
Public Title Pegylated Interferon Alfa-2a Versus Hydroxyurea in PV and ET

Scientific Title Randomized Trial of Pegylated Interferon Alfa-2a Versus Hydroxyurea Therapy in the
Treatment of High Risk Polycythemia Vera (PV) and High Risk Essential
Thrombocythemia (ET)

Short Title PEGASYS

Id KN/ELN LN_MPNSG_2011_529

Trialgoup MPN-SG

Type of Trial multicentric, randomized, prospective, open-label, double-group

Phase Phase III

Disease Myeloproliferative disease( MPD) Polycythaemia vera

Myeloproliferative disease( MPD) Essential Thrombocythaemia

Stage of Disease .

Molecular Marker JAK2

Outcomes To compare hematologic response rates in patients randomized to treatment with
Pegylated Interferon Alfa-2a vs Hydroxyurea in two strata of patients with high risk
polycythemia vera (PV) or high risk essential thrombocythemia (ET). [4 years]
(Primary Outcome)

-

To compare the toxicity, safety and tolerability of therapy (Pegylated Interferon Alfa-
2a vs. Hydroxyurea) in the study populations by recording the adverse events that
occur during the study using the CTC 4.0 as the guide. [4 years]

-

To compare the hematologic partial response rates on therapy (Pegylated Interferon
Alfa-2a vs. Hydroxyurea). [4 years]

-

To compare specific pre-defined toxicity and tolerance of therapy (Pegylated
Interferon Alfa-2a vs. Hydroxyurea) and validate the utility of sequential structured
symptom assessment package of patient reported outcome instruments.

-

To compare the impact of therapy (Pegylated Interferon Alfa-2a vs. Hydroxyurea) on
key biomarkers of the disease(s) by measuring the JAK2 allele burden.

-

To compare the impact of therapy on JAK2-V617F (JAK2), hematopoietic cell
clonality in platelets and granulocytes in females, bone marrow histopathology, and
cytogenetic abnormalities.

-

Inclusion Criteria A diagnosis of Essential Thrombocythemia (ET) or Polycythemia Vera (PV) shall be
made in accordance with the WHO (2008)criteria (Swerdlow 2008) as shown below.
Values below are at the time of diagnosis, not study entry.

-

Diagnosis < 3 years prior to entry.-

Polycythemia Vera (2 major criteria required)-

1. Hb >18.5 g/dl (male) or 16.5 g/dl (female) or HCT > 99 percentile reference range
or Elevated red cell mass (>25% above mean predicted value) or Hb >17g/dl () or
15g/dl () if associated with a sustained rise from baseline with no apparent cause
(e.g. treated iron deficiency).

-

2. Presence of JAK2V617F-

Essential Thrombocythemia (all 6 criteria required)-

1. Platelets count >= 450 x 10^9/L-

2. Megakaryocyte proliferation with large and mature morphology. No or little
granulocyte or erythroid proliferation. Patients may have up to and including 2+
marrow reticulin fibrosis (0, 1 or 2 on scale 0 -4).

-

3. Not meeting WHO criteria for CML, PV, MDS, PMF or over myeloid neoplasm-

4. Demonstration of clonal cytogenetic marker or no evidence for a reactive
thrombocytosis.

-
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5. Absence of a leukoerythroblastic blood picture.-

6. May participate in study without presence of JAK2V617F.-

Patients must have high risk disease as defined below:-

High risk PV ANY ONE of the following:-

1. Age >60 years-

2. Previous documented thrombosis, erythromelalgia or migraine (severe, recurrent,
requiring medications, and felt to be secondary to the MPN) either after diagnosis or
within 10 years before diagnosis and considered to be disease related

-

3. Significant (i.e. > 5 cm below costal margin on palpation) or symptomatic (splenic
infarcts or requiring analgesia)

-

4. Platelets > 1000 x 10^9/L-

5. Diabetes or hypertension requiring pharmacological therapy for > 6 months-

High risk ET ANY ONE of the following:-

1. Age > 60 years-

2. Platelet count > 1500 x 10^9/L-

3. Previous documented thrombosis, erythromelalgia or migraine (severe, recurrent,
requiring medications, and felt to be secondary to the MPN) either after diagnosis or
within 10 years before diagnosis and considered to be disease related

-

4. Previous hemorrhage related to ET-

5. Diabetes or hypertension requiring pharmacological therapy for > 6 months-

Other Inclusion criteria (Both Strata)-

1. Diagnosed less than 3 years prior to entry on trial-

2. Never treated with cytoreductive drugs except hydroxyurea for up to 3 months
maximum (phlebotomy, aspirin allowed)

-

3. Age: > 18 years (no upper limit)-

4. Ability and willingness to comply with all study requirements-

5. Signed informed consent to participate in this study.-

6. Willing to participate in associated correlative science biomarker study-

7. Serum creatinine < 1.5 x upper limit of normal-

8. ST and ALT < 2 x upper limit of normal-

9. Total Bilirubin within normal limits-

10. No known PNH (paroxysmal nocturnal hemoglobinuria) clone-

11. No concurrent hormonal oral contraceptive use-

Exclusion Criteria Known to meet the criteria for primary myelofibrosis (as opposed to ET) by WHO
2008

-

Any contraindications to pegylated interferon or hydroxyurea-

Presence of any life-threatening co-morbidity-

History of active substance or alcohol abuse within the last year-

Subjects who are pregnant, lactating or of reproductive potential and not practicing
an effective means of contraception

-

History of psychiatric disorder (e.g. depression)-

History of autoimmune disorder (e.g. hepatitis)-

Hypersensitivity to IFN--

HBV, or untreated systemic infection-

Known HIV disease-
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Evidence of severe retinopathy (e.g. CMV retinitis, macular degeneration) or clinically
relevant ophthalmological disorder (e.g. due to diabetes mellitus or hypertension)

-

History or other evidence of decompensated liver disease-

Splanchnic vein thrombosis (includes Budd-Chiari, portal vein, splenic and
mesenteric thrombosis)

-

History or other evidence of chronic pulmonary disease associated with functional
limitation

-

Thyroid dysfunction not adequately controlled-

Any investigational drug < 6 weeks prior to the first dose of study drug or not
recovered from effects of prior investigational agent

-

Neutrophil count <1.5 x 10^9/L-

JAK2 exon 12 mutation-

Patients cannot meet criteria for post PV or post ET-MF (see appendix B)-

Subjects with any other medical condition, which in the opinion of the investigator
would compromise the results of the study by deleterious effects of treatment.

-

No previous exposure to any formulation of pegylated interferon-

History of major organ transplantation-

History of uncontrolled severe seizure disorder-

Inability to give informed written consent-

Serum creatinine < 1.5 x upper limit of normal-

AST and ALT < 2 x upper limit of normal-

Total Bilirubin within normal limits-

Age >= 18 years

Status No longer recruiting

start of Recruitment 01.09.2011

Recruiting countries Germany

U.K.

Sweden

Target Sample Size 612

Leader Schlenk, Prof. Dr. med., Richard
Universitätsklinikum Ulm
III. Medizinische Klinik
Albert-Einstein-Allee 23
89081 Ulm
Tel: +49 (0)731 500-45900
Fax: +49 (0)731 500-45905
Email: richard.schlenk@uniklinik-ulm.de

Contact Person Coordinating Investigator Germany
Schlenk, Prof. Dr. med., Richard
Tel: +49 (0)731 500-45900
Fax: +49 (0)731 500-45905
Email: richard.schlenk@uniklinik-ulm.de

Other Registers ClinicalTrials.govNCT01259856
European Clinical Trials Database - EUDRACT2010-019501-41
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