Group Description with PDRO001 in patients with triple negative breast

cancer (TNBC)
Number of Participants Analyzed [units: participants] 1
Part 3: Change from baseline in CD8 percent marker area in tumor tissue Mean
(units: CD8 percent marker area) * Standard Deviation
0.26
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Part 1, 2 and 3: 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 4 years (Part 1), 4.8 years (Part 2) and 0.6 years (Part 3)

Analysis All patients from Part 1, 2 and 3 who received at least 1 dose of NIR178 or PDR001. For the safety endpoints, patients at each study part with
Population the same type of cancer who are treated at the same dose level and dosing schedule are pooled together, independently of the immune-
Description oncology (IO) pretreatment status and RAS mutation status.
Part Pa Part Part
Pa Pa Part Part Pa 1: Pa 2: 2: Pa
1: R1C-C 1: 1:  1:H-N 1'_°f_'|’_tN 1: Pf'_ Melan Pf_ P1a_" P1a_ 2:  NSCL NSCL  3:
RCC - Pancr Uroth naive : MSS - oma - - . NSCL C160 C160 TNBC
= naive - - pre TNBC . DLBC DLBC mCRP
naive pre eatic elial + pre 240 CRC 160 naive  ie0 L240  C 240 C 160 mg mg 160
160 240 160 160 160 160 + pre mg 2wk- 1wk- mg
mg mg mg mg mg mg mg 160 mg mg mg cont on/2w on/iw  cont
mg
mg k-off k-off
NIR178 NIR178 NIR178 NIR178 NIR178 |\ r17g8 NIR178 NIR178 NIR178 NIR178 \IR178
160 mg 240 mg 160mg 240mg 160mg 4o mg 160mg NIR178 NIR178 240mg NIR178 160mg 160mg 449 mg
twice twice  NIR178 NIR178  twice twice twice twice twice 160mg 240mg twice 160mg  twice twice twice
daily daily ~ 160mg 160mg  daily daily daily daily daily twice twice daily twice daily2  daily 1 daily
continu  continu twice twice continu  continu  continu  oqtin,  continu daily daily continu daily weeks week continu
ousin  ousin daily daily ousin  ousin  ousin  ,cjy ousin  continu continu ousin  continu on/2 on/1 ous in
combin  combin  continu  continu  combin  combin  combin  .onpin Combin  ousin ousin  combin  ousin  weeks week  combin
ation ation ous in ous in ation ation ation ation ation combin  combin ation combin off in off in ation
Arm/ with with combin  combin with with with with with ation ation with ation combin  combin with
Group PppRo0 PDROO  ation  ation  PDROO PDRO0 PDRO0 ppRrgg PDROO  with with ~ PDROO  with aton  aton  ppRreo
Descr  1in 1in with with 1in Tin 1in 1in 1in  PDRO0O PDRO0O  1in  PDR0O0  with with 1in
iption patient patient PDR0O0 PDROO  patient patient patient patient  Patient 1in 1in patient 1in PDRO0  PDROO  patient
s with s with 1in 1in s with s with s with s with s with patient patient s with patient 1in 1in s with
renal renal patient ~ patient squam  squam  micros triple cutane s with swith  metast swith  patient patient triple
cell cell s with swith  ouscell ouscell atelite negativ ous diffuse  diffuse atic non- s with swith  jegativ
carcino carcino pancre urotheli carcino carcino  stable e melano large large castrati small non- non- e
ma ma atic al ma of ma of colorec breast ma, B-cell B-cell on cell small small breast
(RCC) (RCC), cancer  cancer head head tal cancer naive lympho lympho resista lung cell cell cancer
who naive and and cancer  (TNBC) and ma ma nt cancer lung lung (TNBC)
had not and neck neck (MSS pretrea prostat cancer  cancer
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been pretrea (HNSC  (HNSC CRC) ted (bLBC  (DLBC e (NSCL  (NSCL  (NSCL

previou ted C), C) who and with L) L) cancer C) C) C)

sly with naive had RAS immun (mCRP

treated  immun and been wildtyp o- C)

with o- pretrea  pretrea e, RAS oncolo

immun oncolo ted ted mutant ay

o- ay with with and therapy

oncolo  therapy immun immun RAS

ay o- o- unkno

therapy oncolo oncolo wn

ay ay status
therapy therapy

Numb
er of
Partic
ipants
ZA::IY 11 23 14 14 26 12 58 30 16 13 6 15 22 20 20 6
[units
partici
pants]
Part
1,2
and 3:
Numb
er of
partici
pants Count Count Count Count Count Count Count Count Count Count Count Count Count Count Count Count
with of of of of of of of of of of of of of of of of
Adver Partic Partic Partic Partic Partic Partic Partic Partic Partic Partic Partic Partic Partic Partic Partic Partic
se ipants ipants ipants ipants ipants ipants ipants ipants ipants ipants ipants ipants ipants ipants ipants ipants
Event
s (Perc (Perc (Perc (Perc (Perc (Perc (Perc (Perc (Perc (Perc (Perc (Perc (Perc (Perc (Perc (Perc
(AEs) entag entag entag entag entag entag entag entag entag entag entag entag entag entag entag entag
and e) e) e) e) e) e) e) e) e) e) e) e) e) e) e) e)
Serio
us
Adver
se
Event
s
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(SAEs
)
durin
g the
on-
treat
ment
perio
d
(units:
partici
pants)
10 22 57 29 15 5 14
14 14 26 12 13 22 18 18 6
AEs (9%’1 (9;2?5 (100%)  (100%)  (100%)  (100%) (952)28 (930'?7 (9;;)7 5 (100%) (8%5’3 (9;;)33 (100%)  (90%)  (90%)  (100%)
Treat
ot 7 16 9 9 16 9 34 23 6 11 2 o 15 ° 4
(63.64  (69.57 (6429 (6429  (61.54 2 (5862 (76.67 (37.5%  (84.62  (33.33 5 (68.18 ) : (66.67
relate b b o y y (75%) 5 ) y b (80%) ) (70%)  (45%) )
PRELW % % %) %) oo% ) 0% 0 0
3 7 9 7 15 5 28 1 3 6 0 4 11 7 7 3
AE . . . . . . . . . .
SAEs (2;0 )27 (330;13 (630 )29 (50%) (501 ;39 (401/0 §s7 (422 )28 (330 ;37 (1% )75 (430)15 ) (2% ;37 0% (359 (35%)  (50%)
Treat
ment- 2 1 3 2 7 2 2 2 6
0 2 0 0 3 0 0
relate (1429 (7.14% (1154 (1667 (1207 (6.67% (15.38 (1333 (27.27
00 -700 00 00 1 00 OO 00
; w e ) A A | o O e U R s )
SAEs
1 1 2 1 3 1 1 1
Fatal . 0 . 0 . . . . 0 . 0 0 , 2 0 0
SAES (9.0)% ) (7.1)4/0 ) (7.&‘;9/o (8.3)3/0 (5.1)7/0 (3.3)3/0 ) (7.6‘;9/o ) ) (4.5;5/o a0 o )
Treat
2?;; 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
dfatal @ R %) (k) ) (R ) (R () (R () (%R (%K) (R (%)
SAEs
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Part 1, 2 and 3: Number of participants with dose reductions and dose interruptions of NIR178

Description Number of participants with at least one dose reduction of NIR178 and number of participants with at least one dose interruption of NIR178.
Dose or schedule adjustments were permitted for patients who did not tolerate the protocol-specified dosing schedule.

Time Frame Up to 3.9 years (Part 1), 4.7 years (Part 2) and 0.5 years (Part 3)

Analysis All patients from Part 1, 2 and 3 who received at least 1 dose of NIR178 or PDR001. For the safety endpoints, patients at each study part with
Population the same type of cancer who are treated at the same dose level and dosing schedule are pooled together, independently of the immune-
Description oncology (IO) pretreatment status and RAS mutation status.
Part Pa Part Part
Pa Pa Part Part Pa 1: Pa 2: 2: Pa
NN . tHN At o Pat e, Part Part o Pa 2 NSCL NSCL  3:
RCC . Pancr Uroth naive ’ MSS - oma - - . NSCL C160 C160 TNBC
- naive - - pre TNBC . DLBC DLBC mCRP
naive pre eatic elial + pre 240 CRC 160 naive ,"Len L1240  C 240 C 160 mg mg 160
160 240 160 160 160 160 + pre mg 2wk- 1wk- mg
mg mg mg mg mg mg mg 160 mg mg mg cont on/2w on/ilw  cont
mg
mg k-off k-off
NIR178 NIR178 NIR178 NIR178 NIR178 NIR178 NIR178
160mg 240 mg 160mg 240mg 160 mg 160 mg 240 mg NIR178  NIR178
twice twice twice twice twice \rq7g twice  NIR178  NIR178  twice  NIR178 160mg 160mg |\ =178
daily daily daily daily daily 160 mg daily 160_ mg 240_ mg da|_|y 160_ mg twice twice 160 mg
continu  continu  NIR178  NIR178  continu  continu  continu  y,:-o"  continu  twice twice  continu  twice daily 2 daily 1 twice
ousin ousin 160mg 160mg ousin  ousin  ousin daily ous in daily daily ous in daily weeks week daily
combin  combin twice twice combin  combin  combin ool combin continu  continu  combin  continu on/2 on/1 continu
ation ation daily daily ation ation ation ous in ation ous in ous in ation ous in weeks week ous in
with with continu  continu with with with combin with combin  combin with combin off in offin combin
PDRO0O PDROO ous in ous in PDR0O0 PDRO0O PDRO0O ation PDROO ation ation PDROO ation combin  combin ation
Arm/G 1in 1in combin  combin 1in 1in 1in with 1in with with 1in with ation ation with
roup patient patient ation ation patient patient patient PDROO patient PDRO0O0O PDRO0O0O patient PDRO00 with with PDROO
Descri s with s with with with swith s with s with 1in s with 1in 1in s with 1in PDR0O0O  PDRO00 1in
ption renal renal PDROO PDROO squam squam micros patient cutane patient patient metast patient 1in 1in patient
cell cell 1in 1in ouscell ouscell atellite s with ous s with s with atic s with patient  patient s with
carcino carcino patient  patient  carcino  carcino  stable triple melano  diffuse  diffuse  castrati non- s with s with triple
ma ma s with s with ma of ma of colorec negativ ma, large large on small non- non- negativ
(RCC) (RCC), pancre urotheli head head tal A naive B-cell B-cell resista cell small small o
who naive atic al and and cancer  preast and lympho  lympho nt lung cell cell breast
had not and cancer cancer neck neck (MSS cancer pretrea ma ma prostat cancer Iung Iung cancer
been  pretrea (HNSC  (HNSC ~ CRC)  (ngg) ted (DLBC  (DLBC e (NSCL  cancer  cancer (TNBC)
previou ted C), C) who and with L) L) cancer C) (NSCL  (NSCL
sly with naive had RAS immun (mCRP C) C)
treated  immun and been  wildtyp o- C)
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with o- pretrea  pretrea e, RAS oncolo

immun  oncolo ted ted mutant ay

o- ay with with and therapy

oncolo  therapy immun immun RAS

ay o- o- unkno

therapy oncolo oncolo wn

gy ay status
therapy therapy

Numb
er of
Partici
pants
Analy 11 23 14 14 26 12 58 30 16 13 6 15 22 20 20 6
zed
[units:
partici
pants]
Part 1,
2 and
3:
Numb
er of
partici
p:ilnts Count Count Count Count Count Count Count Count Count Count Count Count Count Count Count Count
with
dose of' of_ of_ of' of_ of_ of_ of_ of' of_ of_ of' of_ of_ of_ of_
reduct Parhc _Partlc Parﬂc Parhc _Partlc .Partlc Parﬂc _Partlc Parhc _Partlc .Partlc Parhc _Partlc Parhc _Partlc .Partlc
ions ipants ipants ipants ipants ipants ipants ipants ipants ipants ipants ipants ipants ipants ipants ipants ipants
:gge (Perc (Perc (Perc (Perc (Perc (Perc (Perc (Perc (Perc (Perc (Perc (Perc (Perc (Perc (Perc (Perc
interr entag entag entag entag entag entag entag entag entag entag entag entag entag entag entag entag
uption  © e) e) e) e) e) e) e) e) e) e) e) e) e) e) e)
s of
NIR17
8
(units:
partici
pants)
At 2 1 0 2 8 1 7 3 1 1 0 2 2 1 1 0
least (18.18  (4.35% (%) (1429 (3077 (8.33%  (12.07 (10%) (6.25%  (7.69% (%) (13.33  (9.09% (5%) (5%) (%)
one %) ) %) %) ) %) ) ) %) )
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dose
reducti
on

At
least
one
dose

6
(54.55
%)

9
(39.13
%)

2
(14.29
%)

8
(57.14
%)

12
(46.15
%)

3
(25%)

20
(34.48
%)

9
(30%)

3
(18.75
%)

3
(23.08
%)

1
(16.67
%)

5
(33.33
%)

8
(36.36
%)

5
(25%)

4
(20%)

0
(%)

interru
ption

Part 1, 2 and 3: Number of participants with dose reductions and dose interruptions of PDR001

Description Number of participants with at least one dose reduction of PDR001 and number of participants with 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 PDRO01.

Time Frame Up to 3.9 years (Part 1), 4.7 years (Part 2) and 0.5 years (Part 3)

Analysis All patients from Part 1, 2 and 3 who received at least 1 dose of NIR178 or PDR001. For the safety endpoints, patients at each study part with

Population the same type of cancer who are treated at the same dose level and dosing schedule are pooled together, independently of the immune-

Description oncology (lO) pretreatment status and RAS mutation status.

P Part  p Part P P i P R
a a a art a : a : : a
1: R::'c 1: 1:  1:H-N 1'_:'a'_tN 1: P1“‘_ Melan Pf_ Pf_" Pf_ 2:  NSCL NSCL  3:
RCC - Pancr Uroth naive ’ MSS - oma - - . NSCL C160 C160 TNBC
- naive . : pre TNBC " DLBC DLBC mCRP
naive pre eatic elial + pre 240 CRC 160 naive ,Len  L240 C 240 C 160 mg mg 160
160 240 160 160 160 160 + pre mg 2wk- 1wk- mg
mg mg mg mg mg
mg m mg mg mg mg 160 cont on/2w on/iw  cont
9 mg k-off k-off
NIR178 NIR178 NIR178 NIR178 NIR178 NIR178 NIR178 NIR178 NIR178 NIR178 NIR178 NIR178 NIR178 NIR178 NIR178 NIR178
160mg 240mg 160mg 160mg 160mg 240mg 160mg 160mg 160mg 160mg 240mg 240mg 160mg 160mg 160mg 160 mg
twice twice twice twice twice twice twice twice twice twice twice twice twice twice twice twice

Arm/G daily daily daily daily daily daily daily daily daily daily daily daily daily daily 2 daily 1 daily

roup continu continu  continu continu continu continu  continu  continu continu continu  continu  continu  continu weeks week continu

Descri  ousin ous in ous in ous in ous in ous in ous in ous in ous in ous in ous in ous in ous in on/2 on/1 ous in

ption combin  combin  combin  combin combin combin combin combin  combin  combin combin combin combin  weeks week  combin

ation ation ation ation ation ation ation ation ation ation ation ation ation off in off in ation
with with with with with with with with with with with with with combin  combin with
PDROO PDRO0O PDR0O0O PDROO PDRO0O PDRO0 PDR0O0O PDROO PDROO PDRO0O PDR0O0O PDR0O0O PDROO ation ation PDROO
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1in 1in 1in 1in 1in 1in 1in 1in 1in 1in 1in 1in 1in with with 1in
patient  patient patient patient patient patient patient patient patient patient patient patient patient PDR0O0 PDROO patient
s with s with s with s with s with s with s with s with s with s with s with s with s with 1in 1in s with
renal renal pancre urotheli squam  squam micros triple cutane diffuse diffuse metast non- patient  patient triple
cell cell atic al ouscell ouscell atellite negativ ous large large atic small s with s with negativ
carcino carcino  cancer cancer carcino carcino  stable e melano B-cell B-cell castrati cell non- non- e
ma ma ma of ma of colorec  breast ma, lympho  lympho on lung small small breast
(RCC) (RCC), head head tal cancer naive ma ma resista  cancer cell cell cancer
who naive and and cancer (TNBC) and (DLBC  (DLBC nt (NSCL lung lung (TNBC)
had not and neck neck (MSS pretrea L) L) prostat C) cancer  cancer
been pretrea (HNSC (HNSC CRC) ted e (NSCL  (NSCL
previou ted C), C) who and with cancer C) C)
sly with naive had RAS immun (mCRP
treated  immun and been wildtyp o- C)
with o- pretrea  pretrea e, RAS oncolo
immun  oncolo ted ted mutant ay
o- ay with with and therapy
oncolo  therapy immun immun RAS
ay o- o- unkno
therapy oncolo oncolo wn
ay ay status
therapy therapy
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er of
Partici
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Analy 11 23 14 14 26 12 58 30 16 13 6 15 22 20 20 6
zed
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partici
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Part 1,
2 and
3: Count Count Count Count Count Count Count Count Count Count Count Count Count Count Count Count
Numb of of of of of of of of of of of of of of of of
er of Partic Partic Partic Partic Partic Partic Partic Partic Partic Partic Partic Partic Partic Partic Partic Partic
partici ipants ipants ipants ipants ipants ipants ipants ipants ipants ipants ipants ipants ipants ipants ipants ipants
pants
with (Perc (Perc (Perc (Perc (Perc (Perc (Perc (Perc (Perc (Perc (Perc (Perc (Perc (Perc (Perc (Perc
dose entag entag entag entag entag entag entag entag entag entag entag entag entag entag entag entag
reduct  e) e) e) e) e) e) e) e) e) e) e) e) e) e) e) e)
ions
and
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dose
interr
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s of
PDRO
01
(units:
partici
pants)

At

least

one 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
dose (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%)
reducti

on

At

!
toast 6 7 1 6 9 1 13 8 2 0 0
dose (6455 (3043 (7.14% (4286 (3462 (833% (2241 (2667 (125% o %)

interru %) %) ) %) %) ) %) %) )

ption

2 6
(1333 (27.27
%) %)

4 2 0
(20%) (10%) (%)

Part 1, 2 and 3: Dose intensity of NIR178

Description Dose intensity of NIR178 was calculated as cumulative actual dose in milligrams divided by duration of exposure in days.
Time Frame Up to 3.9 years (Part 1), 4.7 years (Part 2) and 0.5 years (Part 3)

Analysis All patients from Part 1, 2 and 3 who received at least 1 dose of NIR178 or PDR001. For the safety endpoints, patients at each study part with
Population the same type of cancer who are treated at the same dose level and dosing schedule are pooled together, independently of the immune-
Description oncology (IO) pretreatment status and RAS mutation status.
Part o & Part1; rat  Pat oo part1: Part Part  pat  pa Part  Part  part Part Pa
roc 1 Paer U TOY tHN MSS 1 i 1: T mCR NSEL  Ne: Z e
- RCC  eatic . pre CRC TNBc Melan ppec pLBC NSCL  NSCL
naive - elial  +pre oma PC C160 c160 cCc160 160
naive 160 240 160 160 . L160 L 240
160 m 160 160 m m naive m 240 mg mg mg mg
mg +pre 9 mg mg 9 9 9 + pre 9 9 mg cont 2wk- 1wk-  cont
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240 160 on/2w on/1w
mg mg k-off k-off
Rtz R
8 160
NIR17 mg
8160  NIR17 g twice  hs T
mg 8 240 . daily 'mg NIR178
twice  mg daily — conting  twice 160 mg NIR17
. . continu . daily }
daily twice ous in ous in continu twice 8 240 NIR17 NIR17
continu daily combin combin ous in NIR17 daily NIR17 NIR17 mg NIR17 8 160 8 160 NIR17
ousin  continu ation ation combin 8 160 continu 8 160 8 240 twice 8 160 mg mg 8 160
cor_nbln ous in NIR178 NIR17 with with ation mg ous in mg mg dal!y mg tw_|ce tw_|ce mg
ation combin 160 m 8 160 PDROO PDRO00 with twice combin twice twice continu twice daily2  daily 1 twice
with ation twiceg mg 1in 1in PDROO daily ation daily daily ous in daily weeks week daily
PDRO00 with dail twice atient patient 1in continu with continu continu combin  continu on/2 on/1 continu
1in PDRO00 contizu daily ps with s with atients  °YS in PDR0O0O  ousin ous in ation ous in weeks week ous in
patient 1in ous in continu squam  Sduam P with combin 1in combin  combin with combin off in off in combin
s with patient ) ous in q ous . ation patient ation ation PDROO ation combin  combin ation
ArmiGr Tohal swith  OMPIN  corpin ous cell  MISOS3 yith  swith  with with 1in with aton  aton  with
oup ation . cell . tellite . ) )

. cell renal . ation . carcino PDR0O0 cutane PDR0OO PDROO patient PDRO0O with with PDRO0O
Descrip  carcino  cell with g carcino Taop o Stable g ous Tin 1in  swith  1in  PDRO0O PDROO  1in
tion ) PDRO00 ma of colorect h ) . ) ) ) h

ma carcino 1in PDRO00 head head al patient melano patient patient metast patient 1in 1in patient
(RCC) ma atients 1in and and cancer s with ma, s with s with atic s with patient  patient s with
who (RCC), P with patient neck neck (MSS triple naive diffuse  diffuse  castrati non- s with s with triple
had not  naive ancre s with (HNSC (HNSC CRC) negativ and large large on small non- non- negativ
been and P atic urotheli C) C) who and e pretrea B-cell B-cell resista cell small small e
previou pretrea cancer al na'l'\;e had RAS breast ted lympho  lympho nt lung cell cell breast
sly ted cancer and been wildt cancer with ma ma prostat  cancer lung lung cancer
treated with retrea pretrea e RKg (TNBC  immun (DLBC (DLBC e (NSCL  cancer cancer (TNBC
with immun P ted ted n;utant ) o- L) L) (cagcer C) (Ng;)L (Ng;:L )
immun o- ; with oncolo mCRP
o- oncolo in\ﬂNnIiBn immun R?R% ay C)
oncolo ay o- K therapy
therapy 0 oncolo  UNKnow
theggpy oncolo ay n status
thegrgpy therap
y
Numbe
r of
Particip
ants 11 23 14 14 26 12 58 30 16 13 6 15 22 20 20 6
Analyz
ed
[units:
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particip
ants]
Part 1,
g_aggse Media Media Media Media Media Media Media Media Media Media Media Media Media Media Media Media
ir;tensit n n n n n n n n n n n n n n n
of (Full (Full (Full (Full (Full (Full (Full (Full (Full (Full (Full (Full (Full (Full (Full (Full
KJIR178 Rang Rang Range Rang Rang Rang Range Rang Rang Rang Rang Rang Rang Rang Rang Rang
e e) e) ) e) e) e) ) e) e) e) e) e) e) e) e) e)
(units:
mg/day)
316.7 4773 295.7 309.8 480.0 320.0 320.0 320.0 480.0 480.0 320.0 320.0
(187 (321 (231(1)?0 (140 (141 (272 (?gg'?o (179 (208 (233 (363 (382 (137 (15&2 (1761°'tg (319
to to 320) to to to 320) to to to to to to 173) 189) to
320) 480) 320) 320) 480) 320) 320) 320) 480) 496) 320) 320)

