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We hypothesize that differences in response to ipilimumab treatment are due to variability in
the pharmacokinetics and ¡¡ìCdynamics of the antibody. Thus, we hypothesize that patients
who do not respond to CTLA-4 blockade therapy, have insufficient…
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Onderzoeksproduct en/of interventie

Uitkomstmaten

Primaire uitkomstmaten

The detection of 89Zr-ipilimumab in tumor lesions (after first injection of ipilimumab) and in
week 4 (after second injection of ipilimumab). Tumor lesions will be defined using a
diagnostic CT-scan or MRI. The short axis diameter of a measurable tumor lesion is ¡Ý1 cm.
The five largest lesions will be used for evaluation:<br>
- Visual: present/absent; present being as focally enhanced uptake on the immuno-PET scan
with optimal contrast (72-144 hours post injection).<br>
- Quantitative: measured in mean and peak Standardized Uptake Value (SUVmean and
SUVpeak) of the tumor lesions with the highest antibody uptake, using automatic delineated
tumor volumes of interest (VOI's). Targeting is defined as SUVtumor/SUVblood >1.

Toelichting onderzoek

Achtergrond van het onderzoek

Rationale:

Ipilimumab, a monoclonal antibody targeting CTLA-4, is approved for the treatment of
metastatic melanoma and significantly increases median overall survival. However, use of
this drug is associated with immune related adverse events (IRAEs) like colitis, hepatitis,
dermatitis, alveolitis and hypophysitis in 10-40% of the patients. In general IRAEs are
manageable by cessation of ipilimumab in combination with treatment with corticosteroids or
TNF-alpha blockade but they can be severe or even life-threatening. In addition, treatment
with ipilimumab is expensive. Because of the high costs and the potential serious toxicity of
ipilimumab, it is of great importance to identify biomarkers that correlate with clinical activity
and can be used to select patients that will benefit from CTLA-4 blockade therapy.

We hypothesize that differences in response to treatment with ipilimumab are due to
variability in the pharmacodynamics and –kinetics of the antibody. We hypothesize that
patients who do not respond to treatment with ipilimumab have lower drug levels in tumor
tissues as compared to patients with a good response to therapy. In addition, we hypothesize
that IRAEs are associated with high drug levels in the affected tissue.

To visualize molecular interactions we use a novel technique in which positron emission
tomography (PET) is combined with labeled monoclonal antibodies. Because ipilimumab
induces activation of T-lymphocytes we hypothesize that uptake of 89Zr-ipilimumab in tumor
lesions and normal tissue is different (i.e. higher) after the second administration of
ipilimumab (3 weeks after first injection). Therefore immuno-PET scans will be performed
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after the first and after the second injection of ipilimumab.

Objective:

Part one: The primary objective is:

1. To assess uptake (visual and quantitative) of 89Zr-ipilimumab in tumor lesions and
biodistribution at two timepoints (at start of ipilimumab therapy and after the second
injection 3 weeks later).

The secondary objectives are:

1. To determine the correlation between tumor targeting of ipilimumab and response to
therapy.

2. To assess uptake (visual and quantitative) of 89Zr-ipilimumab in normal tissues.

3. To determine de correlation between organ targeting and toxicity

Doel van het onderzoek

We hypothesize that differences in response to ipilimumab treatment are due to variability in
the pharmacokinetics and ¡¡ìCdynamics of the antibody. Thus, we hypothesize that patients
who do not respond to CTLA-4 blockade therapy, have insufficient drug levels in tumor tissue.
Because ipilimumab induces upregulation of T-lymphocytes we hypothesize that uptake of
89Zr-ipilimumab in tumor lesions and normal tissue is different (i.e. higher) after the second
administration of ipilimumab (3 weeks after first injection). Therefore immuno-PET scans will
be performed after the first and after the second injection of ipilimumab.

Onderzoeksopzet

- The detection of 89Zr-ipilimumab in tumor lesions (after first injection of ipilimumab) and in
week 4 (after second injection of ipilimumab).

- Response after starting therapy with ipilimumab at 12 and 24 weeks and every 12 weeks
thereafter.

