
1 - Single low-dose DURValumab IntraTumorally injected in cervical cancer: safety, t ... 10-05-2025

Single low-dose DURValumab
IntraTumorally injected in cervical
cancer: safety, toxicity and effect on the
primary tumour- and lymph node
microenvironment.
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The current systemic treatment with PD-1 and PD-L1 inhibitors can cause autoimmune side
effects. As cervical cancer does not readily metastasize to distant organs but initially to
regional lymph nodes we believe that local administration of PD-1/PD-…
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Onderzoeksproduct en/of interventie

Uitkomstmaten

Primaire uitkomstmaten

This is a phase-I study and therefore we have the following primary objective: to study
clinical safety and tolerability a of locally administered single dose of durvalumab in cervical
cancer patients scheduled to (radical) hysterectomy with lymph node dissection. This method
of administration has not been tested before in cervical cancer patients. We expect the
occurrence and severity of AEs to be much lower as compared to intravenous administration
of durvalumab. Safety will be evaluated through the analysis of Adverse Events (AE),
laboratory tests, physical examination, vital signs and performance status. The Common
Terminology Criteria for Adverse Events (CTCAE) v4.03 will be used for the assessment of
adverse events. The primary goal of the study is to determine the maximum tolerated dose
(MTD) of local injection of durvalumab in cervical cancer patients.

Toelichting onderzoek

Achtergrond van het onderzoek

This is a non-randomized, single-arm, open-label, phase I study. Patients with cervical cancer
who are scheduled for (radical) hysterectomy with lymph node dissection will be enrolled at
the AMC.
Two weeks before the scheduled surgical treatment of the patients, durvalumab will be
injected locally into the cervix. Three doses of durvalumab will be tested in a 3+3 dose
escalation design: 5, 10 and 20 mg. If no DLTs or
treatment related SAEs are observed in the 3 different dose
cohorts (5, 10, 20 mg) and no clear (systemic)
immunological responses are detected, an extra dose cohort
of 3 patients treated with 50 mg durvalumab i.t. will be
added. The Common Terminology Criteria for Adverse Events (CTCAE) v4.3 will be used for
the assessment of adverse events. The injection procedure is identical to the i.t. injections
already performed in a standardized fashion for the sentinel lymph node procedure in various
centers. Blood samples will be taken once during the screening period, at day 0 (prior to
durvalumab administration, i.e. baseline), at day +14 (at the time of surgery), after 4 weeks,
and at 3 months after administration of durvalumab.

During surgery, patent blue will be injected intratumorally (in the same manner as the
durvalumab injection), for identification of the sentinel lymph nodes.

Post-surgery biopsies of the removed tumour and draining lymph node samples as well as
pre- and posttreatment peripheral blood samples will be collected for immunomonitoring.
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The proposed correlative immunoassays will shed light on mechanisms underlying the
biological effects of PD-L1 blockade and may demonstrate its biological efficacy, they will aid
in the selection of optimal dose and target population for subsequent studies, and facilitate a
rational approach to the design of subsequent Phase II trials of this novel immunotherapy.

Doel van het onderzoek

The current systemic treatment with PD-1 and PD-L1 inhibitors can cause autoimmune side
effects. As cervical cancer does not readily metastasize to distant organs but initially to
regional lymph nodes we believe that local administration of PD-1/PD-L1 checkpoint inhibitors
at an early stage will deliver these antibodies exactly where they are needed resulting in a
major clinical benefit for these patients while reducing undesirable systemic side effect: this
is the central hypothesis of our study. Additional interest in local administration of checkpoint
inhibitors is raised by the fact that the locally administered doses are expected to be much
lower, leading to a critical and highly desirable decline in the expenses involved, which
threaten to cripple the health care system.

For this Phase-I study, we hypothesize that it is safe to locally administer durvalumab in
patients with cervical cancer, scheduled to undergo surgery ((radical) hysterectomy with
lymphadenectomy). The primary endpoint of this study is safety on the basis of assessment
of AEs and serious AEs. This will be measured according to the standard procedures.
Common Terminology Criteria for Adverse Events (CTCAE) v4.03 will be used for this.

Onderzoeksopzet

Day -60 day 0: screening procedures.

Day 0: administration durvalumab

Day 14 (+- 3 days): (radical) hysterectomy with lymph node
dissection

week 4 (+- 3 days): follow-up

month 3 (+- 1 week): follow-up

The Common Terminology Criteria for Adverse Events
(CTCAE) v4.03 will be used for the assessment of adverse
events at timepoints: day 0 (injection durvalumab), day 14
(surgery), week 4 and month 3. Also, blood samples will be
taken on these time points.