Part 1, 2 and 3: Dose intensity of PDR001

Dose intensity of PDR001 was calculated as cumulative actual dose in milligrams divided by duration of exposure in days and then multiplied

Description
by 28 days.
Time Frame Up to 3.9 years (Part 1), 4.7 years (Part 2) and 0.5 years (Part 3)
Analysis All patients from Part 1, 2 and 3 who received at least 1 dose of NIR178 or PDR001. For the safety endpoints, patients at each study part with
Population the same type of cancer who are treated at the same dose level and dosing schedule are pooled together, independently of the immune-
Description oncology (IO) pretreatment status and RAS mutation status.
Pa Part Part Part
Pf_“ 1:  Part1: Pf_ 1'_°art Part Part1: Part . - Part Pa P1a_" P;‘_" szc szc P:_“
‘' RCC Paner 0 THN fuN mss  qp  Melan oy 1: : :  NSCL - NSCL 3
RCC - . Uroth  naive ’ - oma - - mCR NSCL C160 C160 TNBC
- naive eatic : pre CRC TNBC o DLBC DLBC
naive elial + pre naive PC C 160 mg mg 160
+ pre 160 240 160 160 L160 L 240
160 240 m 160 160 m m m + pre m m 240 mg 2wk- 1wk- mg
mg m 9 mg mg 9 9 g 160 9 9 mg cont on/2w on/iw  cont
9 mg k-off k-off
Arm/Gr NIR17 NIR17  NIR178  NIR17 NIR17 NIR17 NIR178 NIR17  NIR178 NIR17 NIR17 NIR17 NIR17 NIR17 NIR17 NIR17
oup 8 160 8240 160 mg 8 160 8 160 8 240 160 mg 8 160 160 mg 8 160 8240 8 240 8 160 8 160 8 160 8 160
Descrip mg mg twice mg mg mg twice mg twice mg mg mg mg mg mg mg
ti twice twice daily twice twice twice daily twice daily twice twice twice twice twice twice twice
fon daily daily continu daily daily daily continu daily continu daily daily daily daily daily2  daily 1 daily
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continu  continu ous in continu  continu  continu ous in continu ous in continu continu continu  continu  weeks week continu
ous in ous in combin ous in ous in ous in combin ous in combin ous in ous in ous in ous in on/2 on/1 ous in
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patient  patient with patient  patient  patient with patient s with patient  patient patient patient PDR0O0 PDRO0 patient
s with s with pancre s with s with s with microsa s with cutane s with s with s with s with 1in 1in s with
renal renal atic urotheli squam  squam tellite triple ous diffuse  diffuse  metast non- patient  patient triple
cell cell cancer al ous ous stable negativ. melano large large atic small s with s with negativ
carcino  carcino cancer cell cell colorect e ma, B-cell B-cell castrati cell non- non- e
ma ma carcino  carcino al breast naive lympho  lympho on lung small small breast
(RCC) (RCC), ma of ma of cancer  cancer and ma ma resista  cancer cell cell cancer
who naive head head (MSS (TNBC  pretrea (DLBC (DLBC nt (NSCL lung lung (TNBC
had not and and and CRC) ) ted L) L) prostat C) cancer  cancer )
been pretrea neck neck and with e (NSCL  (NSCL
previou ted (HNSC (HNSC RAS immun cancer C) C)
sly with C), C)who  wildtyp o- (mCRP
treated immun naive had e, RAS oncolo C)
with o- and been mutant ay
immun oncolo pretrea  pretrea and therapy
o- ay ted ted RAS
oncolo therapy with with unknow
ay immun  immun n status
therapy o- o-
oncolo  oncolo
aqy ay
therapy  therap
y
Numbe
r of
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Analyz 11 23 14 14 26 12 58 30 16 13 6 15 22 20 20 6
ed
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particip
ants]
Part 1, Media Media Media Media Media Media Media Media Media Media Media Media Media Media Media Media
2 and n n n n n n n n n n n n n n n n
3: Dose (Full (Full (Full (Full (Full (Full (Full (Full (Full (Full (Full (Full (Full (Full (Full (Full
intensit Rang Rang Range Rang Rang Rang Range Rang Rang Rang Rang Rang Rang Rang Rang Rang
y of e) e) ) e) e) e) ) e) e) e) e) e) e) e) e) e)
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PDRO00

1

(units:

mg/28

days)
3942 396.2 4000 393.1 398.2 400.0 4000 400.0 400.0 400.0 400.0 400.0 400.0 400.0 400.0 400.0
(300 (267 ’ (350 (319 (365 ) (305 (389 (386 (400 (378 (224 (300 (387 (400

to to (395 to to to to (236 to to to to to to to to to to
400) 405)

400) 431) 400) 402) 407) 404) 406) 400) 400) 404) 406) 401) 410) 400)

Part 1, 2 and 3: Number of participants with anti-PDR001 antibodies

Description 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-reduced ADA-
positive: ADA-positive 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 Up to approximately 5 years
Analysis All patients from Part 1, 2 and 3 who received at least 1 dose of NIR178 or PDR001 and had a determinant baseline immunogenicity (1G)
Population sample and at least 1 determinant post-baseline IG sample for assessing anti-PDR001 antibodies. For the safety endpoints, patients at each
Description study part with the same type of cancer who are treated at the same dose level and dosing schedule are pooled together, independently of
the immune-oncology (10) pretreatment status and RAS mutation status.
P Pa P Part  Part P P1a P P; i P; P
a a a a a : a : : a
1 b . AN Pat g Pat g, Pat Pat o Pa 2 NSCL NSCL  3:
RCC - Pancr Uroth naive . MSS - oma - - . NSCL C160 C160 TNBC
o naive . . pre TNBC .. DLBC DLBC mCRP
naive pre eatic elial + pre 240 CRC 160 naive |, Jen  L240  C 240 C 160 mg mg 160
160 240 160 160 160 m 160 + pre mg 2wk- 1wk- mg
J mg mg mg mg
mg mg mg mg mg mg 160 cont on/2w on/1w  cont
mg k-off k-off
NIR178 NIR178 NIR178 NIR178 NIR178 NIR178 NIR178 NIR178 NIR178 NIR178 NIR178 NIR178 NIR178 NIR178 NIR178 NIR178

Arm/ 160 mg

Group twice
daily

240mg 160mg 160mg 160mg 240mg 160mg 160mg 160mg 160mg 240mg 240mg 160mg 160mg 160mg 160 mg
twice twice twice twice twice twice twice twice twice twice twice twice twice twice twice
daily daily daily daily daily daily daily daily daily daily daily daily daily 2 daily 1 daily
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renal renal pancre urotheli squam squam micros triple cutane  diffuse diffuse metast non- patient  patient triple
cell cell atic al ouscell ouscell atelite negativ ous large large atic small s with s with negativ
carcino carcino cancer cancer carcino  carcino stable e melano B-cell B-cell castrati cell non- non- e
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(RCC) (RCC), head head tal cancer naive ma ma resista  cancer cell cell cancer
who naive and and cancer (TNBC) and (bLBC  (DLBC nt (NSCL lung lung (TNBC)
had not and neck neck (MSS pretrea L) L) prostat C) cancer  cancer
been pretrea (HNSC (HNSC CRC) ted e (NSCL (NSCL
previou ted C), C) who and with cancer C) C)
sly with naive had RAS immun (mCRP
treated  immun and been wildtyp o- C)
with o- pretrea  pretrea e, RAS oncolo
immun oncolo ted ted mutant ay
o- ay with with and therapy
oncolo  therapy immun immun RAS
ay o- o- unkno
therapy oncolo oncolo wn
ay ay status
therapy therapy
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er of
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(73.68
%)

14
(82.35
%)

(83.33
%)

Treat
ment-
reduc
ed
ADA-
positiv
e

0 0
(%) (%)

(1.92%

0
(%)

0
(%)

0
(%)

0
(%)

0
(%)

0
(%)

Treat
ment-
induce
d
ADA-

1
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)

(8.33%
)

(1.92%

(7.41%

0
(%)

0
(%)

0
(%)

(15.38
%)

(%)

(26.32
%)

(17.65
%)

(16.67
%)
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positiv
e

Treat
ment-
booste
d
ADA-
positiv
e

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

0 0 0 0

(%) (%) (%) (%)

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

0 0 0 0

(%) (%) (%) (%)

ADA-
inconc
lusive

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

0
(%)

(3.85% 0 0
)

(%) (%)

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

Japan Safety Run-in: Number of participants with Dose-Limiting Toxicities (DLTs)

0 0 0 0

(%) (%) (%) (%)

A dose-limiting toxicity (DLT) is defined as an adverse event or abnormal laboratory value of Common Terminology Criteria for Adverse

Events (CTCAE) grade = 3 assessed as unrelated to disease, disease progression, inter-current illness or concomitant medications, which
occurs within the first 28 days of treatment with NIR178 as single agent or in combination with PDR001 during the Japan safety run-in part of
the study. Other clinically significant toxicities may be considered to be DLTs, even if not CTCAE grade 3 or higher.

Description

Time Frame 28 days

Analysis

Population evaluations, or had experienced a DLT during Cycle 1.
Description

JSR: 80 mg cont

JSR: 160 mg cont

All patients in the Japan safety run-in who either met the minimum exposure criterion defined in the protocol and had sufficient safety

JSR: 240 mg cont

Arm/Group Description

NIR178 80 mg twice daily
continuous in combination with
PDRO0O01 (starting Cycle 2 Day

1) in the Japan safety run-in

NIR178 160 mg twice daily
continuous in combination with
PDRO0O01 (starting Cycle 2 Day

1) in the Japan safety run-in

NIR178 140 mg twice daily
continuous in combination with
PDRO0O01 (starting Cycle 1 Day

1) in the Japan safety run-in

Number of Participants Analyzed [units:
participants]

3

3

3

Japan Safety Run-in: Number of participants with
Dose-Limiting Toxicities (DLTs)
(units: participants)

Count of Participants
(Percentage)

Count of Participants
(Percentage)

Count of Participants
(Percentage)
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Japan Safety Run-in: Number of participants with Adverse Events (AEs) and Serious Adverse Events

(SAEs) during the on-treatment period

Number of participants with AEs (any AE regardless of seriousness) and SAEs, including changes from baseline in vital signs,

Description

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 0.7 years

Analysis
Population
Description

JSR: 80 mg cont

All patients from the Japan safety run-in who received at least 1 dose of NIR178 or PDR001.

JSR: 160 mg cont

JSR: 240 mg cont

Arm/Group Description

NIR178 80 mg twice daily
continuous in combination with
PDRO0O01 (starting Cycle 2 Day

1) in the Japan safety run-in

NIR178 160 mg twice daily
continuous in combination with
PDRO0O01 (starting Cycle 2 Day

1) in the Japan safety run-in

NIR178 140 mg twice daily
continuous in combination with
PDRO0O01 (starting Cycle 1 Day

1) in the Japan safety run-in

Number of Participants Analyzed [units:
participants]

3

3

3

Japan Safety Run-in: Number of participants with
Adverse Events (AEs) and Serious Adverse Events

Count of Participants

Count of Participants

Count of Participants

(SAEs) during the on-treatment period (Percentage) (Percentage) (Percentage)
(units: participants)

AEs (10?(;%) (1036%) (10%%)
Treatment-related AEs (o(/)o) (66_27%) (33.;3%)
SAEs (66.57%) (33.;3%) (33-:153%)
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0 1 0

Treatment-related SAEs (%) (33.33%) (%)
0 0 0

Fatal SAEs (%) (%) (%)
0 0 0

Treatment-related fatal SAEs

All study parts: Maximum observed plasma concentration (Cmax) of NIR178

Description

Time Frame

and 30 minutes, 1, 1.5, 2, 3, 4 and 8 hours after morning dose and 12 hours after evening dose. 1 cycle=28 days

Analysis
Population
Description

(capsule, tablet) at the same NIR178 dose level are pooled together.

NIR178 160 mg
capsule in Non-
Japanese (Part 1

NIR178 240 mg
capsule in Non-
Japanese (Part

NIR178 160 mg
tablet in Non-
Japanese (Part

JSR: 80 mg cont

JSR: 160 mg
cont

Pharmacokinetic (PK) parameters were calculated based on NIR178 plasma concentrations by using non-compartmental methods. Cmax is
defined as the maximum (peak) observed plasma concentration following a dose.

Cycle 1 Day 1 (all), Cycle 1 Day 7 (1wk-on/1wk-off), Cycle 1 Day 14 (2wk-on/2wk-off) and Cycle 1 Day 28 (continuous dosing): pre-dose, 15

Patients in the pharmacokinetic analysis set (PAS) who received NIR178 and had an available value for the outcome measure at each
timepoint. PAS consists of all patients who received one of the planned treatments, provided at least one PK parameter and did not vomit
within 4 hours after dosing with NIR178. Patients from the same ethnicity (Non-Japanese, Japanese) treated with the same formulation

JSR: 240 mg
cont

and 2) 1) 3)
Patients in Part 1 . . Patients in Part 3 NIR178 80 mg NIR178 160 mg NIR178 140 mg
Patients in Part 1 . . . . : . )
and 2 who . who received twice daily twice daily twice daily
. who received . . . . h ;
received NIR178 NIR178 160 mg continuous in continuous in continuous in
160 NIR178 240 mg fil d binati ith binati ith binati ith
Arm/Group Description mg as a as a capsule in asafi m-cpate combination w_lt combination w_lt combination w_|t
capsule in tablet in PDRO0O01 (starting  PDRO0O01 (starting = PDRO001 (starting

combination with
PDR001 400 mg
every 4 weeks

combination with
PDRO001 400 mg
every 4 weeks

combination with
PDR001 400 mg
every 4 weeks

Cycle 2 Day 1) in
the Japan safety
run-in

Cycle 2 Day 1) in
the Japan safety
run-in

Cycle 1 Day 1) in
the Japan safety
run-in

Number of Participants
Analyzed [units: participants]

206

54

6

3

3

3

All study parts: Maximum

observed plasma

concentration (Cmax) of

Geometric Mean
(Geometric

Geometric Mean
(Geometric

Geometric Mean
(Geometric

Geometric Mean
(Geometric

Geometric Mean
(Geometric

Geometric Mean
(Geometric
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Coefficient of
Variation)

NIR178
(units: ng/mL)

Coefficient of
Variation)

Coefficient of
Variation)

Coefficient of
Variation)

Coefficient of
Variation)

Coefficient of
Variation)

Cycle 1 Day 1 (all regimens)

0,
(n=206,54.6,3,3,3) 129 (335.0%)

160 (247.8%)

75.1 (382.3%)

81.8 (99.9%)

30.1 (32.9%)

234 (70.9%)

Cycle 1 Day 7 (1 wk-on/1 wk-off)

0,
(n=17,0,0,0,0,0) 576 (83.1%)

Cycle 1 Day 14 (2 wk-on/2 wk-

off) (1=11,0,0,0,0,0) 392 (212.7%)

Cycle 1 Day 28 (continuous)

(n=100,41,4,3,3,3) 297 (291.4%)

622 (154.3%)

723 (295.5%)

311 (91.5%)

167 (40.9%)

All study parts: Time to reach maximum plasma concentration (Tmax) of NIR178

Description

3760 (39.6%)

Pharmacokinetic (PK) parameters were calculated based on NIR178 plasma concentrations by using non-compartmental methods. Tmax is

defined as the time to reach maximum (peak) plasma concentration following a dose. Actual recorded sampling times were considered for the

calculations.

Time Frame

and 30 minutes, 1, 1.5, 2, 3, 4 and 8 hours after morning dose and 12 hours after evening dose. 1 cycle=28 days

Analysis
Population
Description

(capsule, tablet) at the same NIR178 dose level are pooled together.

NIR178 160 mg
capsule in Non-
Japanese (Part 1

and 2)

NIR178 240 mg

capsule in Non-

Japanese (Part
1)

NIR178 160 mg
tablet in Non-
Japanese (Part
3)

JSR: 80 mg cont

JSR: 160 mg
cont

Cycle 1 Day 1 (all), Cycle 1 Day 7 (1wk-on/1wk-off), Cycle 1 Day 14 (2wk-on/2wk-off) and Cycle 1 Day 28 (continuous dosing): pre-dose, 15

Patients in the pharmacokinetic analysis set (PAS) who received NIR178 and had an available value for the outcome measure at each
timepoint. PAS consists of all patients who received one of the planned treatments, provided at least one PK parameter and did not vomit
within 4 hours after dosing with NIR178. Patients from the same ethnicity (Non-Japanese, Japanese) treated with the same formulation

JSR: 240 mg
cont

Patients in Part 1
and 2 who
received NIR178
160 mg as a
capsule in
combination with

Arm/Group Description

Patients in Part 1
who received
NIR178 240 mg
as a capsule in
combination with
PDRO001 400 mg
every 4 weeks

Patients in Part 3
who received
NIR178 160 mg
as a film-coated
tablet in
combination with

NIR178 80 mg
twice daily
continuous in
combination with
PDRO0O01 (starting
Cycle 2 Day 1) in

NIR178 160 mg
twice daily
continuous in
combination with
PDRO0O01 (starting
Cycle 2 Day 1) in

NIR178 140 mg
twice daily
continuous in
combination with
PDRO0O01 (starting
Cycle 1 Day 1) in
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PDRO001 400 mg

PDRO001 400 mg

the Japan safety

the Japan safety

the Japan safety

every 4 weeks every 4 weeks run-in run-in run-in
Number of Participants
Analyzed [units: participants] 206 54 6 3 3 3
All study parts: Time to reach
g‘oa:cl:?nutr:;tliatlazsg';ax) of Median Median Median Median Median Median
NIR178 (Full Range) (Full Range) (Full Range) (Full Range) (Full Range) (Full Range)
(units: hours)
Cycle 1 Day 1 (all regimens) 2.00 2.13 1.50 1.50 1.50 3.00
(n=206,54,6,3,3,3) (0.250 to 8.00) (0.50 to 8.00) (0.450 to 4.05) (1.47 to 1.50) (0.583 to 3.95) (2.03 to 3.03)
Cycle 1 Day 7 (1 wk-on/1 wk-off) 1.45
(n=17,0,0,0,0,0) (0.50 to 4.00)
Cycle 1 Day 14 (2 wk-on/2 wk- 1.97
off) (n=11,0,0,0,0,0) (0.550 to 7.67)
Cycle 1 Day 28 (continuous) 2.00 2.02 1.52 1.43 1.45 2.87
(n=100,41,4,3,3,3) (0.267 to 8.00) (0.250 to 7.60) (0.50 to 3.00) (0.50 to 1.48) (0.50 to 1.50) (1.92 to 4.00)

All study parts: Area under the plasma concentration-time curve from time zero to 12 hours post dose

(AUCO0-12hr) of NIR178

PK parameters were calculated based on NIR178 plasma concentrations by using non-compartmental methods. The linear trapezoidal

Description

method was used for AUCO0-12hr calculation.

Time Frame

and 30 minutes, 1, 1.5, 2, 3, 4 and 8 hours after morning dose and 12 hours after evening dose. 1 cycle=28 days

Analysis
Population
Description

(capsule, tablet) at the same NIR178 dose level are pooled together.

NIR178 160 mg
capsule in Non-

NIR178 240 mg
capsule in Non-

NIR178 160 mg
tablet in Non-

JSR: 80 mg cont

JSR: 160 mg
cont

Cycle 1 Day 1 (all), Cycle 1 Day 7 (1wk-on/1wk-off), Cycle 1 Day 14 (2wk-on/2wk-off) and Cycle 1 Day 28 (continuous dosing): pre-dose, 15

Patients in the pharmacokinetic analysis set (PAS) who received NIR178 and had an available value for the outcome measure at each
timepoint. PAS consists of all patients who received one of the planned treatments, provided at least one PK parameter and did not vomit
within 4 hours after dosing with NIR178. Patients from the same ethnicity (Non-Japanese, Japanese) treated with the same formulation

JSR: 240 mg
cont

Page 71



(') NOVARTIS

Japanese (Part 1
and 2)

Japanese (Part
1)

Japanese (Part

3)

Arm/Group Description

Patients in Part 1
and 2 who
received NIR178
160 mg as a
capsule in
combination with
PDR001 400 mg
every 4 weeks

Patients in Part 1
who received
NIR178 240 mg
as a capsule in
combination with
PDR001 400 mg
every 4 weeks

Patients in Part 3
who received
NIR178 160 mg
as a film-coated
tablet in
combination with
PDR001 400 mg
every 4 weeks

NIR178 80 mg
twice daily
continuous in
combination with
PDRO001 (starting
Cycle 2 Day 1) in
the Japan safety
run-in

NIR178 160 mg
twice daily
continuous in
combination with
PDRO0O01 (starting
Cycle 2 Day 1) in
the Japan safety
run-in

NIR178 140 mg
twice daily
continuous in
combination with
PDRO0O01 (starting
Cycle 1 Day 1) in
the Japan safety
run-in

Number of Participants
Analyzed [units: participants]

95

24

4

3

2

1

All study parts: Area under the
plasma concentration-time

Geometric Mean

Geometric Mean

Geometric Mean

Geometric Mean

Geometric Mean

Geometric Mean

curve from time zero to 12 (Geometric (Geometric (Geometric (Geometric (Geometric (Geometric
hours post dose (AUCO0-12hr) Coefficient of Coefficient of Coefficient of Coefficient of Coefficient of Coefficient of
of NIR178 Variation) Variation) Variation) Variation) Variation) Variation)
(units: hr*ng/mL)

Cycle 1 Day 1 (all regimens) o o o o o

(n=95.24.4.32.1) 295 (198.3%) 487 (126.3%) 232 (437.4%) 170 (124.9%) 63.3 (88.0%) 550
Cycle 1 Day 7 (1 wk-on/1 wk-off)

(n=12,0,0,0,0,0) 1260 (63.2%)

Cycle 1 Day 14 (2 wk-on/2 wk- o

off) (1=7,0,0,0,0,0) 1680 (94.4%)

Cycle 1 Day 28 (continuous) 918 (187.5%) 1620 (147.9%) 938 (412.2%) 697 (131.8%) 242 (13.5%) 12800

(n=63,24,3,3,2,1)

All study parts: Maximum observed plasma concentration (Cmax) of NJI765 (NIR178 metabolite)

Description

Time Frame

and 30 minutes, 1, 1.5, 2, 3, 4 and 8 hours after morning dose and 12 hours after evening dose. 1 cycle=28 days

NJI765 is a NIR178 metabolite. PK parameters were calculated based on NJI765 plasma concentrations by using non-compartmental
methods. Cmax is defined as the maximum (peak) observed plasma concentration following a dose.

