
Öffentlicher Titel Phase III Studie zu Canakinumab bei vorbehandeltem Nicht-kleinzelligem Lungenkrebs

Wissenschaftl. Titel A randomized, double-blind, placebo-controlled, phase III study evaluating the efficacy
and safety of canakinumab in combination with docetaxel versus placebo in combination
with docetaxel in subjects with non-small cell lung cancer (NSCLC) previously treated
with PD-(L)1 inhibitors and platinum-based chemotherapy (CANOPY-2)

Kurztitel Canopy-2

Studienart multizentrisch, prospektiv, Therapiestudie, randomisiert, Pharma-Studie, doppelblind,
zweiarmig

Studienphase Phase III

Erkrankung Lunge: Lungenkrebs: Nicht kleinzelliges Lungenkarzinom (NSCLC) - Zweitlinie oder
höher

Einschlusskriterien Written informed consent must be obtained prior to any screening procedures-

Subject is an adult male/female >= 18 years of age at the time of informed consent-

Histologically confirmed locally advanced/metastatic (stage IIIB-IV ) NSCLC-

Subject has received one prior platinum-based chemotherapy and one prior PD-(L)1
inhibitor therapy for locally advanced or metastatic disease:

-

a) Subject may have received the platinum based chemotherapy for advanced or
metastatic disease and the PD-(L)1 inhibitor either together (in the same line of
treatment) or sequentially (two different lines of treatment) and then progressed

-

b) Subject who received the PD-(L)1-inhibitor as maintenance (no progression on
platinum-doublet chemotherapy) and progressed on PD-(L)1 are eligible

-

c) Subjects who received adjuvant or neoadjuvant platinum-doublet chemotherapy
(after surgery and/or radiation therapy) and a PD-(L)1 inhibitor and developed
recurrent or metastatic disease while on or within 12 months of completing therapy
are eligible

-

d) Subjects with recurrent disease > 12 months after adjuvant or neoadjuvant
platinum based chemotherapy, who also subsequently progressed during or after a
platinum doublet regimen and a PD-(L)1 inhibitor (given either together or
sequentially to treat the recurrence), are eligible

-

Subject with ECOG performance status (PS) of 0 or 1-

Subject with at least 1 evaluable (measurable or non-measurable) lesion by RECIST
1.1 in solid tumors criteria.

-

Subject must have recovered from all toxicities related to prior systemic therapy to
grade <= 1 (CTCAE v 5.0). Exception to this criterion: subjects with any grade of
alopecia

-

Subjects must have adequate organ function including the following laboratory values
at the screening visit:

-

a) Absolute neutrophil count (ANC) >= 1.5 x 109/L (without growth factor support)-

b) Platelets >= 100 x 109/L (without growth factor support)-

c) Hemoglobin (Hgb) > 9 g/dL (4 weeks without transfusions or erythropoietin)-

d) Aspartate transaminase (AST) <= 3 x ULN-

e) Alanine transaminase (ALT) <= 3 x ULN-

f) Total bilirubin <= ULN-

g) Serum amylase <= 2 x ULN or pancreatic amylase <= 1.5 x ULN-

h) Serum lipase <= 1.5 x ULN-

i) Creatinine clearance >= 60 mL/min by calculation using Cockcroft-Gault formula-

Subject must be able to communicate with the investigator and comply with the
requirements of the study procedures.

-
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Ausschlusskriterien Patient who previously received docetaxel, canakinumab (or another IL-1 inhibitor), or
any other systemic therapy for their locally advanced or metastatic NSCLC other than
one platinum-based chemotherapy and one prior PD-(L)1 inhibitor

-

Subject with EGFR-sensitizing mutation and/or ALK rearrangement by local
laboratory testing

-

a) Note: Subjects with NSCLC of pure squamous cell histology can initiate treatment
without EGFR or ALK testing or result, however, subjects with pure squamous cell
histology that are known to have EGFR/ALK sensitizing mutations are excluded

-

b) Subjects with known BRAF V600 mutation or ROS-1 rearrangement will be
excluded, if required by local guidelines

-

History of severe hypersensitivity reaction to monoclonal antibodies, taxanes or any
known excipients of these drugs (i.e. Polysorbate-80-containing infusions, mannitol,
histidine).

-

Previously untreated or symptomatic central nervous system (CNS) metastases or
leptomeningeal disease

-

Note: subjects with treated CNS metastases with radiotherapy and/or surgery,
without evidence of CNS disease progression >=4 weeks after treatment completion
and off corticosteroid therapy for >= 2 weeks prior to treatment start are eligible

-

. Presence or history of a malignant disease, other than the resected NSCLC, that
has been diagnosed and/or required therapy within the past 3 years. Exceptions to
this exclusion include the following: completely resected basal cell and squamous cell
skin cancers, and completely resected carcinoma in situ of any type

-

Subject with suspected or proven immunocompromised state or infections, including:-

a) Evidence of active or latent tuberculosis (TB) as determined by locally approved
screening methods. If the screening results require treatment as per local guidelines
or clinical practice, then the patient is not eligible

-

b) Chronic or active hepatitis B or C-

c) Known history of testing positive for Human Immunodeficiency Virus (HIV)
infections. For countries where HIV testing is mandatory: testing positive for HIV
during screening using a local test

-

d) Any other medical condition (such as active infection, treated or untreated), which
in the opinion of the investigator places the patient at an unacceptable risk for
participation in immunomodulatory therapy

-

e) Note: Subjects with localized condition unlikely to lead to a systemic infection e.g.
chronic nail fungal infection are eligible

-

f) Allogeneic bone marrow or solid organ transplant-

g) Treatment with any immune modulating agent in doses with systemic effects e.g.:-

h) Prednisone >20 mg (or equivalent) oral or intravenous daily for > 14 days-

i) Prednisone >5 mg and <=20 mg (or equivalent) daily for > 30 days-

j) Equivalent dose of methotrexate > 15 mg weekly-

k) Subject receiving any biologic drugs targeting the immune system (for example,
TNFa blockers, anakinra, rituximab, abatacept, or tocilizumab).