Onderzoeksproduct en/of interventie

This is a non-randomized, single-arm, open-label, phase I
study. Patients with cervical cancer who are scheduled for
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(radical) hysterectomy
with lymph node dissection will be enrolled at the AMC. Two
weeks before the scheduled surgical treatment of the
patients, durvalumab will be injected locally into the cervix.
Three doses of durvalumab will be tested: 5, 10 and 20 mg (three patients per dose
level, with an additional three at the highest tolerated dose).
If no DLTs or treatment related SAEs are observed in the 3
different dose cohorts (5, 10, 20 mg) and no clear (systemic)
immunological responses are detected, an extra dose cohort
of 3 patients treated with 50 mg durvalumab i.t. will be
added.. The injection procedure is identical to the i.t.
injections already performed in a standardized fashion for
the sentinel lymph node procedure. The Common
Terminology Criteria for Adverse Events (CTCAE) v4.3 will be
used for the assessment of adverse events. Blood samples will be taken
once during the screening period, at day 0 (prior to
durvalumab administration, i.e. baseline), at day +14 (at the
time of surgery), after 4 weeks, and at 3 months after
administration of durvalumab. 

During surgery, patent blue will be injected intratumorally (in
the same manner as the durvalumab injection), for
identification of the sentinel lymph nodes. 

Post-surgery biopsies of the removed tumour and draining
lymph node samples as well as pre- and posttreatment
peripheral blood samples will be collected for
immunomonitoring.

Contactpersonen

Publiek

VUmc-Cancer Center Amsterdam, CCA 2 - 48

Monica Legdeur
Obstetrics & Gynecology/Immunotherapy Lab

Amsterdam
The Netherlands
(020-56)67395 Mob: +31650079563
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Wetenschappelijk

VUmc-Cancer Center Amsterdam, CCA 2 - 48

Monica Legdeur
Obstetrics & Gynecology/Immunotherapy Lab

Amsterdam
The Netherlands
(020-56)67395 Mob: +31650079563

Deelname eisen

Belangrijkste voorwaarden om deel te mogen nemen
(Inclusiecriteria)

• Age > 18 years at time of study entry

• Willing and able to undergo the planned study procedures

• World Health Organisation (WHO) performance status of 0 or 1

• Written informed consent

• Histologically confirmed cervical cancer of al histological types

• Scheduled to undergo (radical) hysterectomy with lymph node dissection

• No indication of an active infectious disease: HIV, HCV and HBV negative

• No history of autoimmune disease or systematic underlying disease which might affect
immunocompetence

• Adequate bone marrow function

• Subjects must either be of non-reproductive potential or must have a negative urine
pregnancy test upon study entry

• Ability of subject to understand Dutch language

Belangrijkste redenen om niet deel te kunnen nemen
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(Exclusiecriteria)

• Prior treatment with immunotherapy including therapeutic vaccines

• Involvement in the planning and/or conduct of the study

• Participation in a study with another investigational drug
within 30 days prior to enrolment in this study

* Major surgery within 28 days before inclusion (conization
or biopsy is not major surgery)

• Severe cardiac, respiratory, or metabolic disease

• Use of oral anticoagulant drugs (except ascal)

• Severe infections requiring antibiotics

• Lactation or pregnancy

• Current or prior use of immunosuppressive medication within 28 days before the first dose
of durvalumab, with the exceptions of intranasal and inhaled corticosteroids or systemic
corticosteroids at physiological doses, which are not to exceed 10 mg/day of prednisone, or
an equivalent corticosteroid

• Any prior Grade ≥3 immune-related adverse event (irAE) while receiving any previous
immunotherapy agent, or any unresolved irAE >Grade 1

• Active or prior documented autoimmune disease within the past 2 years

• Active or prior documented inflammatory bowel disease

• History of primary immunodeficiency/allogeneic organ transplant/previous clinical diagnosis
of tuberculosis/ uncontrolled intercurrent illness

• Receipt of live attenuated vaccination within 30 days prior to study entry or within 30 days
of receiving durvalumab

• Any condition that, in the opinion of the investigator, would interfere with evaluation of
study treatment or interpretation of patient safety or study results

Onderzoeksopzet
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Opzet

Type: Interventie onderzoek

Onderzoeksmodel: Anders

Toewijzing: N.v.t. / één studie arm

Blindering: Open / niet geblindeerd

Controle: N.v.t. / onbekend

Deelname

Nederland
Status: Werving gestopt

(Verwachte) startdatum: 30-11-2017

Aantal proefpersonen: 24

Type: Werkelijke startdatum

Voornemen beschikbaar stellen Individuele Patiënten Data (IPD)

Wordt de data na het onderzoek gedeeld: Nog niet bepaald

Ethische beoordeling

Positief advies
Datum: 01-11-2016

Soort: Eerste indiening

Registraties

Opgevolgd door onderstaande (mogelijk meer actuele) registratie

ID: 50047
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 NL5938
NTR-old NTR6119
CCMO NL59122.018.17
OMON NL-OMON50047

Resultaten