Cycle 1 Day 1 (all), Cycle 1 Day 7 (1wk-on/1wk-off), Cycle 1 Day 14 (2wk-on/2wk-off) and Cycle 1 Day 28 (continuous dosing): pre-dose, 15
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Analysis
Population
Description

(capsule, tablet) at the same NIR178 dose level are pooled together.

NIR178 160 mg
capsule in Non-
Japanese (Part 1

and 2)

NIR178 240 mg

capsule in Non-

Japanese (Part
1)

NIR178 160 mg
tablet in Non-
Japanese (Part
3)

JSR: 80 mg cont

JSR: 160 mg
cont

Patients in the pharmacokinetic analysis set (PAS) who received NIR178 and had an available value for the outcome measure at each
timepoint. PAS consists of all patients who received one of the planned treatments, provided at least one PK parameter and did not vomit
within 4 hours after dosing with NIR178. Patients from the same ethnicity (Non-Japanese, Japanese) treated with the same formulation

JSR: 240 mg
cont

Arm/Group Description

Patients in Part 1
and 2 who
received NIR178
160 mg as a
capsule in
combination with
PDRO001 400 mg
every 4 weeks

Patients in Part 1
who received
NIR178 240 mg
as a capsule in
combination with
PDRO001 400 mg
every 4 weeks

Patients in Part 3
who received
NIR178 160 mg
as a film-coated
tablet in
combination with
PDRO001 400 mg
every 4 weeks

NIR178 80 mg
twice daily
continuous in
combination with
PDRO0O01 (starting
Cycle 2 Day 1) in
the Japan safety
run-in

NIR178 160 mg
twice daily
continuous in
combination with
PDRO0O01 (starting
Cycle 2 Day 1) in
the Japan safety
run-in

NIR178 140 mg
twice daily
continuous in
combination with
PDRO0O01 (starting
Cycle 1 Day 1) in
the Japan safety
run-in

Number of Participants
Analyzed [units: participants]

201

54

6

2

3

3

All study parts: Maximum
observed plasma

Geometric Mean

Geometric Mean

Geometric Mean

Geometric Mean

Geometric Mean

Geometric Mean

concentration (Cmax) of (Geometric (Geometric (Geometric (Geometric (Geometric (Geometric

NJI765 (NIR178 metabolite) Coefficient of Coefficient of Coefficient of Coefficient of Coefficient of Coefficient of
. Variation) Variation) Variation) Variation) Variation) Variation)

(units: ng/mL)

Cycle 1 Day 1 (all regimens) 25.5 (85.2%) 33.7 (64.2%) 20.1 (99.2%) 25.9 (77.0%) 28.5 (99.9%)

(n=201,54,6,0,3,3)

Cycle 1 Day 7 (1 wk-on/1 wk-off)
(n=17,0,0,0,0,0)

62.9 (39.4%)

Cycle 1 Day 14 (2 wk-on/2 wk-
off) (n=8,0,0,0,0,0)

71.3 (43.3%)

Cycle 1 Day 28 (continuous)
(n=96,40,4,2,3,3)

42.6 (82.2%)

77.3 (49.9%)

54.1 (102.4%)

45.6 (74.0%)

53.9 (64.2%)

111 (36.6%)
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All study parts: Time to reach maximum plasma concentration (Tmax) of NJI765 (NIR178 metabolite)

Description

NJI765 is a NIR178 metabolite. Pharmacokinetic (PK) parameters were calculated based on NJI765 plasma concentrations by using non-

compartmental methods. Tmax is defined as the time to reach maximum (peak) plasma concentration following a dose. Actual recorded
sampling times were considered for the calculations.

Time Frame

and 30 minutes, 1, 1.5, 2, 3, 4 and 8 hours after morning dose and 12 hours after evening dose. 1 cycle=28 days

Analysis
Population
Description

(capsule, tablet) at the same NIR178 dose level are pooled together.

NIR178 160 mg
capsule in Non-
Japanese (Part 1

and 2)

NIR178 240 mg

capsule in Non-

Japanese (Part
1)

NIR178 160 mg
tablet in Non-
Japanese (Part
3)

JSR: 80 mg cont

JSR: 160 mg
cont

Cycle 1 Day 1 (all), Cycle 1 Day 7 (1wk-on/1wk-off), Cycle 1 Day 14 (2wk-on/2wk-off) and Cycle 1 Day 28 (continuous dosing): pre-dose, 15

Patients in the pharmacokinetic analysis set (PAS) who received NIR178 and had an available value for the outcome measure at each
timepoint. PAS consists of all patients who received one of the planned treatments, provided at least one PK parameter and did not vomit
within 4 hours after dosing with NIR178. Patients from the same ethnicity (Non-Japanese, Japanese) treated with the same formulation

JSR: 240 mg
cont

Arm/Group Description

Patients in Part 1
and 2 who
received NIR178
160 mg as a
capsule in
combination with
PDRO001 400 mg

Patients in Part 1
who received
NIR178 240 mg
as a capsule in
combination with
PDRO001 400 mg
every 4 weeks

Patients in Part 3
who received
NIR178 160 mg
as a film-coated
tablet in
combination with
PDRO001 400 mg

NIR178 80 mg
twice daily
continuous in
combination with
PDRO001 (starting
Cycle 2 Day 1) in
the Japan safety

NIR178 160 mg
twice daily
continuous in
combination with
PDRO001 (starting
Cycle 2 Day 1) in
the Japan safety

NIR178 140 mg
twice daily
continuous in
combination with
PDRO001 (starting
Cycle 1 Day 1) in
the Japan safety

every 4 weeks every 4 weeks run-in run-in run-in
2::;;):; ]EuF::trtsl c ;)pai:’tnitzsipants] 201 54 6 2 3 3
All study parts: Time to reach
::noarfci::;nl:jtrrgtri’rrls(r'rl!?nax) of Median Median Median Median Median Median
NJI765 (NIR178 metabolite) (Full Range) (Full Range) (Full Range) (Full Range) (Full Range) (Full Range)
(units: hours)
Cycle 1 Day 1 (all regimens) 2.00 2.08 210 1.95 3.00
(n=201,54,6,0,3,3) (0.250 to 8.05) (0.50 to 8.00) (0.450 to 4.05) (0.583 to 2.00) (2.03 to 3.03)
Cycle 1 Day 7 (1 wk-on/1 wk-off) 1.50

(n=17,0,0,0,0,0)

(0.50 to 4.00)
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Cycle 1 Day 14 (2 wk-on/2 wk- 1.98

off) (n=8,0,0,0,0,0) (0.550 to 3.00)

Cycle 1 Day 28 (continuous) 2.00 2.10 0.750 2.23 1.45 2.87
(n=96,40,4,2,3,3) (0.483 to 8.03) (0.250 to 7.88) (0.50 to 2.03) (1.43 to 3.02) (0.50 to 1.50) (1.92 to 4.00)

All study parts: Area under the plasma concentration-time curve from time zero to 12 hours post dose
(AUCO0-12hr) of NJI765 (NIR178 metabolite)

Description NJI765 is a NIR178 metabolite. PK parameters were calculated based on NJI765 plasma concentrations by using non-compartmental
methods. The linear trapezoidal method was used for AUCO-12hr calculation.

Time Frame Cycle 1 Day 1 (all), Cycle 1 Day 7 (1wk-on/1wk-off), Cycle 1 Day 14 (2wk-on/2wk-off) and Cycle 1 Day 28 (continuous dosing): pre-dose, 15
and 30 minutes, 1, 1.5, 2, 3, 4 and 8 hours after morning dose and 12 hours after evening dose. 1 cycle=28 days

Analysis Patients in the pharmacokinetic analysis set (PAS) who received NIR178 and had an available value for the outcome measure at each

Population timepoint. PAS consists of all patients who received one of the planned treatments, provided at least one PK parameter and did not vomit

Description within 4 hours after dosing with NIR178. Patients from the same ethnicity (Non-Japanese, Japanese) treated with the same formulation

(capsule, tablet) at the same NIR178 dose level are pooled together.

NIR178 160 mg
capsule in Non-
Japanese (Part 1

and 2)

NIR178 240 mg

capsule in Non-

Japanese (Part
1)

NIR178 160 mg
tablet in Non-
Japanese (Part
3)

JSR: 80 mg cont

JSR: 160 mg
cont

JSR: 240 mg
cont

Arm/Group Description

Patients in Part 1
and 2 who
received NIR178
160 mg as a
capsule in
combination with
PDRO001 400 mg
every 4 weeks

Patients in Part 1
who received
NIR178 240 mg
as a capsule in
combination with
PDRO001 400 mg
every 4 weeks

Patients in Part 3
who received
NIR178 160 mg
as a film-coated
tablet in
combination with
PDRO001 400 mg
every 4 weeks

NIR178 80 mg
twice daily
continuous in
combination with
PDRO0O01 (starting
Cycle 2 Day 1) in
the Japan safety
run-in

NIR178 160 mg
twice daily
continuous in
combination with
PDRO0O01 (starting
Cycle 2 Day 1) in
the Japan safety
run-in

NIR178 140 mg
twice daily
continuous in
combination with
PDRO0O01 (starting
Cycle 1 Day 1) in
the Japan safety
run-in

Number of Participants
Analyzed [units: participants]

62

20

2

0

3

1

All study parts: Area under the
plasma concentration-time
curve from time zero to 12
hours post dose (AUCO0-12hr)

Geometric Mean
(Geometric

Geometric Mean
(Geometric

Geometric Mean
(Geometric

Geometric Mean
(Geometric

Geometric Mean
(Geometric

Geometric Mean
(Geometric
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of NJI765 (NIR178 metabolite) Coefficient of Coefficient of Coefficient of Coefficient of Coefficient of Coefficient of
(units: hr*ng/mL) Variation) Variation) Variation) Variation) Variation) Variation)

Cycle 1 Day 1 (all regimens)
(n=62,20,2,0,3,1)

Cycle 1 Day 7 (1 wk-on/1 wk-off)
(n=8,0,0,0,0,0)

Cycle 1 Day 14 (2 wk-on/2 wk-
off) (n=5,0,0,0,0,0)

98.2 (87.1%) 122 (75.6%) 77.1 (35.9%) 117 (68.2%) 119

243 (57.5%)

288 (23.7%)

Cycle 1 Day 28 (continuous)

(n=41,16,2,0,2,1) 214 (76.6%) 382 (43.7%) 226 (147.0%) 277 (69.0%) 362

All study parts: Maximum observed serum concentration (Cmax) of PDR001

Description PK parameters were calculated based on PDR001 serum concentrations by using non-compartmental methods. Cmax is defined as the
maximum (peak) observed serum concentration following a dose.

Time Frame First dose (Cycle 1 Day 1 or Cycle 2 Day 1 for Japanese patients treated with NIR178 80 or 160 mg) and Cycle 3 Day 1: pre-infusion, 1, 168,
336, 504 and 672 hours after end of infusion. Average duration of infusion=30 minutes. 1 cycle=28 days

Analysis Patients in the pharmacokinetic analysis set (PAS) who received PDR001 and had an available value for the outcome measure at each
Population timepoint. PAS consists of all patients who received one of the planned treatments, provided at least one PK parameter and did not vomit
Description within 4 hours after dosing with NIR178. Patients from the same ethnicity (Non-Japanese, Japanese) treated at the same PDR001 dose level

are pooled together.

Non-Japanese patients Japanese patients
Patients in Parts 1, 2 and 3 who Patients in the Japanese safety run-in
Arm/Group Description received NIR178 (any dose level) in part who received NIR178 (any dose
P P combination with PDR001 400 mg every level) in combination with PDR001 400
4 weeks mg every 4 weeks
Number of Participants Analyzed [units: participants] 257 3
Qg;:)l:ﬂ]y parts: Maximum observed serum concentration (Cmax) of Geometric Mean Geometric Mean
b (Geometric Coefficient of Variation) (Geometric Coefficient of Variation)
(units: ug/mL)
First dose (Cycle 1 Day 1 or Cycle 2 Day 1) (n=257,3) 93.2 (30.8%) 85.0 (12.8%)
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Cycle 3 Day 1 (n=132,1) 126 (37.4%) 119

All study parts: Time to reach maximum serum concentration (Tmax) of PDR001

Description PK parameters were calculated based on PDR001 serum concentrations by using non-compartmental methods. Tmax is defined as the time
to reach maximum (peak) serum concentration following a dose. Actual recorded sampling times were considered for the calculations.

Time Frame First dose (Cycle 1 Day 1 or Cycle 2 Day 1 for Japanese patients treated with NIR178 80 or 160 mg) and Cycle 3 Day 1: pre-infusion, 1, 168,
336, 504 and 672 hours after end of infusion. Average duration of infusion=30 minutes. 1 cycle=28 days

Analysis Patients in the pharmacokinetic analysis set (PAS) who received PDR001 and had an available value for the outcome measure at each
Population timepoint. PAS consists of all patients who received one of the planned treatments, provided at least one PK parameter and did not vomit
Description within 4 hours after dosing with NIR178. Patients from the same ethnicity (Non-Japanese, Japanese) treated at the same PDR001 dose level

are pooled together.

Non-Japanese patients Japanese patients
Patients in Parts 1, 2 and 3 who Patients in the Japanese safety run-in
Arm/Groub Describtion received NIR178 (any dose level) in part who received NIR178 (any dose
P P combination with PDR001 400 mg every level) in combination with PDR001 400
4 weeks mg every 4 weeks
Number of Participants Analyzed [units: participants] 257 3
All study parts: Time to reach maximum serum concentration Median Median
(Tmax) of PDR0O1 (Full Range) (Full Range)
(units: hours)
First dose (Cycle 1 Day 1 or Cycle 2 Day 1) (n=257,3) 1.50 1.50
y y y y ’ (0.333 to 718) (1.48 to 1.52)
_ 1.50 1.65
Cycle 3 Day 1 (n=132,1) (0.550 to 358) (1.65 to 1.65)

All study parts: Area under the serum concentration-time curve from time zero to 28 days post dose
(AUCO0-28day) of PDR001

Description PK parameters were calculated based on PDR001 serum concentrations by using non-compartmental methods. The linear trapezoidal
method was used for AUCO0-28day calculation.

Page 77



(') NOVARTIS

Time Frame First dose (Cycle 1 Day 1 or Cycle 2 Day 1 for Japanese patients treated with NIR178 80 or 160 mg) and Cycle 3 Day 1: pre-infusion, 1, 168,
336, 504 and 672 hours after end of infusion. Average duration of infusion=30 minutes. 1 cycle=28 days

Analysis Patients in the pharmacokinetic analysis set (PAS) who received PDR001 and had an available value for the outcome measure at each
Population timepoint. PAS consists of all patients who received one of the planned treatments, provided at least one PK parameter and did not vomit
Description within 4 hours after dosing with NIR178. Patients from the same ethnicity (Non-Japanese, Japanese) treated at the same PDR001 dose level

are pooled together.

Non-Japanese patients Japanese patients
Patients in Parts 1, 2 and 3 who Patients in the Japanese safety run-in
Arm/Groub Description received NIR178 (any dose level) in part who received NIR178 (any dose
P P combination with PDR001 400 mg every level) in combination with PDR001 400
4 weeks mg every 4 weeks
Number of Participants Analyzed [units: participants] 236 3
All study parts: Area under the serum concentration-time curve Geometric Mean Geometric Mean
from -tlme*zero to 28 days post dose (AUC0-28day) of PDR001 (Geometric Coefficient of Variation) (Geometric Coefficient of Variation)
(units: day*ug/mL)
First dose (Cycle 1 Day 1 or Cycle 2 Day 1) (n=236,3) 1140 (31.2%) 1110 (13.9%)
Cycle 3 Day 1 (n=36,0) 2030 (41.3%)

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

Description On-treatment and post-treatment safety follow-up deaths were collected from first dose of study medication to 150 days after last dose of
NIR178+PDRO001. Survival follow-up deaths were collected from 151 days after last dose of NIR178+PDR001 until end of study. All deaths
refer to the sum of on-treatment and post-treatment safety follow-up deaths plus survival follow-up deaths.

Time Frame On-treatment and safety follow-up (FU) deaths: up to 4.3 years (Part 1), 5.1 years (Part 2), 0.9 years (Part 3) and 0.9 years (JSR). Survival
FU deaths: up to 4.3 years (Part 1), 5.1 years (Part 2) and 0.9 years (Part 3) and 0.9 years (JSR)

Page 78



(') NOVARTIS

Analysis All patients who received at least one dose of study treatment. Patients at each study part with the same type of cancer who are treated at the
Population same dose level and dosing schedule are pooled together, independently of the immune-oncology (IO) pretreatment status and RAS mutation
Description status.
Part 1:
. . Part 1:
Part1: Fat1 paq: part1: P pag: partt:  Melano _  Part1:
RCC H-N Part 1: Part 1: Part 1:
RCC .. Pancre Urothel .. H-N MSS ma mCRP
- naive + - - naive + TNBC .. DLBCL DLBCL
naive atic 160 ial 160 pre 240 CRC naive + C 240
160 mg pre 240 mg mg pre 160 mg 160 mg 160 mg pre 160 160 mg 240 mg mg
mg mg
mg
NIR178
NIR178 NIR178
160 mg 160mg Zpomg  NIRTT
twice ~ NIR178 twice duil awice’ NIR178
daily 240 mg daily 'y ( 160 mg NIR178
continuo twice continuo continuo daily twice 240 mg
us in dail us in usin - continuou  \ipq47g  gai NIR178 — NIR178 "y ice
combina continyuo combina combina s in 160 m continyuo 160 mg 240 mg dail
vl NIR178  NIR178 (2003 tion with  combinati ' . ™9 s twice twice 8V
PDRO01 combina  190M9  160mg  phpagy  PDROOT  on with daily  combinat 92V daily us in
in tion with twice twice in in PDRO01 continuo ion with continuo - continuo combina
atients PDRo01 43l daily atients ~ Patients in usin  PDRO01 _USin usin - ion with
P with in continuo  continuo P with with patients combina in combina  combina PDRO0O1
. usin usin squamo with f h . tion with  tion with .
Arm/Group Description i P combinat combina EEEY  uscell microsate pproy PG PDROOT  PDRODT il
P P carcino renal cell ion with tion with carcino carcino lite in cutaneo in in P with
ma carcino PDRO001 PDRO001 ma of ma of stable atients us patients patients metastat
(RCC) ma in in head head colorectal P with melano with with ic
who had (RCC) pati_ents pati_ents and and cancer triple ma diffuse diffuse castratio
not been naive with with neck neck (MSS negative naive large B~ large B- n
revious and pancreati  urothelia (HNSCC (HNSCC CRC) breast and cell cell resistant
P ccancer |cancer . ) who and RAS lympho lympho
ly pretreate ), naive had wildtype cancer pretreate ma ma prostate
trea_lted _ d with and been RAS (TNBC) . d with (DLBCL) (DLBCL) cancer
with immuno- pretreate immuno- (mCRPC
immuno-  oncology d with pretreate mutant oncology )
oncolo thera immuno- d with and RAS thera
y 9 Py oncology immuno-  unknown Py
oncology status
therapy therapy therapy
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Number of Participants

Analyzed [units: 11 23 14 14 26 12 58 30 16 13 15
participants]
All-Collected Deaths
(units: participants)
On-treatment and post-
treatment safety follow-up
deaths 4 6 10 6 8 4 22 9 7 9 2
(n=11,23,14,14,26,12,58,30,
16,13,6,15)
Survival follow-up deaths
(n=7,17,4,8,18,8,36,21,9,4,4, 3 7 3 4 12 4 22 12 8 2 7
13)
All deaths
(n=11,23,14,14,26,12,58,30, 7 13 13 10 20 8 44 21 15 11 9
16,13,6,15)
Part 2, Part 3 and Japan safety run-in:
. Part 2: Part 2: .
NS'?L"EZ{ so NSCLC160 NscLC160 P03 =~ JsR:80  JSR:160  JSR:240
ma cont mg 2wk- mg 1wk- ma cont mg cont mg cont mg cont
9 on/2wk-off on/1wk-off g
NIR178 160 NIR178 160 NIR178 160
mg twice mg twice mg twice NIR178 160 NIR178 80 NIR178 160 NIR178 140
daily daily 2 daily 1 mg twice mg twice mg twice mg twice
continuous  weeks on/2  week on/1 daily daily daily daily
in weeks offin  week off in contl_nuous contl_nuous contl_nuous contl_nuous
combination combination combination in n n n
Arm/G_ro_up with with with combination combination combination combination
Description PDR001in  PDRO01in  PDROOT in with with with with
patients patients patients PDRO001 in PDRO001 PDRO001 PDRO001
with non- with non- with non- gatiepts (starting (starting (starting
small cell small cell small cell with triple  Cycle 2 Day  Cycle 2 Day Cycle 1 Day
lung cancer  lung cancer  lung cancer ~ negative 1)inthe 1)inthe 1)inthe
(NSCLC) (NSCLC) (NSCLC) breast Japan Japan Japan
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cancer
(TNBC)

safety run-
in

safety run-
in

safety run-
in

Number of
Participants
Analyzed [units:
participants]

22

20

20

All-Collected Deaths
(units: participants)

On-treatment and
post-treatment
safety follow-up
deaths
(n=22,20,20,6,3,3,3)

Survival follow-up
deaths
(n=16,16,14,2,0,0,1)

All deaths
(n=22,20,20,6,3,3,3)

Safety Results

Time Frame

13

13

On-treatment and post-treatment safety follow-up: from first dose of study treatment to 150 days after last dose of NIR178+PDR001, up
to 4.3 years (Part 1), 5.1 years (Part 2), 0.9 years (Part 3) and 0.9 years (Japan safety run-in; JSR). Deaths in survival period: from 151
days after last dose of NIR178+PDRO001 until end of study, up to 4.3 years (Part 1), 5.1 years (Part 2), 0.9 years (Part 3) and 0.9 years

(JSR).

