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Interferon-alpha ist nur als ,Off label use’ einsetzbar.




Hydroxycarbamide in ET ... efficacy in low risk~

Open-label, randomized trial compared hydroxycarbamide plus
aspirin with aspirin alone in patients with ET age 40 to 59 years
and without high-risk factors or extreme thrombocytosis.

e Patients between 40 to 59 years

* no history of ischemia, thrombosis, embolism, hemorrhage,
extreme thrombocytosis (platelet count > 1,500 x 10°%/L),
hypertension, or diabetes requiring therapy.

e 382 patients were randomly assigned 1:1 to
hydroxycarbamide plus aspirin or aspirin alone.

* The composite primary end point was time to arterial or
venous thrombosis, serious hemorrhage, or death from
vascular causes.
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Hydroxycarbamide in ET ... safety (concerns?)
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Table 1 Occurrence and type of 65 cutaneous adverse events (CAE) duning 213 prospective treatment courses (TC) in 172 MPN patients.

Hydroxyurea Ruxolitinib Anagrelide Interferon Alpha
TC, no. (%) 96 (45.1) 66 (31.0) 274127 24 (11.3)
Treatment time, median years (range) 5.4(0.1-21.0) 1.8 (0.2-53) 2.6 (0.1-18.0) f.1 (0.3-22.3)
TC with CAE, no. (%) 53 (55.2%) 2 (3.0%) 0y 3(12.5%)
CAE. no. 2] 2 0 3
Treatment time until CAE, median years (range) 4.5(02-15.3) 0.4 (0.310.5) NiA 110 (3.8-17.9)
TC with drug discontinuation due 1o any reason, no. (%) 52(54.2) 14 (21.2) 8(29.2) 7(29.2)
TC with drug discontinuation due 1o CAE, no. (%) 19 (19.8) 0y 0y 1{4.2)
Type of CAE, no. (%)
Ulcers* 15 (15.6) 00y 0y O (0
Precancerous lesions 10 (10.4) 0y 0oy o {my
Skin cancer® 4(42) 00y 040y (0
Various non-malignant CAE except ulcers® 314323 23 0y 3(12.5)
Z no. (%) 6 (62.5) 230 0 40p 3{12.5)

“Leg ulcers im = 12), oral ulcers (n = 3).

"Rasal cell carcinoma (n = 3), squamous cell carcinoma (n = 1).

“HU: skin rashes (i = 14), skin dryness (n = 8), oral stomatitis (n = 4), nail changes (i = 2), erythema of the foot, psoriasis plantaris pustolosa, and

livid-colored leg (n = 1, each).



Anagrelide in essential thrombocythemia: Efficacy and long-term
consequences in young patient population 5=01 =
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https://www.sciencedirect.com/journal/leukemia-research
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s
Myelofibrosis B (1) M N 03 m 191
Myelodysplasia ] 0 12(12) 01 ) f)
Zusammenfassung Acute lenkemia () 007 n(m 08 22 053
* Bei abruptem Absetzen von Xagrid (Anagrelid) besteht ein erhdhtes Other leukemia* 50) 08 1B Ly 0 0

Risiko fur thrombotische Komplikationen, einschlieRlich Hirninfarkt.
* Ein abruptes Absetzen der Behandlung muss aufgrund des Risikos eines

T : - Myehfibrosis 85(6) 13 B 03 1) 2
plotzlichen Anstiegs der Thrombozytenzahl und potenziell todlicher Wik 1) TR 0 )0 023
thrombotischer Komplikationen wie Hirninfarkte vermieden werden. Acute leukemia (6) o %) 038 i) 046

* Im Falle einer Dosisunterbrechung oder eines Behandlungsabbruchs ist Other leukemia* S 0413 0 1 011
die Thrombozytenzahl regelmaRig zu kontrollieren (siehe Abschnitt 4.4 *Cthat boukemis* includes chronic myelogengs® leukeris and unclassified leukenia, CRT, cytoreductive therpy
der Fachinformation). Table 4.*Cumulagfle transformation event rates by first- and overall-treatment analysis

* Die Patienten sind darauf hinzuweisen, wie sie friihzeitig Anzeichen und
Symptome erkennen kdnnen, die auf thrombotische Komplikationen wie
z. B. einen Hirninfarkt hindeuten, und dass sie beim Auftreten dieser
Symptome einen Arzt aufsuchen sollten.

populations.



http://www.gelbe-liste.de/
https://haematologica.org/issue/view/326
https://www.gelbe-liste.de/suche?term=Xagrid
https://www.gelbe-liste.de/wirkstoffe/Anagrelid_48991
https://www.gelbe-liste.de/krankheiten/schlaganfall

Interferon in ET

Change in VAF from baseline
3

~50% 4
Response

W CR

mPR

«~100% B NR
B JAK2 VAF

(=]
s

S
~

x //—E
B

Mixed model mean (+/-SEM)
& o
~ o
T

s
s

Treatment e HU e PEG

®
MPN Horizons :
D024 | Einhu e

6-8 September 2024 « Warsaw, Poland
- % MPNon




MPN Horizons
2024 | o

Interferon in ET ... big news!

Name of medicine Pegasys ”
EMA product number EMEA/H/C/000395

Active substance peginterferon alfa-2a

International non-proprietary peginterferon alfa-2a

name (INN) or common name
Therapeutic area (MeSH) ¢ Hepatitis C, Chronic
» Hepatitis B, Chronic

Anatomical therapeutical LO3AB11
chemical (ATC) code

Marketing authorisation holder pharmaand GmbH
Status Positive
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Influence of treatment on prognosis

Study cohort:

ET (n=278) and

PV (n=70) pts

younger than
25 years

Known driver
mutation
Either with first
cytoreductive therapy
(CYTO) or without
cytoreduction
(NoCYTO)
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Study design
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Analysed
regarding

Thrombosis free
survival (TFS)
Myelofibrosis free

survival (MFS)

Results

e Median FU 9 years (range 4-15)
« Median age of ET pts 21 years (18-23) and PV pts
20 years (16-23)
*  68% treated with cytoreduction (HU, INF,
Anagrelide)
*  Reasons for starting treatment:
e  Thrombotic events
*  Platelets > 1000 G/I
. Symptoms
e  Other/Unknown

TFS after Overall 87% (95%Cl: 82-91%)
10 years
87% (95%Cl:82-92%) 86% (95%Cl: 77-96%)
MEFS after Overall 95% (95%Cl:92-98%)
10 years

95% (95%C1:91-98%)  93% (95%CI:85-100%)



Influence of treatment on prognosis

Results

Figure 1: TFS for high-risk ELN patient (A) and MFS for the entire cohort (B)
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Conclusions

e  Early cytoreduction has no impact

on TFS

* In highrisk setting cytoreduction

has no impact on TFS

* Signifikant improvement in MFS

with IFN treatment

- |IFN potentially disease modifying




Thank you for your attention!

Questions?
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