- The detection of 89Zr-ipilimumab in normal tissue in week 1 (after first injection if
ipilimumab) and in week 4 (after second injection of ipilimumab)

Onderzoeksproduct en/of interventie

Metastatic melanoma patients, who are treated with ipilimumab (3 mg/kg), will be infused
with 89Zr-labeled ipilimumab within 2 hours after injection of the first and second standard
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ipilimumab doses. Peripheral blood mononuclear cells (PBMCs) will be collected for
immunomonitoring. Metastases as (non)-target lesions will be defined using diagnostic CT-
scan. Uptake of ipilimumab in metastases will be assessed using regions of interests (ROIs)
on 89Zr-PET-scans. An immuno-PET scan will be obtained at 1, 72 or 144 hours postinjection
(optimal timepoint to be determined using the results of extra immuno-PET scans in the first
3 metastatic melanoma patients). All tissue concentrations of ipilimumab, measured by
immuno-PET scan, will be related to blood concentration. This procedure will be repeated 3
weeks later when the patient receives the second injection of ipilimumab. Side effects will be
monitored. After 12 weeks CT-scans will be made to assess response using the mWHO
(modified WHO) and irRC (immune related Response Criteria) criteria. In addition, patients
will be followed for toxicity and survival. CTLA-4+CD4+ expression of PBMCs and 89Zr-
labeled ipilimumab uptake by tumors and organs will be correlated with responses, toxicity
and survival.

An optional tumor biopsy will be performed pre-therapy and after the second injection of
ipilimumab. Immunohistochemical analysis of the tumor lesions will be performed. The T-
lymphocyte infiltration in tumors will be correlated to uptake of 89Zr-ipilimumab at immuno-
PET scan.

Contactpersonen

Publiek

De Boelelaan 1117

A.J.M. van den Eertwegh
Amsterdam 1081 HV
The Netherlands

Wetenschappelijk

De Boelelaan 1117

A.J.M. van den Eertwegh
Amsterdam 1081 HV
The Netherlands

Deelname eisen
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Belangrijkste voorwaarden om deel te mogen nemen
(Inclusiecriteria)

- Advanced/metastatic melanoma.

- Scheduled for treatment with ipilimumab.

- Age ¡Ý 18 years.

- Histological or cytological documentation of cancer is required.

- WHO Performance Status of 0 or 1.

- At least 1 measurable lesion.

- Signed informed consent must be obtained prior to any study procedures.

- Patients must be able to adhere to the study appointments and other protocol
requirements.

Belangrijkste redenen om niet deel te kunnen nemen
(Exclusiecriteria)

- Previous exposure to ipilimumab.

- Pregnant or breast-feeding subjects.

- Concurrent anticancer chemotherapy, immunotherapy or investigational drug therapy
during the study or within 4 weeks after starting the study drug.

- Radiotherapy of target lesions during study or within 4 weeks after starting the study drug.
Palliative radiotherapy will be allowed.

- Major surgery within 28 days of start of study drug.

- Substance abuse, medical, psychological or social conditions that may interfere with the
subject¡¯s participation in the study or evaluation of the study results.

- Any condition that is unstable or could jeopardize the safety of the subject and their
compliance in the study.
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Onderzoeksopzet

Opzet

Type: Observationeel onderzoek, zonder invasieve metingen

Onderzoeksmodel: Anders

Toewijzing: N.v.t. / één studie arm

Blindering: Open / niet geblindeerd

Controle: N.v.t. / onbekend

Deelname

Nederland
Status: Werving nog niet gestart

(Verwachte) startdatum: 01-02-2017

Aantal proefpersonen: 29

Type: Verwachte startdatum

Ethische beoordeling

Positief advies
Datum: 27-01-2017

Soort: Eerste indiening

Registraties

Opgevolgd door onderstaande (mogelijk meer actuele) registratie

ID: 53144
Bron: ToetsingOnline
Titel:

Andere (mogelijk minder actuele) registraties in dit register

Geen registraties gevonden.
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In overige registers

Register ID
NTR-new NL6104
NTR-old NTR6445
CCMO NL54099.029.15
OMON NL-OMON53144
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