Mieloproliferacje - aktywnosci

Tomasz Sacha
Katedra i Klinika Hematologii CMUJ w Krakowie



v’ Poradnia hematologiczna
v’ Badania kliniczne

v Projekty naukowe



Poradnia hematologiczna - mieloproliferacje
Liczba pacjentow pod opiekg: 648

Przewlekta biataczka szpikowa: 279

Imatynib: 155 oso6b
Nilotynib: 49 osdb
Dazatynib: 50 osdb
Bozutynib: 5 oséb
Ponatynib: 5 osob

Badania kliniczne: 15 osob

Samoistne wtdknienie szpiku — Jakavi: 20
Mastocytoza:18

Pozostate mieloproliferacje: 331



Standardization of BCR-ABL quantification in Europe - 2009

m
I-.

N LeukemiaNet"

m
c
—:
'U

EUTOS for CML

European Treatment and Outcome Study Belarus
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[ 1 Countries with a ref lab with validated CF
[ Countries using a ref lab in a different country
[ ] Countries with a ref lab — validation pending
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Standaryzacja ilosciowej oceny ekspresji genu
BECR-ABL metoda RQPCR u chorych na
przewlekia biataczke szpikowa we wspoipracy
z European Leukemia Net
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Certyfikacja laboratoriow zgodna z ELN

" 17 woj. warminsko- \

Zaktad Klinicznej Biologii Molekularnej Uniwersytetu Medycznego , Biatystok

woj. zachodnio-
pomorskie -

woj. podlaskie

l Pracownia Genetyki, Zaktad Diagnostyki Hematologicznej, IHIT, W-wa
L
WO] Zaktad Immunologii, Warszawski Uniwersytet Medyczny, W-wa

Klinika Hematologii Onkologii i Choréb Wewnetrznych SPCSK, W-wa

’q_r\_\ ; v
Pracownia Immunologii Klinicznej, | .~
i Transplantacyjnej i Genetyki, £6dz
Specjalistyczne Laboratorium Diagnostyki T o
¥ e

Hematologicznej i Transplantacyjnej, Wroctaw i : - - R . .
— — — Zaktad Hematoonkologii Doswiadczalnej, Lublin J

bl . ‘!".'!'?" b _{_‘ ——
Vq Zaktad Diagnostyki Molekularnej, Kielce ‘

y / s v
‘ Pracownia Diagnostyki Molekularnej Brzozéw
- - EZ oy -w,"q =

Laboratorium Analityczne DCTK, Wroctaw

_— >
yong =

opolskie

Pracownia Biologii Molekularnej
w Laboratorium Hematologicznym, Katowice

p g = i - —




Badania kliniczne

Lp.

Wskazanie Nazwa badania

CML

OMF

OMF

CML

CML

CML

CML

CML

»A Multicenter Phase 3 Randomized, Open-Label Study of Bosutinib versus Imatinib in Adult
Patients with Newly Diagnosed Chronic Phase Chronic Myelogenous Leukemia”

Przedtuzony dostep do momelotynibu dla pacjentéw z pierwotnym witdknieniem szpiku (PMF)
lub wtéknieniem szpiku poprzedzonym nadkrwisto$cig prawdziwg lub nadptytkowoscig
samoistng (Post-PV/ET MF)

A Phase 3, Randomized, Double-blind Active-controlled StudyEvaluating Momelotinib vs.
Ruxolitinib in Subjects with PrimaryMyelofibrosis (PMF) or Post-polycythemia Vera or Post-
essential Thrombocythemia Myelofibrosis (Post-PV/ET MF)

A phase Il, single arm, open label study of treatment-free remission after achieving sustaine
MR4.5 on nilotinib (M)

Otwarte, randomizowane (2:1) badanie kliniczne fazy lib oceniajgce stosowanie dazatynibu w
porownaniu z imatynibem u pacjentow z przewlekig biataczkg szpikowg w fazie przewlektej,
ktorzy nie osiggneli odpowiedzi optymalnej w 3 miesigcu terapii imatynibem (M)

Otwarte, randomizowane (2:1) badanie kliniczne fazy lib oceniajgce stosowanie dazatynibu w
poréwnaniu z imatynibem u pacjentéw z przewlektg biataczkg szpikowg w fazie przewlektej,
ktorzy nie osiggneli odpowiedzi optymalnej w 3 miesigcu terapii imatynibem (M)

,Prospektywne, otwarte, dwuramienne badanie Il fazy, z randomizacjg, oceniajgce czestos¢
uzyskiwania remisji bez leczenia, u pacjentéw z przewlektg biataczkg szpikowg, z obecnym
chromosomem Filadelfia (Ph+), po dwoch roznych okresach leczenia konsolidujg (M)

Continuig Treatment for Subjects Who Have Participated on a Prior Protocol Investigating
Dasatinib. (M)

REKRUTACJA
?