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 (26.0)
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Collection
Approach
Default

for Table

Systematic Assessment

All-Cause Mortality
Part 1 — On-treatment and safety follow-up:

Part 1: Part 1: Part 1:
Part 1: RCC Part 1: H-N Part 1: Melanom
RCC naive +  Pancreat Part 1: naive + Part 1: MSS Part 1: a naive + Part 1: Part 1: Part 1:
naive pre 240 ic 160 Urothelia pre 160 H-N pre CRC 160 TNBC pre 160 DLBCL DLBCL mCRPC
160 mg mg mg 1160 mg mg 240 mg mg 160 mg mg 160 mg 240 mg 240 mg
N=11 N =23 N=14 N=14 N =26 N =12 N =58 N =30 N=16 N=13 N=6 N=15
NIR178 NIR178 NIR178 NIR178 NIR178 NIR178 NIR178 NIR178 NIR178 NIR178 NIR178 NIR178
160 mg 240 mg 160 mg 160 mg 160 mg 240 mg 160 mg 160 mg 160 mg 160 mg 240 mg 240 mg
twice daily  twice daily  twice daily  twice daily  twice daily  twice daily  twice daily  twice daily  twice daily  twice daily  twice daily  twice daily
continuous  continuous  continuous  continuous  continuous  continuous  continuous  continuous  continuous  continuous  continuous  continuous
in in in in in in in in in in in in
combinatio combinatio combinatio combinatio combinatio combinatio combinatio combinatio combinatio combinatio combinatio combinatio
n with n with n with n with n with n with n with n with n with n with n with n with
PDR001in PDR001in PDR001in PDRO001in PDRO001in PDRO001in PDRO001in PDRO0O01in PDRO0O01in PDRO001in PDR001in PDRO001 in
patients patients patients patients patients patients patients patients patients patients patients patients
with renal with renal with with with with with with triple with with with with
cell cell pancreatic urothelial squamous  squamous  microsatell negative cutaneous diffuse diffuse metastatic
Arm/Gr  carcinoma  carcinoma cancer. cancer. cell cell ite stable breast melanoma, large B- large B- castration
oup (RCC) who (RCC), Safety Safety carcinoma  carcinoma colorectal cancer naive and cell cell resistant
Descri had not naive and data up to data up to of head of head cancer (TNBC). pretreated  lymphoma  lymphoma prostate
ption been pretreated 150 days 150 days and neck and neck (MSS Safety with (DLBCL). (DLBCL). cancer
previously with after last after last (HNSCC), (HNSCC) CRC) and data up to immuno- Safety Safety (mCRPC).
treated immuno- dose of dose of naive and who had RAS 150 days oncology data up to data up to Safety
with oncology NIR178+P  NIR178+P  pretreated been wildtype, after last therapy. 150 days 150 days data up to
immuno- therapy. DRO001 DRO001 with pretreated RAS dose of Safety after last after last 150 days
oncology Safety immuno- with mutant NIR178+P  data up to dose of dose of after last
therapy. data up to oncology immuno- and RAS DRO0O01 150 days NIR178+P  NIR178+P dose of
Safety 150 days therapy. oncology unknown after last DRO001 DRO0O01 NIR178+P
data up to after last Safety therapy. status. dose of DRO001
150 days dose of data up to Safety Safety NIR178+P
after last NIR178+P 150 days data up to data up to DRO001
dose of DRO001 after last 150 days 150 days
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NIR178+P dose of after last after last
DRO001 NIR178+P dose of dose of
DRO001 NIR178+P NIR178+P
DRO0O01 DRO001
Total 4 6 10 6 8 4 22 9 7 9 2 2
Numbe
r
Affecte
d
Total 11 23 14 14 26 12 58 30 16 13 6 15
Numbe
r At
Risk
Part 2, Part 3 and Japan safety run-in — On-treatment and safety follow-up:
Part 2: NSCLC Part 2: NSCLC
Part 2: NSCLC 160 mg 2wk- 160 mg 1wk- Part 3: TNBC JSR: 80 mg JSR: 160 mg JSR: 240 mg
160 mg cont on/2wk-off on/1wk-off 160 mg cont cont cont cont
N =22 N =20 N =20 N=6 N=3 N=3 N=3
NIR178 160 mg NIR178 160 mg NIR178 160 mg NIR178 160 mg NIR178 80 mg NIR178 160 mg NIR178 140 mg
twice daily twice daily 2 twice daily 1 twice daily twice daily twice daily twice daily
continuous in weeks on/2 week on/1 week continuous in continuous in continuous in continuous in
combination with weeks off in off in combination with  combination with  combination with  combination with
PDRO001 in combination with  combination with PDRO0O01 in PDRO0O01 (starting PDRO001 (starting PDRO0O01 (starting
patients with PDRO001 in PDRO001 in patients with Cycle 2 Day 1)in Cycle 2 Day 1)in  Cycle 1 Day 1) in

the Japan safety

Arm/Group non-small cell patients with patients with triple negative the Japan safety  the Japan safety
Description lung cancer non-small cell non-small cell breast cancer run-in. Safety run-in. Safety run-in. Safety
(NSCLC). Safety lung cancer lung cancer (TNBC). Safety data up to 150 data up to 150 data up to 150
data up to 150 (NSCLC). Safety  (NSCLC). Safety data up to 150 days after last days after last days after last
days after last data up to 150 data up to 150 days after last dose of dose of dose of
dose of days after last days after last dose of NIR178+PDR001 NIR178+PDR001 NIR178+PDR001
NIR178+PDRO001 dose of dose of NIR178+PDRO001
NIR178+PDR001 NIR178+PDR001
Total 6 4 6 4 2 0 1
Number
Affected
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Total 22 20 20 3 3 3
Number At
Risk
Part 1 — Survival period:
Part 1: Part 1: Part 1:
RCC RCC Part 1: Part 1: Part1: H- Part 1: H- Part 1: Part 1: Melanom Part 1: Part 1: Part 1:
naive naive + Pancreat Urothelia N naive + N pre MSS TNBC a naive + DLBCL DLBCL mCRPC
160 pre 240 ic 160 1160 pre 160 240 CRC 160 160 pre 160 160 240 240
mg_Surv. mg_Surv. mg_Surv mg_Surv mg_Surv mg_Surv mg_Surv mg_Surv mg_Surv mg_Surv mg_Surv mg_Surv
ival ival ival ival ival ival ival ival ival ival ival ival
period period period period period period period period period period period period
N=7 N =17 N=4 N=8 N=18 N=8 N =36 N=21 N=9 N=4 N=4 N=13
Deaths Deaths Deaths Deaths Deaths Deaths Deaths Deaths Deaths Deaths Deaths Deaths
collected collected collected collected collected collected collected collected collected collected collected collected
in the in the in the in the in the in the in the in the in the in the in the in the
survival survival survival survival survival survival survival survival survival survival survival survival
follow-up  follow-up  follow-up  follow-up  follow-up  follow-up  follow-up  follow-up  follow-up  follow-up  follow-up  follow-up
period period period period period period period period period period period period
(starting (starting (starting (starting (starting (starting (starting (starting (starting (starting (starting (starting
Arm/ fromDay fromDay fromDay fromDay fromDay fromDay fromDay fromDay fromDay fromDay fromDay from Day
Grou 151 after 151 after 151 after 151 after 151 after 151 after 151 after 151 after 151 after 151 after 151 after 151 after
p lastdose lastdose lastdose lastdose lastdose lastdose lastdose lastdose lastdose lastdose lastdose last dose
Descr of of of of of of of of of of of of
iption NIR178+ NIR178+ NIR178+ NIR178+ NIR178+ NIR178+ NIR178+ NIR178+ NIR178+ NIR178+ NIR178+ NIR178+
PDR001). PDRO001). PDRO001). PDRO001). PDRO001). PDR001). PDRO001). PDR001). PDRO001). PDR001). PDRO001). PDRO001).
No AEs No AEs No AEs No AEs No AEs No AEs No AEs No AEs No AEs No AEs No AEs No AEs
were were were were were were were were were were were were
collected  collected collected collected collected collected collected collected  collected collected collected collected
during during during during during during during during during during during during
this this this this this this this this this this this this
period period. period. period. period. period. period. period. period. period. period. period.
Total 3 7 3 4 12 4 22 12 8 2 3 7
Numb
er
Affect
ed
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Total
Numb
er At
Risk

7 17

18

Part 2, Part 3 and Japan safety run-in — Survival period:

Part 2: NSCLC
160 mg
cont_Survival
period
N=16

Part 2: NSCLC
160 mg 2wk-
on/2wk-
off_Survival
period
N=16

Part 2: NSCLC
160 mg 1wk-
on/1wk-
off_Survival
period
N=14

8 36

Part 3: TNBC 160
mg
cont_Survival
period
N=2

21 9

JSR: 80 mg
cont_Survival
period
N=0

JSR: 160 mg
cont_Survival
period
N=0

JSR: 240 mg
cont_Survival
period
N=1

Deaths collected
in the survival
follow-up period
(starting from Day

Deaths collected
in the survival
follow-up period
(starting from Day

Deaths collected
in the survival
follow-up period
(starting from Day

Deaths collected
in the survival
follow-up period

Deaths collected
in the survival
follow-up period

Deaths collected
in the survival
follow-up period

Deaths collected
in the survival
follow-up period

Arm/Group (starting from Day  (starting from Day (starting from Day (starting from Day

Descriptio 151 after last 151 after last 151 after last 151 after last 151 after last 151 after last 151 after last

n dose of dose of dose of dose of dose of dose of dose of

NIR178+PDR001) NIR178+PDR001) NIR178+PDR001) NIR178+PDR001) NIR178+PDR001) NIR178+PDR001) NIR178+PDR001)
. No AEs were . No AEs were . No AEs were . No AEs were . No AEs were . No AEs were . No AEs were
collected during collected during collected during collected during collected during collected during collected during
this period. this period. this period. this period. this period. this period. this period.

Total 8 9 7 1 0 0 1

Number

Affected

Total 16 16 14 2 0 0 1

Number At

Risk

Serious Adverse Events

Page 85



(') NOVARTIS

Time Frame

On-treatment and post-treatment safety follow-up: from first dose of study treatment to 150 days after last dose of NIR178+PDR001, up
to 4.3 years (Part 1), 5.1 years (Part 2), 0.9 years (Part 3) and 0.9 years (Japan safety run-in; JSR). Deaths in survival period: from 151
days after last dose of NIR178+PDRO001 until end of study, up to 4.3 years (Part 1), 5.1 years (Part 2), 0.9 years (Part 3) and 0.9 years

(JSR).

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 (26.0)

Collection
Approach for Table Systematic Assessment
Default
Part 1:
Part 1:
Part 1: Part 1: Melano
Part 1: RCC Part 1: Part 1: H-N Part 1: ma
RCC naive + Pancrea Urotheli naive + Part 1: MSS Part 1: naive + Part 1: Part 1: Part 1:
naive pre 240 tic 160 al 160 pre 160 H-N pre CRC 160 TNBC pre 160 DLBCL DLBCL mCRPC
160 mg mg mg mg mg 240 mg mg 160 mg mg 160 mg 240 mg 240 mg
N=11 N=23 N=14 N=14 N =26 N=12 N =58 N =30 N=16 N=13 N=6 N=15
NIR178 NIR178 NIR178 NIR178 NIR178 NIR178 NIR178 NIR178 NIR178 NIR178 NIR178 NIR178
160 mg 240 mg 160 mg 160 mg 160 mg 240 mg 160 mg 160 mg 160 mg 160 mg 240 mg 240 mg
twice daily  twice daily  twice daily  twice daily twice daily twice daily  twice daily twice daily twice daily twice daily twice daily twice daily
continuou  continuou  continuou  continuou  continuou  continuou  continuou  continuou  continuou  continuou  continuou  continuou
sin sin sin sin sin sin sin sin sin sin sin sin
combinati combinati combinati combinati combinati combinati combinati combinati combinati combinati combinati combinati
on with on with on with on with on with on with on with on with on with on with on with on with
Arm/Group PDRO001 PDRO001 PDRO001 PDRO001 PDRO001 PDRO001 PDRO001 PDR001 PDRO001 PDRO001 PDRO001 PDRO001
Description in patients  in patients  in patients  in patients  in patients in patients in patients in patients in patients in patients in patients  in patients
with renal with renal with with with with with with triple with with with with
cell cell pancreatic  urothelial squamous squamous  microsatel negative cutaneous diffuse diffuse metastatic
carcinoma  carcinoma cancer. cancer. cell cell lite stable breast melanoma large B- large B- castration
(RCC) (RCC), Safety Safety carcinoma carcinoma  colorectal cancer , naive cell cell resistant
who had naive and dataupto dataupto of head of head cancer (TNBC). and lymphoma  lymphoma prostate
not been pretreated 150 days 150 days and neck and neck (MSS Safety pretreated  (DLBCL). (DLBCL). cancer
previously with after last after last (HNSCC), (HNSCC) CRC)and dataupto with Safety Safety (mCRPC).
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treated immuno- dose of dose of naive and who had RAS 150 days immuno- dataupto dataupto Safety
with oncology  NIR178+P  NIR178+P  pretreated been wildtype, after last oncology 150 days 150 days data up to
immuno- therapy. DRO0O01 DRO001 with pretreated RAS dose of therapy. after last after last 150 days
oncology Safety immuno- with mutant NIR178+P Safety dose of dose of after last
therapy. data up to oncology immuno- and RAS DRO001 dataupto NIR178+P  NIR178+P dose of
Safety 150 days therapy. oncology unknown 150 days DRO001 DRO001 NIR178+P
data up to after last Safety therapy. status. after last DRO001
150 days dose of data up to Safety Safety dose of
after last NIR178+P 150 days dataupto dataupto NIR178+P
dose of DRO0O01 after last 150 days 150 days DRO001
NIR178+P dose of after last after last
DRO001 NIR178+P dose of dose of
DRO001 NIR178+P  NIR178+P
DR001 DR001
Total # 3 7 9 7 16 5 28 14 4 7 0 5
Affected by
any Serious
Adverse
Event
Total # at 11 23 14 14 26 12 58 30 16 13 6 15
Risk by any
Serious
Adverse
Event
Blood and
lymphatic
system
disorders
Anaemia 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(7.69% 0(0.00% 1(6.67%
) ) ) ) ) ) ) ) ) ) ) )
Febrile 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(1.72% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
neutropeni ) ) ) ) ) ) ) ) ) ) ) )
a
Neutropeni 0 (0.00% 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(7.69% 0(0.00% 0 (0.00%
a ) ) ) ) ) ) ) ) ) ) ) )
Cardiac
disorders
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Atrial
tachycardi
a

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%

0 (0.00%

Autoimmu
ne
myocarditi
S

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%

1(6.67%

Cardiac
failure

0 (0.00%

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%

0 (0.00%

Myocardial
infarction

1(9.09%

1 (4.35%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%

0 (0.00%

Pericardial
effusion

0 (0.00%

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%

0 (0.00%

Supraventr
icular
tachycardi
a

0 (0.00%

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

1(3.33%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%

0 (0.00%

Endocrine
disorders

Adrenal
insufficienc

y

0 (0.00%

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%

0 (0.00%

0 (0.00%
)

0 (0.00%

0 (0.00%

0 (0.00%

Hyperthyro
idism

0 (0.00%

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

1(1.72%

0 (0.00%

0 (0.00%
)

0 (0.00%

0 (0.00%

0 (0.00%

Eye
disorders

Blindness

0 (0.00%

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

1(3.85%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%

0 (0.00%

Gaze
palsy

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

1(3.33%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

Gastrointest
inal
disorders
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Abdominal  0(0.00% 0(0.00% 1(7.14% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(7.69% 0(0.00% 0 (0.00%
pain ) ) ) ) ) ) ) ) ) ) ) )

Ascites 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 2(3.45% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
) ) ) ) ) ) ) ) ) ) ) )

Colonic 0(0.00% 0(0.00% 0(0.00% 1(7.14% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
fistula ) ) ) ) ) ) ) ) ) ) ) )

Constipati ~ 1(9.09% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00%
on ) ) ) ) ) ) ) ) ) ) ) )

Diarrhoea  0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(3.85% 1(8.33% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
) ) ) ) ) ) ) ) ) ) ) )

Duodenal ~ 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(3.33% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
ulcer ) ) ) ) ) ) ) ) ) ) ) )

Dysphagia 0 (0.00% 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(7.69% 0(0.00% 0 (0.00%
) ) ) ) ) ) ) ) ) ) ) )

lleus 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(1.72% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
) ) ) ) ) ) ) ) ) ) ) )

Intestinal 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(1.72% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%

obstruction ) ) ) ) ) ) ) ) ) ) ) )
Large 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(1.72% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
intestinal ) ) ) ) ) ) ) ) ) ) ) )
obstruction

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

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

Rectal 0(0.00% 0(0.00% 0(0.00% 1(7.14% 0(0.00% 0(0.00% 1(1.72% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
haemorrha ) ) ) ) ) ) ) ) ) ) ) )

ge

Small 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(1.72% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
intestinal ) ) ) ) ) ) ) ) ) ) ) )
obstruction

Upper 0(0.00% 0(0.00% 1(7.14% 0(0.00% 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 ) ) ) ) ) ) ) ) ) ) ) )
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tinal
haemorrha

ge

Vomiting

0 (0.00%

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

1(1.72%
)

0 (0.00%
)

0 (0.00%
)

1(7.69%
)

0 (0.00%

0 (0.00%

General
disorders
and
administrati
on site
conditions

Chest pain

0 (0.00%

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%

0 (0.00%

Disease
progressio
n

0 (0.00%

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

1(3.33%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%

0 (0.00%

Face
oedema

0 (0.00%

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

1(3.85%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%

0 (0.00%

Fatigue

0 (0.00%

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

1(1.72%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%

1(6.67%

General
physical
health
deteriorati
on

1(9.09%

0 (0.00%
)

2 (14.29
%)

0 (0.00%
)

2 (7.69%
)

0 (0.00%
)

1(1.72%
)

0 (0.00%
)

1 (6.25%
)

2 (15.38
%)

0 (0.00%

0 (0.00%

Generalise
d oedema

0 (0.00%

0 (0.00%
)

1(7.14%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%

0 (0.00%

Oedema
peripheral

0 (0.00%

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

1(1.72%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%

0 (0.00%

Pyrexia

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

4 (6.90%
)

1(3.33%
)

0 (0.00%
)

1 (7.69%
)

0 (0.00%
)

0 (0.00%
)

Hepatobiliar
y disorders
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Autoimmu 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 2(3.45% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
ne ) ) ) ) ) ) ) ) ) ) ) )
hepatitis
Cholangitis 0 (0.00% 0(0.00% 1(7.14% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
) ) ) ) ) ) ) ) ) ) ) )
Cholecystit 0 (0.00% 1(4.35% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
is ) ) ) ) ) ) ) ) ) ) ) )
Hepatic 0(0.00% 1(4.35% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
failure ) ) ) ) ) ) ) ) ) ) ) )
Hepatic 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(1.72% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
haemorrha ) ) ) ) ) ) ) ) ) ) ) )
ge
Hepatitis 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(1.72% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(6.67%
) ) ) ) ) ) ) ) ) ) ) )
Hyperbiliru 0 (0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 3(5.17% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
binaemia ) ) ) ) ) ) ) ) ) ) ) )
Immune- 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
mediated ) ) ) ) ) ) ) ) ) ) ) )
hepatitis
Liver 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(6.67%
disorder ) ) ) ) ) ) ) ) ) ) ) )
Infections
and
infestations
Bronchitis 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(6.25% 0(0.00% 0(0.00% 0 (0.00%
) ) ) ) ) ) ) ) ) ) ) )
Cellulitis 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
) ) ) ) ) ) ) ) ) ) ) )
Encephaliti  0(0.00% 1(4.35% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
S ) ) ) ) ) ) ) ) ) ) ) )
Enterocoliti 0 (0.00% 0(0.00% 0(0.00% 1(7.14% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
S ) ) ) ) ) ) ) ) ) ) ) )
infectious
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Herpes 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(1.72% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
zoster ) ) ) ) ) ) ) ) ) ) ) )
Infection 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(1.72% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
) ) ) ) ) ) ) ) ) ) ) )
Influenza 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(3.85% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
) ) ) ) ) ) ) ) ) ) ) )
Large 1(9.09% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
intestine ) ) ) ) ) ) ) ) ) ) ) )
infection
Peritonitis 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(1.72% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
) ) ) ) ) ) ) ) ) ) ) )
Pleural 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
infection ) ) ) ) ) ) ) ) ) ) ) )
Pneumoni 0(0.00% 0(0.00% 0(0.00% 1(7.14% 3(11.54 0(0.00% 1(1.72% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
a ) ) ) ) %) ) ) ) ) ) ) )
Pneumoni 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(3.85% 1(8.33% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
a ) ) ) ) ) ) ) ) ) ) ) )
aspiration
Scrotal 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(6.67%
abscess ) ) ) ) ) ) ) ) ) ) ) )
Sepsis 0(0.00% 1(4.35% 1(714% 2(14.29 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(7.69% 0(0.00% 0 (0.00%
) ) ) %) ) ) ) ) ) ) ) )
Urinary 0(0.00% 0(0.00% 1(7.14% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
tract ) ) ) ) ) ) ) ) ) ) ) )
infection
Urogenital 0 (0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(6.67%
infection ) ) ) ) ) ) ) ) ) ) ) )
bacterial
Vascular 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(3.33% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
d?cvice ) ) ) ) ) ) ) ) ) ) ) )
infection
Injury,
poisoning
and
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procedural
complicatio
ns

Fall

0 (0.00%

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%

0 (0.00%

Multiple
injuries

0 (0.00%

1(4.35%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%

0 (0.00%

Overdose

0 (0.00%

0 (0.00%
)

