
Öffentlicher Titel Phase II-Studie zu Pembrolizumab und Azacitidin bei rezidiviert/refraktären AML-
Patienten mit NPM1-Mutation

Wissenschaftl. Titel MRD-guided Treatment With Pembrolizumab and Azacitidine in NPM1mut AML Patients
With an Imminent Hematological Relapse

Kurztitel PEMAZA

Studiennummer KN/ELN LN_SALAML_2020_681

Studiengruppe SAL / AMLCG

Studienphase Phase II

Erkrankung Akute myeloische Leukämie (AML) - AML alle außer FAB M3

Leukämiestadium rezidiviert/refraktär

Molekularer Marker NPM1

Ziele Proportion of event-free patients [ Time Frame: after 24 weeks of combination
treatment (i.e. after up to 6 cycles of AZA for 7 days every 4 weeks and up to 8 PEM
infusions every 3 weeks) ]

-

Overall survival (OS) [ Time Frame: through study completion, an average of 1 year ]-

Proportion of event-free patients [ Time Frame: after 12 weeks of combined therapy ]-

Treatment-related mortality [ Time Frame: during 24 weeks of combined therapy ]-

Course of MRD-burden measured as quantitative NPM1/Abelson murine leukemia
viral oncogene homolog 1 (ABL) ratio [ Time Frame: through study completion, an
average of 1 year ]

-

Einschlusskriterien Signed informed consent-

Age >= 18 years-

Patients with NPM1mut AML in complete morphologic remission after conventional
chemotherapy (anthracycline ± cytarabine based)

-

Detectable measurable residual disease (MRD) indicating imminent hematological
relapse (NPM1mut MRD ratio >1%, confirmed by central lab)

-

Patients who are not eligible for immediate allogeneic hematopoietic stem cell
transplantation

-

Patients who are not eligible to undergo alternative intensive treatment-

Intended AZA therapy for molecular relapse-

Eastern cooperative oncology Group (ECOG) performance status of 0 or 1-

Demonstrate adequate organ function as defined by protocol, all labs should be
performed within the screening period

-

Negative pregnancy test in women of childbearing potential (negative urine or serum
pregnancy within 3 days prior to receiving study treatment). If the urine test is positive
or cannot be confirmed as negative, a serum pregnancy test will be required

-

Female subjects of childbearing potential (Section 5.9.2) must be willing to use an
adequate method of contraception as outlined in Section 5.9.2 - Contraception, for
the course of the study through 120 days after the last dose of study medication.
Note: Abstinence is acceptable if this is the usual lifestyle and preferred
contraception for the subject

-

Male subjects with procreative capacity (Section 5.9.2) must agree to use an
adequate method of contraception as outlined in Section 5.9.2- Contraception,
starting with the first dose of study therapy through 120 days after the last dose of
study therapy. Note: Abstinence is acceptable if this is the usual lifestyle and
preferred contraception for the subject

-

Ausschlusskriterien Prior allogeneic hematopoietic stem cell transplantation-
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Treatment with any investigational drug within 4 weeks to study therapy or less than 5
half-lives preceding the first dose of trial medication, whichever is longer

-

Anti-cancer monoclonal antibody (mAb) within 4 weeks prior to study day 1 or no
recovering (i.e., <= Grade 1 or at baseline) from adverse events due to agents
administered more than 4 weeks earlier

-

Prior chemotherapy, targeted small molecule therapy, or radiation therapy within 2
weeks prior to study day 1 or no recovering (i.e., <= Grade 1 or at baseline) from
adverse events due to a previously administered agent. Note: Subjects with <=
Grade 2 neuropathy are an exception to this criterion and may qualify for the study.
Note: If subject received major surgery, they must have recovered adequately from
the toxicity and/or complications from the intervention prior to starting therapy

-

Prior treatment with an anti-programmed cell death protein (anti PD-1, anti PD-L1 or
anti PD-L2 agent)

-

Known hypersensitivity to any of the drugs within this study, their constituents or to
drugs with similar chemical structure

-

Receiving immunosuppressive therapy within 7 days prior to the first dose of trial
medication

-

Known history of active Bacillus Tuberculosis (TB)-

Known additional malignancy that is progressing or requires active treatment.
Exceptions include basal cell carcinoma of the skin or squamous cell carcinoma of
the skin that has undergone potentially curative therapy or in situ cervical cancer

-

Known active central nervous system (CNS) metastases and/or carcinomatous
meningitis. Subjects with previously treated brain metastases may participate
provided they are stable (without evidence of progression by imaging for at least four
weeks prior to the first dose of trial treatment and any neurologic symptoms have
returned to baseline), have no evidence of new or enlarging brain metastases, and
are not using steroids for at least 7 days prior to trial treatment. This exception does
not include carcinomatous meningitis which is excluded regardless of clinical stability

-

Autoimmune disease that has required systemic treatment in the past 2 years (i.e.
with use of disease modifying agents, corticosteroids or immunosuppressive drugs)

-

Replacement therapy (eg., thyroxine, insulin, or physiologic corticosteroid
replacement therapy for adrenal or pituitary insufficiency, etc.) is not considered a
form of systemic treatment

-

Known history of, or any evidence of active, non-infectious pneumonitis-

Liver cirrhosis or malignant liver tumor-

Known severe congestive heart failure, incidence of clinically unstable cardiac or
pulmonary disease

-

Active infection requiring systemic therapy-

History or current evidence of any condition, therapy, or laboratory abnormality that
might confound the results of the trial, interfere with the subject's participation for the
full duration of the trial, or is not in the best interest of the subject to participate, in the
opinion of the treating investigator

-

Known psychiatric or substance abuse disorders that would interfere with cooperation
with the requirements of the trial

-

Pregnant or breastfeeding, or expecting to conceive or father children within the
projected duration of the trial, starting with the pre-screening or screening visit
through 120 days after the last dose of trial treatment

-

Known Human Immunodeficiency Virus (HIV) (HIV 1/2 antibodies)-

Known active Hepatitis B (e.g., HBsAg reactive) or Hepatitis C (e.g., Hepatitis C virus
(HCV) RNA [qualitative] is detected)

-
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Live vaccine within 30 days of planned start of study therapy. Note: Seasonal
influenza vaccines for injection are generally inactivated flu vaccines and are allowed;
however intranasal influenza vaccines (e.g., Flu-Mist®) are live attenuated vaccines,
and are not allowed

-

Alter >= 18 Jahre

Status Aktiv

Beginn der Rekrutierung 04.03.2020

Studienleiter/in Platzbecker, Prof. Dr. med., Uwe
Universitätsklinikum Dresden
Medizinische Klinik und Poliklinik
Fetscherstr. 74
01307 Dresden
Tel: +49 (0)351 4582583
Fax: +49 (0)351 458-5362
E-Mail: Uwe.Platzbecker@uniklinikum-dresden.de

Sponsoren Technische Universität Dresden

Förderer MSD Sharp & Dohme GmbH
Lindenplatz 1
85540 Haar

Registrierung in anderen
Studienregistern

ClinicalTrials.govNCT03769532
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