-

l) Note: Daily glucocorticoid-replacement for conditions such as adrenal or pituitary
insufficiency is allowed

-

m) Note: Topical, inhaled or local steroid use in doses that are not considered to
cause systemic effects are permitted

-

n) Note: Steroids for pre-medication related to chemotherapy as per local standard of
care are permitted

-

Subject has received live vaccination within 3 months prior to first dose of study drug-
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Subject has had major surgery (e.g., intra-thoracic, intra-abdominal or intra-pelvic)
within 4 weeks prior to starting study drug or has not recovered from side effects of
such procedure. Video-assisted thoracic surgery (VATS) and mediastinoscopy will
not be counted as major surgery and subject can be enrolled in the study >=1 week
after the procedure

-

Thoracic radiotherapy to lung fields <= 4 weeks prior to starting the study treatment
or subjects who have not recovered from radiotherapy-related toxicities. For all other
anatomic sites (including radiotherapy to thoracic vertebrae and ribs) radiotherapy 2
weeks prior to starting the study treatment or has not recovered from radiotherapy-
related toxicities. Palliative radiotherapy for bone lesions <= 2 weeks prior to starting
study treatment is allowed

-

Grade >=2 motor or sensory neuropathy symptoms-

Clinically significant, uncontrolled cardiac disease and/or recent cardiac event (within
6 months), such as:

-

a) Unstable angina or myocardial infarction within 6 month prior to screening-

b) Symptomatic congestive heart failure (defined as New York Heart Association
Grade II or greater)

-

c) Documented cardiomyopathy-

d) Clinical significant cardiac arrhythmias-

e) Uncontrolled hypertension defined by a Systolic Blood Pressure (SBP) >= 160 mm
Hg and/or Diastolic Blood Pressure (DBP) >= 100 mm Hg, unless controlled prior to
screening

-

History of interstitial lung disease or pneumonitis grade >= 2-

Uncontrolled diabetes as defined by the investigator.-

Known active or recurrent hepatic disorder including cirrhosis-

Subject has any other concurrent severe and/or uncontrolled medical condition that
would, in the investigator’s judgment cause unacceptable safety risks, contra-indicate
patient participation in the clinical study or compromise compliance with the protocol
(e.g. chronic pancreatitis)

-

Subject is currently receiving treatment with drugs known to be strong inhibitors or
strong inducers of isoenzyme CYP3A. The patient must have discontinued strong
inhibitors or strong inducers before the treatment is initiated. Switching to a different
medication prior to randomization is allowed. Please refer to the Table 16-12 for a list
of strong inhibitors or strong inducers of CYP3A4

-

Patient is concurrently using other anti-cancer therapy-

Participation in a prior investigational study within 30 days prior to enrollment or
within 5 half-lives of the investigational product (other than chemotherapy or
checkpoint inhibitors), whichever is longer or those who are expected to receive any
other investigational drug or device during the conduct of the study

-

Pregnant or breast-feeding (lactating) women or women who plan to become
pregnant or breast-feed during the study. Pregnant or nursing women, where
pregnancy is defined as the state of a female after conception and until the
termination of gestation, confirmed by a positive hCG laboratory test

-

Women of childbearing potential, defined as all women physiologically capable of
becoming pregnant, unless they are using highly effective contraception during the
study and 6 months after chemotherapy discontinuation. Highly effective
contraception methods include:

-

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

-
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b) Female sterilization (have had surgical bilateral oophorectomy with or without
hysterectomy), total hysterectomy or bilateral tubal ligation at least 6 weeks before
taking study treatment. In case of oophorectomy alone, only when the reproductive
status of the woman has been confirmed by follow up hormone level assessment

-

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

-

d) Use of oral (estrogen and progesterone), injected or implanted combined hormonal
methods of contraception or placement of an intrauterine device (IUD) or intrauterine
system (IUS), or other forms of hormonal contraception that have comparable
efficacy (failure rate <1%), for example hormone vaginal ring or transdermal hormone
contraception. In case of use of oral contraception women should have been
stabilized on the same pill for a minimum of 3 months before taking study treatment.
Women are considered post-menopausal and not of childbearing potential if they
have had 12 months of natural (spontaneous) amenorrhea with an appropriate
clinical profile (e.g. age appropriate, history of vasomotor symptoms) or have had
surgical bilateral oophorectomy (with or without hysterectomy) or bilateral tubal
ligation at least six weeks ago. In the case of oophorectomy alone, only when the
reproductive status of the woman has been confirmed by follow up hormone level
assessment is she considered not of childbearing potential.

-

Sexually active males unless they use a condom during intercourse while taking drug
and during 6 months after chemotherapy discontinuation and should not father a child
in this period. A condom is required to be used also by vasectomized men in order to
prevent delivery of the drug via seminal fluid. No additional exclusions may be
applied by the investigator, in order to ensure that the study population will be
representative of all eligible subjects

-

Alter 18 Jahre und älter

Prüfzentren Krankenhaus Nordwest GmbH (Rekrutierung beendet)
Klinik für Onkologie und Hämatologie
Steinbacher Hohl 2-26
60488 Frankfurt am Main
Dr. med. Akin Atmaca
atmaca.akin@khnw.de

Sponsor Novartis Pharma

Registrierung in anderen
Studienregistern

ClinicalTrials.gov NCT03626545  (primäres Register)
EudraCT 2018-002480-26
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