1(7.14%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%

0 (0.00%

Investigatio
ns

Alanine
aminotrans
ferase
increased

0 (0.00%

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

2 (3.45%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%

0 (0.00%

Amylase
increased

0 (0.00%

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%

0 (0.00%

Aspartate
aminotrans
ferase
increased

0 (0.00%

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

2 (3.45%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%

0 (0.00%

Blood
bilirubin
increased

0 (0.00%

0 (0.00%
)

1(7.14%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

3(5.17%

0 (0.00%

0 (0.00%
)

0 (0.00%

0 (0.00%

0 (0.00%

Blood
creatine
phosphoki
nase
increased

0 (0.00%

0 (0.00%
)

0 (0.00%
)

1(7.14%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%

0 (0.00%

0 (0.00%
)

0 (0.00%

0 (0.00%

1(6.67%

Blood
creatinine
increased

0 (0.00%

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

1(3.85%
)

0 (0.00%
)

0 (0.00%

0 (0.00%

0 (0.00%

0 (0.00%

0 (0.00%

0 (0.00%

Electrocar
diogram

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)
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QT
prolonged

General
physical
condition
abnormal

0 (0.00%

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(7.69% 0(0.00% 0 (0.00%
) ) )

Hepatic
enzyme
increased

0 (0.00%

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

1(3.85%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

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

Lipase
increased

0 (0.00%

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

1(1.72%
)

0 (0.00%
)

0 (0.00%
)

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

Troponin |
increased

0 (0.00%

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0(0.00% 0(0.00% 1(6.67%
) ) )

Metabolism
and
nutrition
disorders

Decreased
appetite

0 (0.00%

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

1(1.72%
)

0 (0.00%
)

0 (0.00%
)

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

Diabetic
ketoacidos
is

0 (0.00%

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

1(1.72%
)

0 (0.00%
)

0 (0.00%
)

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

Hyperglyc
aemia

0 (0.00%

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

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

Hypervola
emia

0 (0.00%

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

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

Hypokalae
mia

0 (0.00%

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

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

Hyponatra
emia

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

1(7.14%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

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

Musculoske
letal and
connective
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tissue
disorders
Arthralgia 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(1.72% 0(0.00% 0 (0.00% 0(0.00% 0(0.00% 0 (0.00%
) ) ) ) ) ) ) ) ) ) ) )
Autoimmu  0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(6.67%
ne ) ) ) ) ) ) ) ) ) ) ) )
myositis
Back pain 0(0.00% 0(0.00% 0(0.00% 1(7.14% 0(0.00% 0(0.00% 1(1.72% 0(0.00% 1(6.25% 0(0.00% 0(0.00% 0 (0.00%
) ) ) ) ) ) ) ) ) ) ) )
Bone pain  0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(1.72% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
) ) ) ) ) ) ) ) ) ) ) )
Flank pain  0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(1.72% 0(0.00% 0(0.00% 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% 0(0.00% 0(0.00% 1(3.33% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
extremity ) ) ) ) ) ) ) ) ) ) ) )
Sacral 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(3.85% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
pain ) ) ) ) ) ) ) ) ) ) ) )
Neoplasms
benign,
malignant
and
unspecified
(incl cysts
and polyps)
Cancer 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(3.85% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
pain ) ) ) ) ) ) ) ) ) ) ) )
Metastase 0 (0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(1.72% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
s to central ) ) ) ) ) ) ) ) ) ) ) )
nervous
system
Metastase 0 (0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(3.33% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
sto ) ) ) ) ) ) ) ) ) ) ) )
meninges
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Neoplasm
progressio
n

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0(0.00% 0 (0.00%
) )

0 (0.00%
)

0 (0.00%
)

0 (0.00%

1(6.67%

Pulmonary
tumour
thrombotic
microangio
pathy

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0(0.00% 0 (0.00%
) )

0 (0.00%
)

0 (0.00%
)

0 (0.00%

0 (0.00%

Squamous
cell
carcinoma
of the
tongue

0 (0.00%

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

1(3.85%
)

0 (0.00%
)

0(0.00% 0(0.00%

0 (0.00%
)

0 (0.00%

0 (0.00%

0 (0.00%

Tumour
haemorrha

ge

0 (0.00%

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

1(3.85%
)

0 (0.00%
)

0(0.00% 0(0.00%

0 (0.00%
)

0 (0.00%

0 (0.00%

0 (0.00%

Tumour
pain

0 (0.00%

0 (0.00%
)

1(7.14%
)

0 (0.00%
)

0 (0.00%
)

1(8.33%
)

1(1.72% 1 (3.33%

0 (0.00%
)

0 (0.00%

0 (0.00%

0 (0.00%

Nervous
system
disorders

Cerebral
haemorrha

ge

0 (0.00%

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0(0.00% 1(3.33%
) )

0 (0.00%
)

0 (0.00%
)

0 (0.00%

0 (0.00%

Cerebral
infarction

0 (0.00%

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

1(8.33%
)

0(0.00% 0 (0.00%
) )

0 (0.00%
)

0 (0.00%
)

0 (0.00%

0 (0.00%

Cerebrospi
nal fluid
leakage

0 (0.00%

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0(0.00% 0 (0.00%
) )

0 (0.00%
)

0 (0.00%
)

0 (0.00%

0 (0.00%

Cerebrova
scular
accident

0 (0.00%

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0(0.00% 0 (0.00%
) )

0 (0.00%
)

0 (0.00%
)

0 (0.00%

0 (0.00%

Migraine

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

1(1.72% 0 (0.00%
) )

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)
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Paraesthe  0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(1.72% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
sia ) ) ) ) ) ) ) ) ) ) ) )

Seizure 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(1.72% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
) ) ) ) ) ) ) ) ) ) ) )

Spinal 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(3.85% 0(0.00% 0(0.00% 0(0.00% 1(6.25% 0(0.00% 0(0.00% 0 (0.00%

cord _ ) ) ) ) ) ) ) ) ) ) ) )

compressi

on

Syncope  0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(6.25% 0(0.00% 0(0.00% 0 (0.00%
) ) ) ) ) ) ) ) ) ) ) )

Renal and
urinary
disorders

Acute 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(3.33% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
kidney ) ) ) ) ) ) ) ) ) ) ) )
injury

Haematuri 0 (0.00% 0(0.00% 0(0.00% 1(7.14% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
a ) ) ) ) ) ) ) ) ) ) ) )

Nephrolithi 0 (0.00% 0 (0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
asis ) ) ) ) ) ) ) ) ) ) ) )

Renal 0(0.00% 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(7.69% 0(0.00% 0 (0.00%
impairment ) ) ) ) ) ) ) ) ) ) ) )

Reproductiv
e system
and breast
disorders

Female 0(0.00% 0(0.00% 0(0.00% 1(7.14% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
genital ) ) ) ) ) ) ) ) ) ) ) )

tract fistula

Peyronie's  0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(8.33% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
disease ) ) ) ) ) ) ) ) ) ) ) )

Respiratory,
thoracic and
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mediastinal
disorders

Chronic
obstructive
pulmonary
disease

0 (0.00%

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%

0 (0.00%

Cough

0 (0.00%

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%

0 (0.00%

Dyspnoea

1(9.09%

1 (4.35%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

3(5.17%
)

2 (6.67%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%

0 (0.00%

Haemopty
sis

0 (0.00%

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

1(1.72%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%

0 (0.00%

Hydrothora
X

0 (0.00%

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

1(3.33%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%

0 (0.00%

Interstitial
lung
disease

0 (0.00%

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

1(3.33%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%

0 (0.00%

Mediastina
| disorder

0 (0.00%

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

1(3.33%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%

0 (0.00%

Pleural
effusion

0 (0.00%

0 (0.00%
)

0 (0.00%
)

1(7.14%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

1(3.33%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%

0 (0.00%

Pneumoth
orax

0 (0.00%

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

1(1.72%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%

0 (0.00%

Pulmonary
embolism

0 (0.00%

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

1(3.33%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%

0 (0.00%

Pulmonary
haemorrha

ge

0 (0.00%

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

1(3.85%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%

0 (0.00%

Respirator
y failure

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

1(1.72%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

0 (0.00%
)

Skin and
subcutaneo
us tissue
disorders
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Erythema 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
multiforme ) ) ) ) ) ) ) ) ) )
Rash 0(0.00% 0(0.00% 1(7.14% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
) ) ) ) ) ) ) ) ) )
Stevens- 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
Johnson ) ) ) ) ) ) ) ) ) )
syndrome
Vascular
disorders
Aortic 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
aneurysm ) ) ) ) ) ) ) ) ) )
Part 2, Part 3 and Japan safety run-in:
Part 2: NSCLC Part 2: NSCLC
Part 2: NSCLC 160 mg 2wk- 160 mg 1wk- Part 3: TNBC JSR: 80 mg JSR: 160 mg JSR: 240 mg
160 mg cont on/2wk-off on/1wk-off 160 mg cont cont cont cont
N =22 N =20 N =20 N=6 N=3 N=3 N=3
NIR178 160 mg NIR178 160 mg NIR178 160 mg  NIR178 160 mg NIR178 80 mg NIR178 160 mg  NIR178 140 mg
twice daily twice daily 2 twice daily 1 twice daily twice daily twice daily twice daily
continuous in weeks on/2 week on/1 week continuous in continuous in continuous in continuous in
combination with weeks off in off in combination with  combination with combination with  combination with
PDRO001 in combination with  combination with PDRO001 in PDRO001 PDRO001 PDRO001
patients with PDRO01 in PDRO001 in patients with (starting Cycle 2 (starting Cycle 2  (starting Cycle 1
Arm/Grou non-small cell patients with patients with triple negative Day 1) in the Day 1) in the Day 1) in the
Descri tior:l lung cancer non-small cell non-small cell breast cancer Japan safety Japan safety Japan safety
P (NSCLC). Safety lung cancer lung cancer (TNBC). Safety run-in. Safety run-in. Safety run-in. Safety

data up to 150
days after last
dose of
NIR178+PDRO00
1

(NSCLC). Safety
data up to 150
days after last

dose of

NIR178+PDRO00

1

(NSCLC). Safety
data up to 150
days after last

dose of

NIR178+PDRO00

1

data up to 150
days after last
dose of
NIR178+PDRO00
1

data up to 150
days after last
dose of
NIR178+PDRO00
1

data up to 150
days after last
dose of
NIR178+PDRO00
1

data up to 150
days after last
dose of
NIR178+PDRO00
1

Total # Affected by

any Serious
Adverse Event

11

9

7
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Total # at Risk by 22 20 20 6 3 3 3
any Serious
Adverse Event
Blood and
lymphatic system
disorders
Anaemia 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Febrile 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
neutropenia
Neutropenia 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Cardiac disorders
Atrial tachycardia 0 (0.00%) 1 (5.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Autoimmune 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
myocarditis
Cardiac failure 1 (4.55%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Myocardial 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
infarction
Pericardial effusion 0 (0.00%) 1 (5.00%) 2 (10.00%) 0 (0.00%) 1 (33.33%) 0 (0.00%) 0 (0.00%)
Supraventricular 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
tachycardia
Endocrine
disorders
Adrenal 2 (9.09%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
insufficiency
Hyperthyroidism 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Eye disorders
Blindness 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Gaze palsy 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
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Gastrointestinal

disorders
Abdominal pain 0 (0.00%) 0 (0.00%) 1 (5.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Ascites 0 (0.00%) 0 (0.00%) 1 (5.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Colonic fistula 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Constipation 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Diarrhoea 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Duodenal ulcer 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Dysphagia 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
lleus 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Intestinal 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
obstruction
Large intestinal 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
obstruction
Nausea 0 (0.00%) 1 (5.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 1 (33.33%)
Pancreatitis 0 (0.00%) 1 (5.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Rectal 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
haemorrhage
Small intestinal 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
obstruction
Upper 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
gastrointestinal
haemorrhage
Vomiting 1 (4.55%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 1 (33.33%)

General disorders

and administration

site conditions
Chest pain 0 (0.00%) 0 (0.00%) 1 (5.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Disease 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)

progression
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Face oedema 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Fatigue 1 (4.55%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
General physical 0 (0.00%) 1 (5.00%) 0 (0.00%) 1 (16.67%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
health deterioration
Generalised 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
oedema
Oedema peripheral 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Pyrexia 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)

Hepatobiliary

disorders
Autoimmune 2 (9.09%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
hepatitis
Cholangitis 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Cholecystitis 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Hepatic failure 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Hepatic 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
haemorrhage
Hepatitis 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Hyperbilirubinaemi 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
a
Immune-mediated 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 1 (33.33%) 0 (0.00%)
hepatitis
Liver disorder 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)

Infections and
infestations

Bronchitis 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Cellulitis 1 (4.55%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Encephalitis 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
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Enterocolitis 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
infectious
Herpes zoster 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Infection 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Influenza 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Large intestine 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
infection
Peritonitis 0 (0.00%) 1 (5.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Pleural infection 0 (0.00%) 1 (5.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Pneumonia 2 (9.09%) 1 (5.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Pneumonia 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
aspiration
Scrotal abscess 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Sepsis 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Urinary tract 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
infection
Urogenital infection 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
bacterial
Vascular device 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
infection

Injury, poisoning

and procedural

complications
Fall 0 (0.00%) 0 (0.00%) 1 (5.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Multiple injuries 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Overdose 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)

Investigations
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Alanine 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
aminotransferase

increased

Amylase increased 1 (4.55%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Aspartate 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
aminotransferase

increased

Blood bilirubin 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
increased

Blood creatine 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
phosphokinase

increased

Blood creatinine 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
increased

Electrocardiogram 1 (4.55%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
QT prolonged

General physical 0 (0.00%) 0 (0.00%) 1 (5.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
condition abnormal

Hepatic enzyme 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
increased

Lipase increased 1(4.55%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Troponin | 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
increased

Metabolism and
nutrition disorders

Decreased 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
appetite

Diabetic 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
ketoacidosis

Hyperglycaemia 1(4.55%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Hypervolaemia 0 (0.00%) 0 (0.00%) 1 (5.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
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Hypokalaemia 1(4.55%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Hyponatraemia 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Musculoskeletal
and connective
tissue disorders
Arthralgia 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Autoimmune 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
myositis
Back pain 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Bone pain 0 (0.00%) 1 (5.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Flank pain 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Pain in extremity 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Sacral pain 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Neoplasms benign,
malignant and
unspecified (incl
cysts and polyps)
Cancer pain 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Metastases to 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
central nervous
system
Metastases to 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
meninges
Neoplasm 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
progression
Pulmonary tumour 1 (4.55%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
thrombotic
microangiopathy
Squamous cell 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)

carcinoma of the
tongue
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Tumour 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
haemorrhage
Tumour pain 0 (0.00%) 1 (5.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Nervous system
disorders
Cerebral 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
haemorrhage
Cerebral infarction 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Cerebrospinal fluid 0 (0.00%) 1 (5.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
leakage
Cerebrovascular 1 (4.55%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
accident
Migraine 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Paraesthesia 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Seizure 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Spinal cord 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
compression
Syncope 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Renal and urinary
disorders
Acute kidney injury 0 (0.00%) 0 (0.00%) 1 (5.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Haematuria 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Nephrolithiasis 0 (0.00%) 0 (0.00%) 1 (5.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Renal impairment 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Reproductive
system and breast
disorders
Female genital 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
tract fistula
Peyronie's disease 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
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Respiratory,
thoracic and

mediastinal

disorders
Chronic obstructive 0 (0.00%) 0 (0.00%) 1 (5.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
pulmonary disease
Cough 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 1 (33.33%) 0 (0.00%) 0 (0.00%)
Dyspnoea 2 (9.09%) 0 (0.00%) 1 (5.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Haemoptysis 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Hydrothorax 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Interstitial lung 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
disease
Mediastinal 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
disorder
Pleural effusion 1(4.55%) 0 (0.00%) 3 (15.00%) 1(16.67%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Pneumothorax 1(4.55%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Pulmonary 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
embolism
Pulmonary 0 (0.00%) 1 (5.00%) 0 (0.00%) 0 (0.00%) 1 (33.33%) 0 (0.00%) 0 (0.00%)
haemorrhage
Respiratory failure 0 (0.00%) 0 (0.00%) 2 (10.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)

Skin and

subcutaneous

tissue disorders
Erythema 0 (0.00%) 1 (5.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
multiforme
Rash 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Stevens-Johnson 0 (0.00%) 1 (5.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)

syndrome

Vascular disorders
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Aortic aneurysm 0 (0.00%) 0 (0.00%) 1 (5.00%) 1 (16.67%) 0 (0.00%) 0 (0.00%) 0 (0.00%)

Other (Not Including Serious) Adverse Events

On-treatment and post-treatment safety follow-up: from first dose of study treatment to 150 days after last dose of NIR178+PDR001, up
to 4.3 years (Part 1), 5.1 years (Part 2), 0.9 years (Part 3) and 0.9 years (Japan safety run-in; JSR). Deaths in survival period: from 151
days after last dose of NIR178+PDR001 until end of study, up to 4.3 years (Part 1), 5.1 years (Part 2), 0.9 years (Part 3) and 0.9 years

(JSR).

Time Frame

Additional

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

Source Vocabulary

for Table Default ~ “IC4DRA (26.0)
Collection
Approach for Table Systematic Assessment
Default
Frequent Event Reporting Threshold 5%
Part 1:
Part 1:
Part 1: Part 1: Melano
Part 1: RCC Part 1: Part 1: H-N Part 1: ma
RCC naive + Pancrea Urotheli naive + Part 1: MSS Part 1: naive + Part 1: Part 1: Part 1:
naive pre 240 tic 160 al 160 pre 160  H-N pre CRC TNBC pre 160 DLBCL DLBCL mCRPC
160 mg mg mg mg mg 240 mg 160 mg 160 mg mg 160 mg 240 mg 240 mg

N=11 N =23 N=14 N=14 N =26 N =12 N =58 N =30 N=16 N=13 N=6 N=15
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NIR178 NIR178 NIR178 NIR178 NIR178 NIR178 NIR178 NIR178 NIR178 NIR178 NIR178 NIR178
160 mg 240 mg 160 mg 160 mg 160 mg 240 mg 160 mg 160 mg 160 mg 160 mg 240 mg 240 mg
twice twice twice twice twice twice twice twice twice twice twice twice
daily daily daily daily daily daily daily daily daily daily daily daily
continuou  continuou  continuou  continuou  continuou  continuou  continuou  continuou  continuou  continuou  continuou  continuou
sin sin sin sin sin sin sin sin sin sin sin sin
combinati  combinati  combinati combinati combinati combinati combinati combinati combinati combinati combinati combinati
on with on with on with on with on with on with on with on with on with on with on with on with
PDRO01 PDRO001 PDRO01 PDRO001 PDRO01 PDRO01 PDRO001 PDRO01 PDRO01 PDRO001 PDRO001 PDRO01
in in in patients  in patients  in patients in patients  in patients in patients in patients in patients in patients in patients
patients patients with with with with with with triple with with with with
with renal  withrenal  pancreati urothelial squamou squamou  microsatel negative cutaneou diffuse diffuse metastatic
cell cell c cancer. cancer. s cell s cell lite stable breast s large B- large B- castration
carcinom carcinom Safety Safety carcinom carcinom  colorectal cancer melanom cell cell resistant
Arm/Group a (RCC) a(RCC), dataupto dataupto aofhead aofhead cancer (TNBC). a, naive lymphom lymphom prostate
. who had naive and 150 days 150days andneck  and neck (MSS Safety and a a cancer
Description not been pretreate after last afterlast (HNSCC), (HNSCC) CRC)and dataupto pretreated (DLBCL). (DLBCL). (mCRPC)
previously d with dose of dose of naive and  who had RAS 150 days with Safety Safety . Safety
treated immuno- NIR178+ NIR178+  pretreated been wildtype, after last immuno- dataupto dataupto dataupto
with oncology PDRO001 PDRO001 with pretreated RAS dose of oncology 150 days 150 days 150 days
immuno- therapy. immuno- with mutant NIR178+ therapy. after last after last after last
oncology Safety oncology immuno- and RAS PDRO001 Safety dose of dose of dose of
therapy. data up to therapy. oncology unknown dataupto  NIR178+ NIR178+ NIR178+
Safety 150 days Safety therapy. status. 150 days PDRO001 PDRO001 PDRO001
dataupto  after last data up to Safety Safety after last
150 days dose of 150 days dataupto dataupto dose of
after last NIR178+ after last 150 days 150 days NIR178+
dose of PDRO001 dose of after last after last PDRO001
NIR178+ NIR178+ dose of dose of
PDRO001 PDRO001 NIR178+ NIR178+
PDRO01 PDRO001
Total # Affected
by any Other 10 22 14 14 25 12 52 29 14 13 5 14
Adverse Event
Total # at Risk
by any Other 11 23 14 14 26 12 58 30 16 13 6 15

Adverse Event

Blood and
lymphatic
system

disorders
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0(0.00% 2(8.70% 3(21.43 5(3571 5(19.23 0(0.00% 5(8.62% 4(13.33 3(18.75 3(23.08 1(16.67 2(13.33
) ) %) %) %) ) ) %) %) %) %) %)

. 0(0.00% 0(0.00% 0(0.00% 2(14.29 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
Leukocytosis ) ) ) %) ) ) ) ) ) ) ) )

0(0.00% 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(7.69% 0(0.00% 0 (0.00%
) ) ) ) ) ) ) ) ) ) ) )

0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 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% 1(3.33% 0(0.00% 3(23.08 1(16.67 0 (0.00%

Anaemia

Leukopenia

Lymphadenitis

Neutropenia

) ) ) ) ) ) ) ) ) %) %) )
Thrombocytop 0 (0.00% 0(0.00% 1(7.14% 0(0.00% 0(0.00% 0(0.00% 1(1.72% 0(0.00% 0(0.00% 2(15.38 0(0.00% 1(6.67%
enia ) ) ) ) ) ) ) ) ) %) ) )
Cardiac
disorders
Atrial 1(9.09% 0(0.00% 0(0.00% 1(7.14% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
fibrillation ) ) ) ) ) ) ) ) ) ) ) )
Bradycardia 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(7.69% 0(0.00% 0 (0.00%
) ) ) ) ) ) ) ) ) ) ) )
Cardiac failure  0(0.00% 0(0.00% 0(0.00% 1(7.14% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
congestive ) ) ) ) ) ) ) ) ) ) ) )
Coronary 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(6.67%
artery disease ) ) ) ) ) ) ) ) ) ) ) )
Extrasystoles 0(0.00% 0(0.00% 1(7.14% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(6.67%
) ) ) ) ) ) ) ) ) ) ) )
Palpitations 0(0.00% 0(0.00% 1(7.14% 1(7.14% 0(0.00% 0(0.00% 2(3.45% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
) ) ) ) ) ) ) ) ) ) ) )
Pericardial 0(0.00% 0(0.00% 0(0.00% 1(7.14% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
effusion ) ) ) ) ) ) ) ) ) ) ) )
Sinus 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(3.85% 1(8.33% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
bradycardia ) ) ) ) ) ) ) ) ) ) ) )
Sinus 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 2(3.45% 0(0.00% 0(0.00% 2(15.38 0(0.00% 0 (0.00%
tachycardia ) ) ) ) ) ) ) ) ) %) ) )
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T . 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(1.72% 1(3.33% 0(0.00% 1(7.69% 0(0.00% 0 (0.00%
achycardia
) ) ) ) ) ) ) ) ) ) ) )
Ear and
labyrinth
disorders
Verti 0(0.00% 1(4.35% 0(0.00% 0(0.00% 1(3.85% 1(8.33% 2(3.45% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(6.67%
ertigo
) ) ) ) ) ) ) ) ) ) ) )
Endocrine
disorders
Adrenal 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
insufficiency ) ) ) ) ) ) ) ) ) ) ) )
Hyperthyroidis 0 (0.00% 0 (0.00% 0 (0.00% 0(0.00% 1(3.85% 0(0.00% 2(3.45% 1(3.33% 0(0.00% 0(0.00% 1 (16.67 0 (0.00%
m ) ) ) ) ) ) ) ) ) ) %) )
Hypothyroidis 1(9.09% 0(0.00% 1(7.14% 1(7.14% 1(3.85% 0(0.00% 5(8.62% 3(10.00 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
m ) ) ) ) ) ) ) %) ) ) ) )
Lymphocytic 0(0.00% 0(0.00% 1(7.14% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
hypophysitis ) ) ) ) ) ) ) ) ) ) ) )
Eye disorders
c 0(0.00% 0(0.00% 0(0.00% 1(7.14% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
ataract
) ) ) ) ) ) ) ) ) ) ) )
. 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
Photopsia
) ) ) ) ) ) ) ) ) ) ) )
Visi 0(0.00% 0(0.00% 1(7.14% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
ision blurred
) ) ) ) ) ) ) ) ) ) ) )
Gastrointestinal
disorders
Abdominal 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(3.33% 0(0.00% 0(0.00% 0(0.00% 1(6.67%
discomfort ) ) ) ) ) ) ) ) ) ) ) )
Abdominal 0(0.00% 3(13.04 0(0.00% 2(14.29 0(0.00% 0(0.00% 3(5.17% 1(3.33% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
distension ) %) ) %) ) ) ) ) ) ) ) )

Page 111



(') NOVARTIS

Abdominal 1(9.09% 2(8.70% 4 (2857 1(7.14% 3(11.54 0(0.00% 9(1552 2(6.67% 1(6.25% 0(0.00% 0 (0.00% 2 (13.33
pain ) ) %) ) %) ) %) ) ) ) ) %)

Abdominal 0(0.00% 1(4.35% 2(1429 0(0.00% 1(3.85% 0(0.00% 6(10.34 0(0.00% 0(0.00% 1(7.69% 0(0.00% 0 (0.00%
pain upper ) ) %) ) ) ) %) ) ) ) ) )

Ascites 0(0.00% 2(8.70% 1(7.14% 0(0.00% 0(0.00% 0(0.00% 4 (6.90% 0(0.00% 0(0.00% 0 (0.00% 0(0.00% 0 (0.00%
) ) ) ) ) ) ) ) ) ) ) )

Constivation  1(909% 7(3043 1(7.14% 2(1429 4(1538 1(833% 9(1552 2(6.67% 1(625% 3(23.08 1(1667 2(13.33
P ) %) ) %) %) ) %) ) ) %) %) %)

5 . 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(7.69% 0(0.00% 0 (0.00%
ental caries ) ) ) ) ) ) ) ) ) ) ) )

Diarthoea 1(9.09% 8(34.78 0(0.00% 4(2857 4(15.38 1(8.33% 12(20.6 3(10.00 0(0.00% 1(7.69% 0 (0.00% 3 (20.00
) %) ) %) %) ) 9%) %) ) ) ) %)

Dry mouth 1(9.09% 1(4.35% 1(7.14% 1(7.14% 1(3.85% 1(8.33% 2(3.45% 2(6.67% 1(6.25% 0(0.00% 0 (0.00% 0 (0.00%
) ) ) ) ) ) ) ) ) ) ) )

Dyvsoesia 2(18.18 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(8.33% 4(6.90% 2(6.67% 0(0.00% 0(0.00% 0(0.00% 1 (6.67%
yspep %) ) ) ) ) ) ) ) ) ) ) )

Dysphagia 1(9.09% 0(0.00% 1(7.14% 1(7.14% 4 (1538 0(0.00% 0(0.00% 1(3.33% 1(6.25% 0(0.00% 0 (0.00% 0 (0.00%
) ) ) ) %) ) ) ) ) ) ) )

Facces soft 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(8.33% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
) ) ) ) ) ) ) ) ) ) ) )

Flatulence 1(9.09% 0(0.00% 0(0.00% 1(7.14% 5(19.23 1(8.33% 5(8.62% 1(3.33% 0(0.00% 1(7.69% 0(0.00% 1 (6.67%
) ) ) ) %) ) ) ) ) ) ) )

Gastrointestina 0 (0.00% 0(0.00% 0 (0.00% 0 (0.00% 0(0.00% 0(0.00% 0 (0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
| disorder ) ) ) ) ) ) ) ) ) ) ) )

S;j;"rgﬁﬁgph 0(0.00% 1(4.35% 0(0.00% 0(0.00% 1(3.85% 0(0.00% 0(0.00% 1(3.33% 1(6.25% 1(7.69% 0(0.00% 0 (0.00%
e e ) ) ) ) ) ) ) ) ) ) ) )

Haematochezi 0 (0.00% 2 (8.70% 0 (0.00% 0(0.00% 0(0.00% 0(0.00% 1(1.72% 0(0.00% 0(0.00% 0(0.00% 0 (0.00% 0 (0.00%
a ) ) ) ) ) ) ) ) ) ) ) )

Haemorrhoids  © (0.)00% 0 (0.)00% 0 (0.)00% 0 (0.)00% 0 (0.)00% 0 (0.)00% 0 (0.)00% 0 (0.)00% 0 (0.)00% 0 (0.)00% 0 (0.)00% 1 (6.)67%
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0(0.00% 0(0.00% 0(0.00% 1(7.14% 0(0.00% 0(0.00% 1(1.72% 0(0.00% 0 (0.00% 0 (0.00% 0 (0.00% 0 (0.00%

]
eus ) ) ) ) ) ) ) ) ) ) ) )
Nausea 1(9.09% 5(21.74 4(28.57 5 (35.71 6 (23.08 2 (16.67 13 (22.4 9 (30.00 4 (25.00 2(15.38 0(0.00% 5(33.33
) %) %) %) %) %) 1%) %) %) %) ) %)
Retching 0(0.00% 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(7.69% 0(0.00% 0 (0.00%
) ) ) ) ) ) ) ) ) ) ) )
Stomatitis 0(0.00% 0(0.00% 1(7.14% 1(7.14% 3(11.54 0(0.00% 3(5.17% 1(3.33% 0(0.00% 1(7.69% 0(0.00% 0 (0.00%
) ) ) ) %) ) ) ) ) ) ) )
Toothache 0(0.00% 0(0.00% 0(0.00% 1(7.14% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(7.69% 1(16.67 0 (0.00%
) ) ) ) ) ) ) ) ) ) %) )
Vomitin 0(0.00% 2(8.70% 3(21.43 3(21.43 4(15.38 0(0.00% 12 (20.6 5(16.67 0(0.00% 2(15.38 0(0.00% 0 (0.00%
9 ) ) %) %) %) ) 9%) %) ) %) ) )
General

disorders and
administration
site conditions

Administration 1 (9.09% 0(0.00% 0 (0.00% 0(0.00% 0(0.00% 0 (0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%

site bruise ) ) ) ) ) ) ) ) ) ) ) )
. 2(18.18 5(21.74 1(714% 2(1429 0(0.00% 0(0.00% 3(5.17% 5(16.67 4(25.00 2(15.38 0(0.00% 1(6.67%
Asthenia 0 o o 0 o o
%) %) ) %) ) ) ) %) %) %) ) )
Axillary pain 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
) ) ) ) ) ) ) ) ) ) ) )
Catheter site 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00% 0 (0.00%
oedema ) ) ) ) ) ) ) ) ) ) ) )
Chest 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 2(3.45% 1(3.33% 0(0.00% 0(0.00% 0 (0.00% 0 (0.00%
discomfort ) ) ) ) ) ) ) ) ) ) ) )
Chest pain 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 2(3.45% 4(13.33 0(0.00% 1(7.69% 0(0.00% 0 (0.00%
) ) ) ) ) ) ) %) ) ) ) )
Chills 0(0.00% 0(0.00% 0(0.00% 1(7.14% 3(11.54 0(0.00% 4(6.90% 2(6.67% 1(6.25% 0(0.00% 0 (0.00% 0 (0.00%
) ) ) ) %) ) ) ) ) ) ) )
Discomfort 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(7.69% 0(0.00% 0 (0.00%
) ) ) ) ) ) ) ) ) ) ) )
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0(0.00% 0(0.00% 0(0.00% 0(0.00% 3(11.54 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
) ) ) ) %) ) ) ) ) ) ) )

4(36.36 5(21.74 5(3571 2(1429 11(423 3(25.00 20(344 10(33.3 3(18.75 1(7.69% 0(0.00% 4 (26.67

Face oedema

Fatigue %) %) %) %) 1%) %) 8%) 3%) %) ) ) %)
Feeling of

body 0(0.00% 0(0.00% 0(0.00% 1(7.14% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
temperature ) ) ) ) ) ) ) ) ) ) ) )
change

Gait 1(9.09% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(1.72% 0(0.00% 0(0.00% 0(0.00% 0(0.00% O (0.00%
disturbance ) ) ) ) ) ) ) ) ) ) ) )
General

- 0(0.00% 0(0.00% 1(7.14% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
physical health ) ) ) ) ) ) ) ) ) ) ) )
deterioration

Influenza like ~ 0(0.00% 0(0.00% 0(0.00% 0(0.00% 2(7.69% 0(0.00% 0(0.00% 1(3.33% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
illness ) ) ) ) ) ) ) ) ) ) ) )

0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 3(5.17% 1(3.33% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
) ) ) ) ) ) ) ) ) ) ) )

Non-cardiac 1(9.09% 0(0.00% 0(0.00% 0(0.00% 1(3.85% 0(0.00% 1(1.72% 0(0.00% 0(0.00% 1(7.69% 0 (0.00% 0 (0.00%
chest pain ) ) ) ) ) ) ) ) ) ) ) )

0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 2(6.67% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%

Malaise

Oed

edema ) ) ) ) ) ) ) ) ) ) ) )
Oedema 2(18.18 2(8.70% 2(1429 3(21.43 2(7.69% 0(0.00% 5(8.62% 2(6.67% 0(0.00% 2(15.38 1(16.67 1(6.67%
peripheral %) ) %) %) ) ) ) ) ) %) %) )
Pai 0(0.00% 1(4.35% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 2(12.50 0(0.00% 0 (0.00% 0 (0.00%

ain o

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

Peripheral 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(1.72% 0(0.00% 0 (0.00% 0(0.00% 0 (0.00% 0 (0.00%
swelling ) ) ) ) ) ) ) ) ) ) ) )
Pvrexia 1(9.09% 2(8.70% 1(7.14% 4(2857 4(1538 0(0.00% 9(1552 9(30.00 0(0.00% 4(30.77 1(16.67 2(13.33
y ) ) ) %) %) ) %) %) ) %) %) %)

0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(8.33% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
) ) ) ) ) ) ) ) ) ) ) )

Swelling face

Hepatobiliary
disorders
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0(0.00% 0(0.00% 1(7.14% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(7.69% 0(0.00% 0 (0.00%

Cholestasi
olestasis ) ) ) ) ) ) ) ) ) ) ) )
. . 0(0.00% 0(0.00% 0(0.00% 1(7.14% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
Hepatic failure
) ) ) ) ) ) ) ) ) ) ) )
Hepatic 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(7.69% 0(0.00% 0 (0.00%
steatosis ) ) ) ) ) ) ) ) ) ) ) )
Hepatitis 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(6.67%

) ) ) ) ) ) ) ) ) ) ) )

Hypertransami 0 (0.00% 0 (0.00% 0 (0.00% 1(7.14% 0(0.00% 0(0.00% 0(0.00% 1(3.33% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
nasaemia ) ) ) ) ) ) ) ) ) ) ) )

:TTen;:;r;:é 1(9.09% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
hevatiis ) ) ) ) ) ) ) ) ) ) ) )
Jaundice 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(7.69% 0(0.00% 0 (0.00%

) ) ) ) ) ) ) ) ) ) ) )

Infections and
infestations

Abdominal 0(0.00% 0(0.00% 0(0.00% 1(7.14% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
abscess ) ) ) ) ) ) ) ) ) ) ) )
Body tinea 0(0.00% 0(0.00% 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%
) ) ) ) ) ) ) ) ) ) %) )
COVID-19 0(0.00% 2(8.70% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00% 0 (0.00%

) ) ) ) ) ) ) ) ) ) ) )

Device related 0 (0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(7.69% 0(0.00% 0 (0.00%
infection ) ) ) ) ) ) ) ) ) ) ) )

Diarrhoea 1(9.09% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
infectious ) ) ) ) ) ) ) ) ) ) ) )
Escherichia 0(0.00% 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(7.69% 0(0.00% 0 (0.00%
sepsis ) ) ) ) ) ) ) ) ) ) ) )

0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(6.67%
) ) ) ) ) ) ) ) ) ) ) )

Eye infection
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Gastroenteritis 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(1.72% 2(6.67% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
) ) ) ) ) ) ) ) ) ) ) )
H 0(0.00% 1(4.35% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(1.72% 0(0.00% 1(6.25% 1(7.69% 0(0.00% 0 (0.00%
erpes zoster
) ) ) ) ) ) ) ) ) ) ) )
| . 0(0.00% 0(0.00% 0(0.00% 1(7.14% 1(3.85% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
nfection
) ) ) ) ) ) ) ) ) ) ) )
| 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 2(6.67% 0(0.00% 0(0.00% 0(0.00% 1(6.67%
nfluenza ) ) ) ) ) ) ) ) ) ) ) )
Nasopharyngiti 1 (9.09% 0(0.00% 1(7.14% 1(7.14% 1(3.85% 0(0.00% 1(1.72% 1(3.33% 1(6.25% 0(0.00% 0(0.00% 0 (0.00%
S ) ) ) ) ) ) ) ) ) ) ) )
Oesophageal 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(7.69% 0(0.00% 0 (0.00%
candidiasis ) ) ) ) ) ) ) ) ) ) ) )
Oral 0(0.00% 0(0.00% 1(7.14% 1(7.14% 1(3.85% 0(0.00% 0(0.00% 1(3.33% 0(0.00% 1(7.69% 0(0.00% 0 (0.00%
candidiasis ) ) ) ) ) ) ) ) ) ) ) )
Ph s 0(0.00% 0(0.00% 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%
aryngitis )
) ) ) ) ) ) ) ) ) ) %) )
P . 0(0.00% 0(0.00% 1(7.14% 0(0.00% 2(7.69% 0(0.00% 1(1.72% 1(3.33% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
neumonia
) ) ) ) ) ) ) ) ) ) ) )
0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
Rash pustular ) ) ) ) ) ) ) ) ) ) ) )
Tinea 0(0.00% 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(7.69% 0(0.00% 0 (0.00%
versicolour ) ) ) ) ) ) ) ) ) ) ) )
Tonsillit 0(0.00% 0(0.00% 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%
onsillitis 0
) ) ) ) ) ) ) ) ) ) %) )
T - 0(0.00% 0(0.00% 1(7.14% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
racheitis
) ) ) ) ) ) ) ) ) ) ) )
Uppgr 0(0.00% 0(0.00% 0(0.00% 2(14.29 1(3.85% 0(0.00% 0(0.00% 3(10.00 0(0.00% 2(15.38 0(0.00% 0 (0.00%
respiratory o o o
tract infection ) ) ) %) ) ) ) %) ) %) ) )
Urinary tract 2(18.18 1(4.35% 2(1429 1(7.14% 0(0.00% 0(0.00% 5(8.62% 2(6.67% 0(0.00% 1(7.69% 1(16.67 2(13.33
infection %) ) %) ) ) ) ) ) ) ) %) %)
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il:];g];:’gr:rad 0(0.00% 0(0.00% 0(0.00% 1(7.14% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
enterococcal ) ) ) ) ) ) ) ) ) ) ) )
tj];g(g;ﬁg:al 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(6.67%
bacterial ) ) ) ) ) ) ) ) ) ) ) )
Vaginal 0(0.00% 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(7.69% 0(0.00% O (0.00%

infection ) ) ) ) ) ) ) ) ) ) ) )

1(9.09% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(1.72% 0(0.00% 0 (0.00% 0 (0.00% 0 (0.00% 0 (0.00%
) ) ) ) ) ) ) ) ) ) ) )

Viral infection

Injury,
poisoning and
procedural
complications

0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(1.72% 0(0.00% 0(0.00% 1(7.69% 0(0.00% 0 (0.00%

Fal ) ) ) ) ) ) ) ) ) ) ) )
Procedural 0(0.00% 0(0.00% 1(7.14% 0(0.00% 0(0.00% 0(0.00% 2(3.45% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
pain ) ) ) ) ) ) ) ) ) ) ) )
Wound 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(6.25% 0(0.00% 0(0.00% 0 (0.00%
complication ) ) ) ) ) ) ) ) ) ) ) )
Wound 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(7.69% 0(0.00% 0 (0.00%
necrosis ) ) ) ) ) ) ) ) ) ) ) )

Investigations

::T?mgt?ansfera 2(18.18 2(8.70% 0(0.00% 2(1429 3(11.54 1(8.33% 11(189 9(30.00 1(6.25% 0(0.00% 1(16.67 3(20.00
: %) ) ) %) %) ) 7%) %) ) ) %) %)

se increased

Amylase 1(9.09% 0(0.00% 0(0.00% 1(7.14% 0(0.00% 1(8.33% 1(1.72% 2(6.67% 0(0.00% 0(0.00% 0(0.00% 4 (26.67

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

Aspartate
aminotransfera
se increased

2(18.18 2(8.70% 1(7.14% 2(1429 3(11.54 1(8.33% 14(241 9(30.00 1(6.25% 1(7.69% 0(0.00% 3 (20.00
%) ) ) %) %) ) 4%) %) ) ) ) %)
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Bilirubin
conjugated
increased

0(0.00% 0(0.00% 0(0.00% 1(7.14% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
) ) ) ) ) ) ) ) ) ) ) )

Blood alkaline 4 g 599, 0 (0.00% 0(0.00% 0(0.00% 0(0.00% 1(833% 3(517% 3(10.00 0(0.00% 0(0.00% 0(0.00% O (0.00%

phosphatase

B erensed ) ) ) ) ) ) ) %) ) ) ) )
Blood bilirubin 0 (0.00% 0(0.00% 1(7.14% 1(7.14% 0(0.00% 0(0.00% 4 (6.90% 0(0.00% 0(0.00% 0(0.00% 1 (16.67 0 (0.00%
increased ) ) ) ) ) ) ) ) ) ) %) )

Blood creatine

- 0(0.00% 1(4.35% 0(0.00% 1(7.14% 1(3.85% 1(8.33% 4(6.90% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
phosphokinase

) ) ) ) ) ) ) ) ) ) ) )

increased

Blooc.i. 0(0.00% 1(4.35% 0(0.00% 3(21.43 0(0.00% 0(0.00% 2(3.45% 0(0.00% 21250 2(15.38 1(16.67 0(0.00%
creatinine

noreased ) ) ) %) ) ) ) ) %) %) %) )

Blood lactate 4 4 ho0,  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(7.69% 0(0.00% 0 (0.00%

dehydrogenas

thbeosh ) ) ) ) ) ) ) ) ) ) ) )
Er']‘;"s‘:)homs 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(6.67%
iyl ) ) ) ) ) ) ) ) ) ) ) )
Blood thyroid

stimulating 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(1.72% 0(0.00% 0(0.00% 2(15.38 0(0.00% 0 (0.00%
hormone ) ) ) ) ) ) ) ) ) %) ) )
increased

gr';f:iﬁ“ve 0(0.00% 0(0.00% 0(0.00% 1(7.14% 1(3.85% 1(8.33% 2(3.45% 1(3.33% 1(6.25% 0(0.00% 0(0.00% 2 (13.33
P o ) ) ) ) ) ) ) ) ) ) ) %)
Eﬁg}"’ardbgr 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(3.85% 0(0.00% 1(1.72% 0(0.00% 0(0.00% 1(7.69% 0(0.00% 0 (0.00%
olonged ) ) ) ) ) ) ) ) ) ) ) )
Eosinophl 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 2(1538 1(16.67 1(6.67%
o sed ) ) ) ) ) ) ) ) ) %) %) )
Gamma- 1(9.09% 1(4.35% 0(0.00% 1(7.14% 0(0.00% 1(8.33% 6(10.34 3(10.00 0(0.00% 0(0.00% 0 (0.00% 0 (0.00%
glutamyltransf ) ) ) ) ) ) %) %) ) ) ) )
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erase
increased

Haemoglobin 1(9.09% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
decreased ) ) ) ) ) ) ) ) ) ) ) )
Human

chorionic 0(0.00% 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(7.69% 0(0.00% 0 (0.00%
gonadotropin ) ) ) ) ) ) ) ) ) ) ) )
increased

International 5 00% 0(0.00% 1(7.14% 0(0.00% 0(0.00% 1(8.33% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%

normalised

ratio increased ) ) ) ) ) ) ) ) ) ) ) )
Lipase 1(9.09% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(8.33% 4(6.90% 1(3.33% 1(6.25% 0(0.00% 0(0.00% 4 (26.67
increased ) ) ) ) ) ) ) ) ) ) ) %)
Lymphocyte 0, 0, 0, 0, 0, 0, 0, 0, 0, 0, 0, 0,
count 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(1.72% 0(0.00% 0 (0.00% 0(0.00% 0(0.00% 0 (0.00%
docreased ) ) ) ) ) ) ) ) ) ) ) )
Sa:(tﬁ?aetri]on 0(0.00% 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(7.69% 0(0.00% 0 (0.00%
docreased ) ) ) ) ) ) ) ) ) ) ) )
Platelet count 0(0.00% 0(0.00% 0(0.00% 1(7.14% 0(0.00% 0(0.00% 1(1.72% 0(0.00% 0 (0.00% 0(0.00% 0(0.00% 0 (0.00%
decreased ) ) ) ) ) ) ) ) ) ) ) )

SARS-CoV-2  0(0.00% 2(8.70% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(6.67%
test negative ) ) ) ) ) ) ) ) ) ) ) )

SARS-CoV-2  1(9.09% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00% 0 (0.00%

test positive ) ) ) ) ) ) ) ) ) ) ) )
Transaminase 0 (0.00% 0(0.00% 0(0.00% 1(7.14% 0(0.00% 0(0.00% 0(0.00% 1(3.33% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
s increased ) ) ) ) ) ) ) ) ) ) ) )
Weight 0(0.00% 1(4.35% 0(0.00% 0(0.00% 2(7.69% 0(0.00% 2(3.45% 1(3.33% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
decreased ) ) ) ) ) ) ) ) ) ) ) )

Metabolism and

nutrition

disorders

0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(7.69% 0(0.00% 0 (0.00%
) ) ) ) ) ) ) ) ) ) ) )

Cachexia
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Decreased 1(9.09% 3(13.04 7(50.00 5(3571 6(23.08 0(0.00% 17(29.3 4(13.33 2(1250 3(23.08 0(0.00% 2 (13.33
appetite ) %) %) %) %) ) 1%) %) %) %) ) %)
Dehyaration 0 (0.00% 0(0.00% 1(7.14% 0(0.00% 0(000% 0(0.00% 3(517% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
) ) ) ) ) ) ) ) ) ) ) )
g'lg‘r’;’rfge 0(0.00% 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(7.69% 0(0.00% 0 (0.00%
impared ) ) ) ) ) ) ) ) ) ) ) )
Hypercalcaemi  1(9.09% 3 (13.04 0(0.00% 0(0.00% 1(3.85% 0(0.00% 0(0.00% 1(3.33% 1(6.25% 0(0.00% 0(0.00% 0 (0.00%
a ) %) ) ) ) ) ) ) ) ) ) )
Hyperglycaemi  1(9.09% 0(0.00% 2 (14.29 1(7.14% 0(0.00% 0(0.00% 1(1.72% 1(3.33% 0(0.00% 0(0.00% 0 (0.00% 0 (0.00%
a ) ) %) ) ) ) ) ) ) ) ) )
Hyperkalaemia 0 (0-00% 2(8.70% 0(0.00% 3(21.43 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(7.69% 0(0.00% 1(6.67%
) ) ) %) ) ) ) ) ) ) ) )

Hyperlipasaem 1 (9.09% 0 (0.00% 0(0.00% 0 (0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
ia ) ) ) ) ) ) ) ) ) ) ) )

Hyperuricaemi  1(9.09% 2 (8.70% 0 (0.00% 0 (0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(7.69% 0(0.00% 0 (0.00%
a ) ) ) ) ) ) ) ) ) ) ) )

Hypoalbumina  1(9.09% 1(4.35% 0(0.00% 0(0.00% 1(3.85% 0(0.00% 1(1.72% 2(6.67% 1(6.25% 2(15.38 0(0.00% 0 (0.00%
emia ) ) ) ) ) ) ) ) ) %) ) )

Hypocalcaemi 0 (0.00% 0(0.00% 1(7.14% 1(7.14% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(6.25% 0(0.00% 0(0.00% 1 (6.67%
a ) ) ) ) ) ) ) ) ) ) ) )

Hvpokalaemia 0(0.00% 0(0.00% 3(21.43 2(1429 1(3.85% 0(0.00% 4(6.90% 3(10.00 0(0.00% 3(23.08 0(0.00% 1(6.67%
yp ) ) %) %) ) ) ) %) ) %) ) )

Hypomagnesa 0 (0.00% 1(4.35% 2(14.29 0(0.00% 1(3.85% 0(0.00% 1(1.72% 3(10.00 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
emia ) ) %) ) ) ) ) %) ) ) ) )

Hyponatraemi 0 (0.00% 1(4.35% 1(7.14% 2(14.29 1(3.85% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 2(15.38 0(0.00% 0 (0.00%

a ) ) ) %) ) ) ) ) ) %) ) )
Hypophosphat 0 (0.00% 1(4.35% 0(0.00% 0(0.00% 2(7.69% 0(0.00% 3(517% 1(3.33% 0(0.00% 1(7.69% 0(0.00% 1 (6.67%
aemia ) ) ) ) ) ) ) ) ) ) ) )

. 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(8.33% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
Iron deficiency ) ) ) ) ) ) ) ) ) ) ) )
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0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(3.85% 0(0.00% 1(1.72% 0(0.00% 0(0.00% 1(7.69% 0(0.00% 0 (0.00%

Malnutrition ) ) ) ) ) ) ) ) ) ) ) )

. 0(0.00% 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(7.69% 0(0.00% 0 (0.00%
Obesity ) ) ) ) ) ) ) ) ) ) ) )
Tumour lysis 0 (0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 2(15.38 0(0.00% 0 (0.00%
syndrome ) ) ) ) ) ) ) ) ) %) ) )
Vitamin B12 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(6.67%
deficiency ) ) ) ) ) ) ) ) ) ) ) )
Vitamin D 0(0.00% 0(0.00% 0(0.00% 1(7.14% 0(0.00% 0(0.00% 0(0.00% 1(3.33% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
deficiency ) ) ) ) ) ) ) ) ) ) ) )

Musculoskeletal
and connective
tissue disorders

0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(7.69% 0(0.00% 0 (0.00%

A troph
myofrophy ) ) ) ) ) ) ) ) ) ) ) )
Arthralaia 3(2727 2(870% 3(21.43 0(0.00% 4(15.38 0(0.00% 9 (15.52 8(26.67 0(0.00% 0(0.00% 0(0.00% 2(13.33
g %) ) %) ) %) ) %) %) ) ) ) %)
Back pain 3(27.27 52174 1(714% 3(2143 2(7.69% 0(0.00% 5(8.62% 4(13.33 1(6.25% 0(0.00% 1 (16.67 3 (20.00
P %) %) ) %) ) ) ) %) ) ) %) %)
Bone pain 0(0.00% 0(0.00% 1(7.14% 0(0.00% 1(3.85% 0(0.00% 2(3.45% 0(0.00% 0(0.00% 1(7.69% 0(0.00% 0 (0.00%

) ) ) ) ) ) ) ) ) ) ) )

. 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(1.72% 0(0.00% 0(0.00% 1(7.69% 0(0.00% 0 (0.00%
Flank pain ) ) ) ) ) ) ) ) ) ) ) )

. 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(8.33% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
Fracture pain ) ) ) ) ) ) ) ) ) ) ) )

0(0.00% 0(0.00% 0(0.00% 1(7.14% 0(0.00% 0(0.00% 1(1.72% 0(0.00% 0(0.00% 0(0.00% 1(16.67 1 (6.67%
) ) ) ) ) ) ) ) ) ) %) )

Groin pain

0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(7.69% 0(0.00% 0 (0.00%
) ) ) ) ) ) ) ) ) ) ) )

Joint stiffness

Mobility 1(9.09% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00%
decreased ) ) ) ) ) ) ) ) ) ) ) )
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Muscle 0(0.00% 0(0.00% 0(0.00% 1(7.14% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
atrophy ) ) ) ) ) ) ) ) ) ) ) )
Muscle 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(1.72% 1(3.33% 0(0.00% 1(7.69% 0(0.00% 1 (6.67%
spasms ) ) ) ) ) ) ) ) ) ) ) )
Muscular 0(0.00% 0(0.00% 1(7.14% 1(7.14% 0(0.00% 0(0.00% 5(8.62% 1(3.33% 1(6.25% 0(0.00% 0(0.00% 0 (0.00%
weakness ) ) ) ) ) ) ) ) ) ) ) )
Musculoskelet 0 (0.00% 1(4.35% 0(0.00% 0(0.00% 1(3.85% 0(0.00% 0(0.00% 3(10.00 1(6.25% 0(0.00% 0(0.00% 1 (6.67%
al chest pain ) ) ) ) ) ) ) %) ) ) ) )
Musculoskelet 0 (0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(6.25% 0(0.00% 0(0.00% 0 (0.00%
al pain ) ) ) ) ) ) ) ) ) ) ) )
Mvalaia 1(9.09% 1(4.35% 0(0.00% 0(0.00% 1(3.85% 2(16.67 4(6.90% 4(13.33 0(0.00% 0(0.00% 0(0.00% 3 (20.00
yers ) ) ) ) ) %) ) %) ) ) ) %)
N . 0(0.00% 1(4.35% 0(0.00% 0(0.00% 3(11.54 1(8.33% 1(1.72% 2(6.67% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
eck pain o
) ) ) ) %) ) ) ) ) ) ) )
" 1(9.09% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
Osteoarthritis
) ) ) ) ) ) ) ) ) ) ) )
Pain in 0(0.00% 0(0.00% 1(7.14% 21429 0(0.00% 0(0.00% 1(1.72% 0(0.00% 3(18.75 2(15.38 0(0.00% 1 (6.67%
extremity ) ) ) %) ) ) ) ) %) %) ) )
Pain in i 0(0.00% 0(0.00% 0(0.00% 0(0.00% 2(7.69% 0(0.00% 1(1.72% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
ain in jaw
) ) ) ) ) ) ) ) ) ) ) )
Tri 0(0.00% 0(0.00% 0(0.00% 0(0.00% 2(7.69% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
rismus
) ) ) ) ) ) ) ) ) ) ) )
Neoplasms
benign,
malignant and
unspecified
(incl cysts and
polyps)
Hypergammag
lobulinaemia 0(0.00% 0(0.00% 0(0.00% 1(7.14% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
benignl | ) ) ) ) ) ) ) ) ) ) ) )
monoclona
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Neoplasm 0(0.00% 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(7.69% 0(0.00% 0 (0.00%
progression ) ) ) ) ) ) ) ) ) ) ) )

Seborrhoeic 0 (0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%

keratosis ) ) ) ) ) ) ) ) ) ) ) )

0(0.00% 0(0.00% 0(0.00% 1(7.14% 1(3.85% 1(8.33% 3(5.17% 2(6.67% 0(0.00% 0(0.00% 0 (0.00% 0 (0.00%
) ) ) ) ) ) ) ) ) ) ) )

Tumour pain

Nervous system

disorders
A . 0(0.00% 0(0.00% 0(0.00% 1(7.14% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
mnesia
) ) ) ) ) ) ) ) ) ) ) )
Anosmia 0(0.00% 0(0.00% 0(0.00% 1(7.14% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 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(8.33% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
Aphasia ) ) ) ) ) ) ) ) ) ) ) )

Autonomic

nervous 0(0.00% 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(7.69% 0(0.00% 0 (0.00%

system ) ) ) ) ) ) ) ) ) ) ) )

imbalance

Dizziness 0(0.00% 2(8.70% 5 (35.71 2(1429 1(3.85% 1(833% 1(1.72% 4(13.33 0(0.00% 1(7.69% 0(0.00% 1(6.67%
) ) %) %) ) ) ) %) ) ) ) )

Dysaesthesia 0(0.00% 0(0.00% 0(0.00% 1(7.14% 0(0.00% 0(0.00% 1(1.72% 0(0.00% 1 (6.25% 0(0.00% 0(0.00% 0 (0.00%

) ) ) ) ) ) ) ) ) ) ) )

Dysgeusia 0(0.00% 0(0.00% 0(0.00% 1(7.14% 1(3.85% 0(0.00% 1(1.72% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
) ) ) ) ) ) ) ) ) ) ) )

1(9.09% 0(0.00% 2 (1429 1(7.14% 1(3.85% 2(16.67 3(5.17% 4(13.33 1(6.25% 1(7.69% 0(0.00% 0 (0.00%
) ) %) ) ) %) ) %) ) ) ) )
1(9.09% 2(8.70% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(3.33% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
) ) ) ) ) ) ) ) ) ) ) )
0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(7.69% 0(0.00% 0 (0.00%
) ) ) ) ) ) ) ) ) ) ) )
Neuropathy 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(1.72% 0(0.00% 0(0.00% 1(7.69% 0(0.00% 0 (0.00%

peripheral ) ) ) ) ) ) ) ) ) ) ) )

Headache

Hypoaesthesia

Migraine
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Paraesthesia 1(9.09% 0(0.00% 0(0.00% 1(7.14% 0(0.00% 0(0.00% 2(3.45% 3(10.00 1(6.25% 1(7.69% 0(0.00% 0 (0.00%

) ) ) ) ) ) ) %) ) ) ) )
E::Sp:;ra' 0(0.00% 0(0.00% 1(7.14% 0(0.00% 0(0.00% 0(0.00% 1(1.72% 1(3.33% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
etromathy ) ) ) ) ) ) ) ) ) ) ) )
Presyncope 0(0.00% 0(0.00% 0(0.00% 1(7.14% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
) ) ) ) ) ) ) ) ) ) ) )
Sciatica 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(1.72% 1(3.33% 1(6.25% 0(0.00% 0(0.00% 0 (0.00%
) ) ) ) ) ) ) ) ) ) ) )
Seizure 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(8.33% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
) ) ) ) ) ) ) ) ) ) ) )
somnojence 0 (0:00% 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(7.69% 0(0.00% 0 (0.00%
) ) ) ) ) ) ) ) ) ) ) )
Tasto disorder  1(9-09% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00%
) ) ) ) ) ) ) ) ) ) ) )
Tremor 0(0.00% 0(0.00% 0(0.00% 1(7.14% 0(0.00% 0(0.00% 0(0.00% 1(3.33% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
) ) ) ) ) ) ) ) ) ) ) )
Psychiatric
disorders
Anxiety 0(0.00% 2(8.70% 1(7.14% 0(0.00% 1(3.85% 0(0.00% 1(1.72% 3(10.00 0(0.00% 1(7.69% 0(0.00% 0 (0.00%
) ) ) ) ) ) ) %) ) ) ) )
Confusional 0(0.00% 1(4.35% 1(7.14% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
state ) ) ) ) ) ) ) ) ) ) ) )
Depression 0(0.00% 1(4.35% 1(7.14% 0(0.00% 0(0.00% 0(0.00% 4 (6.90% 0(0.00% 0(0.00% 0(0.00% 1(16.67 0 (0.00%
) ) ) ) ) ) ) ) ) ) %) )
Hallucination  ©(0:00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(1.72% 0(0.00% 0(0.00% 1(7.69% 0(0.00% 0 (0.00%
) ) ) ) ) ) ) ) ) ) ) )
nsomnia 0(0.00% 3(13.04 2(1429 2(1429 1(3.85% 0(0.00% 4 (6.90% 1(3.33% 0(0.00% 2(15.38 0(0.00% 2 (13.33
) %) %) %) ) ) ) ) ) %) ) %)
Mood altereg 0 (0:00% 0(0.00% 0(0.00% 1(7.14% 0(0.00% 0(0.00% 1(1.72% 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% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(7.69% 0(0.00% 0 (0.00%
) ) ) ) ) ) ) ) ) ) ) )
0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(3.33% 1(6.25% 0(0.00% 0(0.00% 0 (0.00%
) ) ) ) ) ) ) ) ) ) ) )
1(9.09% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 2(3.45% 0(0.00% 0(0.00% 1(7.69% 0(0.00% 1(6.67%
) ) ) ) ) ) ) ) ) ) ) )
1(9.09% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00% om@% omy% omw% om?% om?% omw%

) ) ) ) ) )

Panic disorder

Restlessness

Sleep disorder

Stress

Renal and

urinary

disorders

Acute kidney 0(0.00% 0(0.00% 0(0.00% 1(7.14% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
injury ) ) ) ) ) ) ) ) ) ) ) )

0(0.00% 0(0.00% 0(0.00% 1(7.14% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
) ) ) ) ) ) ) ) ) ) ) )
0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(6.67%
) ) ) ) ) ) ) ) ) ) ) )

Chronic kidney ~ 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(7.69% 0(0.00% 0 (0.00%
disease ) ) ) ) ) ) ) ) ) ) ) )

. 0(0.00% 1(4.35% 0(0.00% 1(7.14% 0(0.00% 0(0.00% 1(1.72% 0(0.00% 0(0.00% 1(7.69% 0(0.00% 1 (6.67%
Dysuria ) ) ) ) ) ) ) ) ) ) ) )

1(9.09% 2(8.70% 0(0.00% 2(14.29 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(6.25% 0(0.00% 0(0.00% 1 (6.67%
) ) ) %) ) ) ) ) ) ) ) )

2(18.18 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(3.33% 0(0.00% 0(0.00% 0(0.00% O (0.00%
%) ) ) ) ) ) ) ) ) ) ) )
0(0.00% 1(4.35% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(6.67%
) ) ) ) ) ) ) ) ) ) ) )
0(0.00% 0 (0.00% 0 (0.00% om?% om@% omy% om?% omy% 1@&% omw% omy% om@%

) ) )

Urinary 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(3.33% 0(0.00% 0(0.00% 0(0.00% 1(6.67%
retention ) ) ) ) ) ) ) ) ) ) ) )

Azotaemia

Bladder pain

Haematuria

Leukocyturia

Nocturia

Urethral pain
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Reproductive
system and
breast
disorders

Balanoposthiti 0 (0.00% 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(7.69% 0(0.00% 0 (0.00%
s ) ) ) ) ) ) ) ) ) ) ) )

Benign 1(9.09% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
prostatic ) ) ) ) ) ) ) ) ) ) ) )
hyperplasia

Breast 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
oedema ) ) ) ) ) ) ) ) ) ) ) )
Breast pain 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 2(6.67% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%

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

bleeding ) ) ) ) ) ) ) ) ) ) ) )
Pelvic pain 1(9.09% 1(4.35% 0(0.00% 0(0.00% 1(3.85% 0(0.00% 0(0.00% 1(3.33% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
) ) ) ) ) ) ) ) ) ) ) )
Peyronie's 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(8.33% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
disease ) ) ) ) ) ) ) ) ) ) ) )
Vaginal 0(0.00% 0(0.00% 0(0.00% 1(7.14% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
discharge ) ) ) ) ) ) ) ) ) ) ) )

Respiratory,
thoracic and

mediastinal
disorders
Coudh 0(0.00% 2(8.70% 2(14.29 4(2857 4(15.38 0(0.00% 11(189 10(33.3 1(6.25% 2(15.38 0(0.00% 2 (13.33
9 ) ) %) %) %) ) 7%) 3%) ) %) ) %)
. 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(8.33% 0(0.00% 1(3.33% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
Dysphonia
) ) ) ) ) ) ) ) ) ) ) )
Dvsonoea 1(9.09% 1(4.35% 2(1429 4(2857 2(7.69% 1(8.33% 8(13.79 6(20.00 1(6.25% 2(15.38 0(0.00% 1(6.67%
ysp ) ) %) %) ) ) %) %) ) %) ) )
Dyspnoea 1(9.09% 1(4.35% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 2(3.45% 2(6.67% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
exertional ) ) ) ) ) ) ) ) ) ) ) )
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0(0.00% 0(0.00% 0(0.00% 0(0.00% 2(7.69% 0(0.00% 1(1.72% 0(0.00% 0(0.00% 0(0.00% 1(16.67 0 (0.00%

Epistaxis ) ) ) ) ) ) ) ) ) ) %) )

. 0(0.00% 1(4.35% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(1.72% 0(0.00% 1(6.25% 1(7.69% 0(0.00% 0 (0.00%
Haemoptysis ) ) ) ) ) ) ) ) ) ) ) )
Nasal 0(0.00% 0(0.00% 0(0.00% 1(7.14% 1(3.85% 0(0.00% 2 (3.45% 0(0.00% 0(0.00% 0 (0.00% 0(0.00% 0 (0.00%
congestion ) ) ) ) ) ) ) ) ) ) ) )
Oropharyngeal 0(0.00% 0(0.00% 0(0.00% 0(0.00% 2(7.69% 0(0.00% 2(3.45% 0(0.00% 0(0.00% 0(0.00% 1(16.67 0(0.00%
pain ) ) ) ) ) ) ) ) ) ) %) )
Pleural 0(0.00% 0(0.00% 0(0.00% 21429 1(3.85% 0(0.00% 1(1.72% 1(3.33% 1(6.25% 0(0.00% 0(0.00% 0 (0.00%
effusion ) ) ) %) ) ) ) ) ) ) ) )
Productive 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(3.85% 0(0.00% 2(3.45% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%

cough ) ) ) ) ) ) ) ) ) ) ) )

Respiratory 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(6.25% 0(0.00% 0(0.00% 0 (0.00%
failure ) ) ) ) ) ) ) ) ) ) ) )

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

0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(1.72% 0(0.00% 0(0.00% 1(7.69% 1 (16.67 0(0.00%
) ) ) ) ) ) ) ) ) ) %) )

Rhinalgia

Rhinorrhoea

Sputum 0(0.00% 0(0.00% 0(0.00% 1(7.14% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
retention ) ) ) ) ) ) ) ) ) ) ) )
Tonsillar 0(0.00% 0(0.00% 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%
erythema ) ) ) ) ) ) ) ) ) ) %) )
Skin and
subcutaneous

tissue disorders

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

A
cne ) ) ) ) ) ) ) ) ) ) ) )
Alopecia 1(9.09% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
) ) ) ) ) ) ) ) ) ) ) )
Decubitus 0(0.00% 0(0.00% 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%
ulcer ) ) ) ) ) ) ) ) ) ) %) )
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1(9.09% 0(0.00% 0(0.00% 0(0.00% 2(7.69% 0(0.00% 3(5.17% 1(3.33% 0(0.00% 1(7.69% 0(0.00% 1(6.67%

D ki
fy skin ) ) ) ) ) ) ) ) ) ) ) )
Eczema 0(0.00% 0(0.00% 1(7.14% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(7.69% 0(0.00% 0 (0.00%
) ) ) ) ) ) ) ) ) ) ) )
Hyperhidrosis 0 (0:00%  0(0.00%  0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(333% 1(625% 1(7.69% 0(0.00% 0(0.00%
) ) ) ) ) ) ) ) ) ) ) )
Hyperkeratosis 0(0.00% 0(0.00% 0(0.00% 1(7.14% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
) ) ) ) ) ) ) ) ) ) ) )
Intertrigo 0(0.00% 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(7.69% 0(0.00% 0 (0.00%
) ) ) ) ) ) ) ) ) ) ) )
Night sweats 0(0.00% 0(0.00% 1(7.14% 0(0.00% 1(3.85% 0(0.00% 2(3.45% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
) ) ) ) ) ) ) ) ) ) ) )

Palmar-plantar
erythrodysaest 0 (0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%

hesia ) ) ) ) ) ) ) ) ) ) ) )
syndrome
Pemphigoid 0(0.00% 0(0.00% 0(0.00% 1(7.14% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
) ) ) ) ) ) ) ) ) ) ) )
. 3(27.27 2(8.70% 0(0.00% 1(7.14% 2(7.69% 1(8.33% 8(13.79 3(10.00 2(1250 1(7.69% 0(0.00% 1(6.67%
Pruritus o o o o
%) ) ) ) ) ) %) %) %) ) ) )
Rash 2(18.18 5(21.74 0(0.00% 2(1429 3(11.54 1(833% 3(5.17% 1(3.33% 1(6.25% 2(15.38 0(0.00% 4 (26.67
%) %) ) %) %) ) ) ) ) %) ) %)
Rash maculo- 0(0.00% 0(0.00% 0(0.00% 2(14.29 1(3.85% 0(0.00% 2(3.45% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(6.67%
papular ) ) ) %) ) ) ) ) ) ) ) )
- 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
Rash pruritic
) ) ) ) ) ) ) ) ) ) ) )
Scar pain 1(9.09% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(8.33% 1(1.72% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
) ) ) ) ) ) ) ) ) ) ) )
Seborrhoeic 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(1.72% 0(0.00% 0(0.00% 1(7.69% 0(0.00% 0 (0.00%
dermatitis ) ) ) ) ) ) ) ) ) ) ) )
. i 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(6.67%
Skin exfoliation ) ) ) ) ) ) ) ) ) ) ) )
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0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(1.72% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%

Skin lesi
mesion ) ) ) ) ) ) ) ) ) ) ) )
Viiligo 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(6.25% 0(0.00% 0(0.00% 0 (0.00%
) ) ) ) ) ) ) ) ) ) ) )
Vascular
disorders
Angiopathy 0(0.00% 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(7.69% 0(0.00% 0 (0.00%
) ) ) ) ) ) ) ) ) ) ) )
Flushing 0(0.00% 1(4.35% 0(0.00% 1(7.14% 0(0.00% 0(0.00% 1(1.72% 0(0.00% 0(0.00% 0(0.00% 0 (0.00% 0 (0.00%
) ) ) ) ) ) ) ) ) ) ) )
Haematoma 0 (0:00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 1(333% 0(0.00% 0(0.00% 0(0.00% 1(6.67%
) ) ) ) ) ) ) ) ) ) ) )
Hot flush 1(9.09% 0(0.00% 1(7.14% 1(7.14% 0(0.00% 0(0.00% 1(1.72% 0(0.00% 0(0.00% 0 (0.00% 0 (0.00% 1 (6.67%
) ) ) ) ) ) ) ) ) ) ) )
Hypertension 0 (0:00% 1(4.35% 0(0.00% 2(14.29 1(385% 0(0.00% 2(345% 2(667% 0(0.00% 1(7.69% 0(0.00% 2(13.33
) ) ) %) ) ) ) ) ) ) ) %)
Hypotension 0 (0.00% 0(0.00% 1(7.14% 1(7.14% 0(0.00% 1(833% 0(0.00% 0(0.00% 0(0.00% 1(7.69% 0(0.00% 0 (0.00%
) ) ) ) ) ) ) ) ) ) ) )
Lymphoedema 0 (0.00% 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(7.69% 0(0.00% 0 (0.00%
) ) ) ) ) ) ) ) ) ) ) )
Raynaud's 0(0.00% 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(7.69% 0(0.00% 0 (0.00%
phenomenon ) ) ) ) ) ) ) ) ) ) ) )
f:iﬁerﬁda' 0(0.00% 0(0.00% 2(1429 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0(0.00% 0 (0.00%
o s ) ) %) ) ) ) ) ) ) ) ) )

Part 2, Part 3 and Japan safety run-in:

Part 2: NSCLC Part 2: NSCLC
Part 2: NSCLC 160 mg 2wk- 160 mg 1wk- Part 3: TNBC JSR: 80 mg JSR: 160 mg JSR: 240 mg
160 mg cont on/2wk-off on/1wk-off 160 mg cont cont cont cont
N =22 N =20 N=20 N=6 N=3 N=3 N=3
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NIR178 160 mg
twice daily
continuous in
combination
with PDR001 in
patients with
non-small cell

NIR178 160 mg
twice daily 2
weeks on/2
weeks off in
combination

with PDR001 in
patients with

NIR178 160 mg
twice daily 1
week on/1 week
off in
combination
with PDRO01 in
patients with

NIR178 160 mg
twice daily
continuous in
combination
with PDR001 in
patients with
triple negative

NIR178 80 mg
twice daily
continuous in
combination
with PDR001
(starting Cycle
2 Day 1) in the

NIR178 160 mg
twice daily
continuous in
combination
with PDR001
(starting Cycle
2 Day 1) in the

NIR178 140 mg
twice daily
continuous in
combination
with PDR001
(starting Cycle
1 Day 1) in the
Japan safety

Arm/Group Description lung cancer non-small cell non-small cell breast cancer Japan safety Japan safety
up Pt (NSCLC). lung cancer lung cancer (TNBC). Safety run-in. Safety run-in. Safety run-in. Safety
Safety data up (NSCLC). (NSCLC). data up to 150 data up to 150 data up to 150 data up to 150
to 150 days Safety data up Safety data up days after last days after last days after last days after last
after last dose to 150 days to 150 days dose of dose of dose of dose of
of after last dose after last dose NIR178+PDRO  NIR178+PDRO  NIR178+PDR0O  NIR178+PDRO
NIR178+PDRO of of 01 01 01 01
01 NIR178+PDRO  NIR178+PDRO
01 01
Total # Affected by any
Other Adverse Event 22 16 7 6 3 2 3
Total # at Risk by any
Other Adverse Event 22 20 20 6 3 3 3
Blood and lymphatic
system disorders
Anaemia 1(4.55%) 3 (15.00%) 3 (15.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Leukocytosis 0 (0.00%) 0 (0.00%) 1 (5.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Leukopenia 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Lymphadenitis 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Neutropenia 0 (0.00%) 1 (5.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Thrombocytopenia 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Cardiac disorders
Atrial fibrillation 0 (0.00%) 0 (0.00%) 1(5.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Bradycardia 0 (0.00%) 0 (0.00%) 1 (5.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Cardiac failure 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)

congestive
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Coronary artery disease 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Extrasystoles 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Palpitations 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Pericardial effusion 0 (0.00%) 1 (5.00%) 1 (5.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Sinus bradycardia 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Sinus tachycardia 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Tachycardia 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Ear and labyrinth
disorders
Vertigo 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(16.67%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Endocrine disorders
Adrenal insufficiency 2 (9.09%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Hyperthyroidism 0 (0.00%) 1 (5.00%) 2 (10.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Hypothyroidism 1 (4.55%) 0 (0.00%) 2 (10.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
ti;"opphh"ycsﬁiig 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Eye disorders
Cataract 2 (9.09%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Photopsia 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(16.67%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Vision blurred 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Gastrointestinal
disorders
Abdominal discomfort 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Abdominal distension 2 (9.09%) 3 (15.00%) 2 (10.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Abdominal pain 0 (0.00%) 1 (5.00%) 0 (0.00%) 2 (33.33%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Abdominal pain upper 2 (9.09%) 1 (5.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)

Page 131



(') NOVARTIS

Ascites 0 (0.00%) 1 (5.00%) 1 (5.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Constipation 8 (36.36%) 3 (15.00%) 8 (40.00%) 2 (33.33%) 0 (0.00%) 1(33.33%) 1(33.33%)
Dental caries 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Diarrhoea 4 (18.18%) 1 (5.00%) 2 (10.00%) 3 (50.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Dry mouth 1 (4.55%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Dyspepsia 2 (9.09%) 2 (10.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Dysphagia 1 (4.55%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Faeces soft 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Flatulence 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Gastrointestinal disorder 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(33.33%)
gef‘litfd"isezgsgagea' 0 (0.00%) 0 (0.00%) 2 (10.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Haematochezia 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Haemorrhoids 0 (0.00%) 0 (0.00%) 1 (5.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
lleus 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Nausea 5 (22.73%) 3 (15.00%) 3 (15.00%) 4 (66.67%) 1(33.33%) 0 (0.00%) 1(33.33%)
Retching 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Stomatitis 1 (4.55%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Toothache 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Vomiting 5 (22.73%) 3 (15.00%) 4 (20.00%) 1(16.67%) 1(33.33%) 0 (0.00%) 0 (0.00%)

General disorders and

administration site

conditions
Administration site bruise 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Asthenia 2 (9.09%) 0 (0.00%) 0 (0.00%) 2 (33.33%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Axillary pain 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(16.67%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Catheter site oedema 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(16.67%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
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Chest discomfort 1 (4.55%) 2 (10.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Chest pain 0 (0.00%) 1(5.00%) 3 (15.00%) 1(16.67%) 0 (0.00%) 1(33.33%) 0 (0.00%)
Chills 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Discomfort 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0(0.00%)
Face oedema 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Fatigue 11 (50.00%) 6 (30.00%) 5 (25.00%) 3 (50.00%) 1(33.33%) 0 (0.00%) 1(33.33%)
feenfggf’a‘t’:r?ggange 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Gait disturbance 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Genoral physical health 0 (0.00%) 1 (5.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Influenza like illness 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Malaise 1 (4.55%) 0 (0.00%) 1(5.00%) 0 (0.00%) 1(33.33%) 0 (0.00%) 0 (0.00%)
Non-cardiac chest pain 1 (4.55%) 1(5.00%) 1(5.00%) 2 (33.33%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Oedema 0 (0.00%) 0 (0.00%) 1(5.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0(0.00%)
Oedema peripheral 1 (4.55%) 0 (0.00%) 4 (20.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Pain 0 (0.00%) 4 (20.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Peripheral swelling 0 (0.00%) 0 (0.00%) 2 (10.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Pyrexia 2 (9.09%) 4 (20.00%) 1(5.00%) 1(16.67%) 0 (0.00%) 0 (0.00%) 1(33.33%)
Swelling face 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)

Hepatobiliary disorders
Cholestasis 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Hepatic failure 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Hepatic steatosis 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Hepatitis 1(4.55%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Hypertransaminasaemia 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
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Immune-mediated

hopattie 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Jaundice 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)

Infections and

infestations
Abdominal abscess 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Body tinea 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
COVID-19 1 (4.55%) 0 (0.00%) 0 (0.00%) 1(16.67%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Device related infection 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Diarrhoea infectious 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Escherichia sepsis 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Eye infection 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Gastroenteritis 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Herpes zoster 1 (4.55%) 0 (0.00%) 1 (5.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Infection 0 (0.00%) 1 (5.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Influenza 0 (0.00%) 0 (0.00%) 1(5.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Nasopharyngitis 1 (4.55%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Oesophageal candidiasis 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Oral candidiasis 0 (0.00%) 0 (0.00%) 1 (5.00%) 1(16.67%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Pharyngitis 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Pneumonia 3 (13.64%) 0 (0.00%) 4 (20.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Rash pustular 2 (9.09%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Tinea versicolour 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Tonsillitis 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Tracheitis 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Upper respiratory tract 1 (4.55%) 0 (0.00%) 1 (5.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)

infection

Page 134



(') NOVARTIS

Urinary tract infection 0 (0.00%) 0 (0.00%) 1 (5.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
gr:'tr;?(%éfc‘;'"fec“on 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Urogenital infection 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
bacterial
Vaginal infection 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Viral infection 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)

Injury, poisoning and

procedural complications
Fall 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Procedural pain 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Wound complication 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Wound necrosis 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)

Investigations
Alanine
aminotransferase 2 (9.09%) 4 (20.00%) 0 (0.00%) 0 (0.00%) 1(33.33%) 0 (0.00%) 0 (0.00%)
increased
Amylase increased 1 (4.55%) 1 (5.00%) 2 (10.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Aspartate
aminotransferase 2 (9.09%) 4 (20.00%) 0 (0.00%) 0 (0.00%) 1(33.33%) 0 (0.00%) 1(33.33%)
increased
ﬁ'(':':g:'s’;gm]“gated 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
s hatate noreased 0 (0.00%) 3 (15.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(33.33%)
Blood bilirubin increased 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Blood creatine
phosphokinase 0 (0.00%) 0 (0.00%) 1 (5.00%) 1(16.67%) 0 (0.00%) 0 (0.00%) 0 (0.00%)

increased
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Blood creatinine

SR 1 (4.55%) 0 (0.00%) 1 (5.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Blood lactate

dehydrogenase 0 (0.00%) 0 (0.00%) 1 (5.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(33.33%)
increased

Blood phosphorus 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
increased

Blood thyroid stimulating 0 (0.00° 0 (0.00% 1 o o o o o
hommone inoreased (0.00%) (0.00%) (5.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
S]Crr‘?ezcstg’; protein 0 (0.00%) 1 (5.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Electrocardiogram QT 0 (0.00% 0 (0.009 0 (0.009 0 (0.009 0 (0.009 0 (0.00° 0.00°
prolonged (0.00%) (0.00%) (0.00%) (0.00%) (0.00%) (0.00%) 0 (0.00%)
Eosinophl count 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Gamma-

glutamyltransferase 0 (0.00%) 4 (20.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
increased

Haemoglobin decreased 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
gng?;zgtfggiréoi:ccrease g 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
international normatised 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Lipase increased 0 (0.00%) 2 (10.00%) 2 (10.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
zgggggggte count 1 (4.55%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 2 (66.67%) 0 (0.00%) 0 (0.00%)
gexcyrgei’; esgt“ra“"” 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Platelet count decreased 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
SARS-CoV-2 test 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
negative

Page 136



(') NOVARTIS

SARS-CoV-2 test

Sositive 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
;rcar';?;’:é”ases 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Weight decreased 2 (9.09%) 0 (0.00%) 1(5.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Metabolism and nutrition
disorders
Cachexia 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Decreased appetite 6 (27.27%) 5 (25.00%) 3 (15.00%) 1(16.67%) 0 (0.00%) 0 (0.00%) 2 (66.67%)
Dehydration 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
fg:‘;ﬁ: tolerance 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Hypercalcaemia 3 (13.64%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Hyperglycaemia 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Hyperkalaemia 1 (4.55%) 0 (0.00%) 1(5.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Hyperlipasaemia 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Hyperuricaemia 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Hypoalbuminaemia 0 (0.00%) 0 (0.00%) 2 (10.00%) 1(16.67%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Hypocalcaemia 1 (4.55%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Hypokalaemia 1 (4.55%) 3 (15.00%) 1 (5.00%) 1(16.67%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Hypomagnesaemia 1(4.55%) 1 (5.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Hyponatraemia 1 (4.55%) 1 (5.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(33.33%)
Hypophosphataemia 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Iron deficiency 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Malnutrition 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Obesity 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Tumour lysis syndrome 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
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Vitamin B12 deficiency 1 (4.55%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Vitamin D deficiency 1 (4.55%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)

Musculoskeletal and
connective tissue

disorders
Amyotrophy 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0(0.00%)
Arthralgia 3 (13.64%) 3 (15.00%) 1(5.00%) 2 (33.33%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Back pain 3 (13.64%) 3 (15.00%) 1(5.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0(0.00%)
Bone pain 0 (0.00%) 1(5.00%) 1(5.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Flank pain 1 (4.55%) 1(5.00%) 1(5.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0(0.00%)
Fracture pain 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Groin pain 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Joint stiffness 0 (0.00%) 1(5.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Mobility decreased 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Muscle atrophy 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0(0.00%)
Muscle spasms 2 (9.09%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Muscular weakness 0 (0.00%) 0 (0.00%) 1(5.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
';"a‘frs]cu'“ke'eta' chest 2 (9.09%) 1(5.00%) 2 (10.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Musculoskeletal pain 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Myalgia 1(4.55%) 1(5.00%) 0 (0.00%) 1(16.67%) 0 (0.00%) 0 (0.00%) 1(33.33%)
Neck pain 0 (0.00%) 1(5.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Osteoarthritis 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Pain in extremity 2 (9.09%) 1(5.00%) 2 (10.00%) 1(16.67%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Pain in jaw 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Trismus 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)

Page 138



(') NOVARTIS

Neoplasms benign,
malignant and
unspecified (incl cysts

and polyps)
:’I’:eb'grﬁg“nm;g'rﬁ’:;gﬁzf 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Neoplasm progression 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Seborrhoeic keratosis 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(33.33%)
Tumour pain 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(16.67%) 0 (0.00%) 0 (0.00%) 0 (0.00%)

Nervous system

disorders
Amnesia 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0(0.00%)
Anosmia 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Aphasia 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Q;’Stfe”rg’?rfbgfarxggs 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Dizziness 2 (9.09%) 1(5.00%) 1(5.00%) 1(16.67%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Dysaesthesia 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Dysgeusia 1 (4.55%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Headache 4 (18.18%) 2 (10.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0(0.00%)
Hypoaesthesia 1 (4.55%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Migraine 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Neuropathy peripheral 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Paraesthesia 0 (0.00%) 1(5.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
ﬁsﬂr"olzrtﬂyse”sory 1 (4.55%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Presyncope 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Sciatica 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
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Seizure 1 (4.55%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Somnolence 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Taste disorder 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Tremor 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)

Psychiatric disorders
Anxiety 0 (0.00%) 0 (0.00%) 1(5.00%) 1(16.67%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Confusional state 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Depression 1 (4.55%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Hallucination 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Insomnia 3 (13.64%) 3 (15.00%) 3 (15.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(33.33%)
Mood altered 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Panic disorder 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Restlessness 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Sleep disorder 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Stress 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)

Renal and urinary

disorders
Acute kidney injury 0 (0.00%) 0 (0.00%) 1(5.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Azotaemia 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Bladder pain 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Chronic kidney disease 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Dysuria 0 (0.00%) 0 (0.00%) 1(5.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Haematuria 0 (0.00%) 0 (0.00%) 1(5.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Leukocyturia 0 (0.00%) 0 (0.00%) 1(5.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Nocturia 2 (9.09%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Urethral pain 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
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Urinary retention 0 (0.00%) 0 (0.00%) 1 (5.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)

Reproductive system and
breast disorders

Balanoposthitis 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Efg;?;‘lg;?:ta“c 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Breast oedema 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(16.67%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Breast pain 0 (0.00%) 0 (0.00%) 0 (0.00%) 2 (33.33%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Intermenstrual bleeding 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(33.33%)
Pelvic pain 0 (0.00%) 0 (0.00%) 1 (5.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Peyronie's disease 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Vaginal discharge 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Respiratory, thoracic and
mediastinal disorders
Cough 6 (27.27%) 2 (10.00%) 3 (15.00%) 0 (0.00%) 1(33.33%) 1 (33.33%) 0 (0.00%)
Dysphonia 1 (4.55%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Dyspnoea 5 (22.73%) 1 (5.00%) 5 (25.00%) 1(16.67%) 1(33.33%) 0 (0.00%) 0 (0.00%)
Dyspnoea exertional 0 (0.00%) 2 (10.00%) 1 (5.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Epistaxis 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Haemoptysis 1 (4.55%) 4 (20.00%) 1(5.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Nasal congestion 1 (4.55%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Oropharyngeal pain 1 (4.55%) 1 (5.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Pleural effusion 0 (0.00%) 0 (0.00%) 2 (10.00%) 1(16.67%) 1(33.33%) 0 (0.00%) 0 (0.00%)
Productive cough 2 (9.09%) 0 (0.00%) 2 (10.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Respiratory failure 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Rhinalgia 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Rhinorrhoea 3 (13.64%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
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Sputum retention 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Tonsillar erythema 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)

Skin and subcutaneous
tissue disorders

Acne 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Alopecia 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Decubitus ulcer 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Dry skin 2 (9.09%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(33.33%) 0 (0.00%)
Eczema 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Hyperhidrosis 2 (9.09%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Hyperkeratosis 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Intertrigo 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Night sweats 1 (4.55%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Palmar-plantar

erythrodysaesthesia 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(33.33%) 0 (0.00%)
syndrome

Pemphigoid 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Pruritus 5(22.73%) 2 (10.00%) 3 (15.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Rash 3 (13.64%) 2 (10.00%) 1(5.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Rash maculo-papular 1 (4.55%) 0 (0.00%) 2 (10.00%) 0 (0.00%) 0 (0.00%) 1(33.33%) 0 (0.00%)
Rash pruritic 0 (0.00%) 2 (10.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Scar pain 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Seborrhoeic dermatitis 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Skin exfoliation 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Skin lesion 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(16.67%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Vitiligo 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
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Vascular disorders

Angiopathy 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Flushing 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Haematoma 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(16.67%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Hot flush 0 (0.00%) 1(5.00%) 0 (0.00%) 1(16.67%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Hypertension 0 (0.00%) 0 (0.00%) 1(5.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(33.33%)
Hypotension 1(4.55%) 0 (0.00%) 1(5.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Lymphoedema 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(16.67%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Raynaud's phenomenon 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Superficial vein 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)

Conclusion:

The study successfully characterized the efficacy and safety of NIR178 160/240 mg BID (continuous or intermittent) in
combination with PDR001 400 mg Q4W.

None of the treated cancer types responded to treatment with clinically meaningful efficacy.

NIR178 in combination with PDR001 was considered to have a tolerable and manageable safety profile. Available data
confirmed the known safety profile of NIR178 and PDR001. No new safety concerns were identified.

No evidence of additive toxic effects of the combinations was observed.

AE data from patients enrolled in the Japanese safety run-in was consistent with the known safety profile of NIR178 in
combination with PDR001 in non-Japanese patients.
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e NIR178 showed time and dose-dependent pharmacokinetics with accumulation and a high degree of variability.
Metabolite NJI765 level was 25%-33% of parent drug.

Date of Clinical Trial Report
31-Jan-2024
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