NIE

NIE

NIE

NIE

NIE

NIE

NIE

NIE




Badania kliniczne

Lp.

Wskazanie

CML

CML

ALL Ph(+)

OMF

CML/ALL
Ph(+)

Nazwa badania REKRUTACJA ?

A Randomized, Open-label, Phase 2 Trial of Ponatinib in Patients with Resistant Chronic

Phase Chronic Myeloid Leukemia to Characterize the Efficacy and Safety of a Range of

Doses. (M) TAK
~Wieloosrodkowe, otwarte, randomizowane badanie 2 fazy doustnego asciminibu dodanego do

imatinibu, w poréwnaniu z kontynuacjg leczenia imatinibem i w poréwnaniu ze zamiang

leczenia na nilotinib, u pacjentow z przewlekig biataczkg szpikowg w fazie przewlektej (CML-

CP), ktérzy byli wczesniej leczeni imatinibem i nie osiggneli gtebokiej odpowiedzi molekularne;j

(DMR). PLANOWANE

Randomizowane, wieloosrodkowe, prowadzone metodg otwartej préby badanie fazy |l

poréwnujgce podawanie ponatynibu lub imatynibu, w potgczeniu z chemioterapig o

zmniejszonej intensywnosci u pacjentow z nowo zdiagnozowang ostrg biataczkg

limfoblastyczng ze stwierdzonym chromosomem Philadelphia (Ph+ ALL) PLANOWANE

Badanie kliniczne fazy I/Il preparatu CPI1-0610, matoczgsteczkowego inhibitora biatek BET:
faza | (zwiekszania dawki CPI-0610 u chorych na nowotwory hematologiczne) oraz faza |l
(podtrzymania dawki CPI-0610 z ruksolitynibem lub bez u chorych na mielofibroze PLANOWANE

A Two-part Phase 1/2 Study to Determine Safety, Tolerability, Pharmacokinetics, and Activity of

K0706, a Novel Tyrosine Kinase Inhibitor (TKI), in Healthy Subjects and in Subjects with

Chronic Myeloid Leukemia (CML) or Philadelphia Chromosome Positive Acute Lymphoblastic

Leucemia (M) PLANOWANE




Projekty naukowe

1. Baza generykow imatynibu — ,hematoonkologia.pl”
- projekt:” Ocena skutecznosci i tolerancji generykow imatynibu w duzej grupie
chorych na przewlektg biataczke szpikowg, n=720"



Polish Imatinib Generics Registry

The aims of one-year prospective, web-based observation registry of
726 CML-CP pts in 16 Centers:

1.

A.

To assess the efficacy of imatinib generics at the dose 400 mg/d

In the group of newly diagnosed patients with completed 12 mo observation (available RQ-PCR result at
12 mo):
- the rate of optimal response acc. to ELN / Polish guidelines
- the rate of failure acc. To ELN / Polish guidelines
- the rate of pts with BCR/ABL reduction to < 10% at 3 mo.
- the rate of pts with BCR/ABL reduction to < 1% at 6 mo.
- the rate of pts with MMR/MR4/ MR4.5 achieved at 12 mo.
- to follow the dynamics of the molecular response
- the rate of pts with CCyR achieved at 12 mo.
- the rate of pts switched to Il GTKI due to a failure / resistance

In the group of patients switched from Glivec to Imatinib generics with MMR achieved before generic
start, and treated with generics for more than 12 months:

- the rate of sustained response

- the rate of response improvement

- the rate of MMR / MR4 / MRA4.5 loss

- the rate of CCyR loss



Imatinib Generics in Treatment of Chronic Myeloid Leukemia;
A Prospective Observation in Large Cohort of Patients from
Polish (PALG) Imatinib Generics Registry

Sacha T, Géra-Tybor J, Szarejko M, Bober G, Grzybowska-lzydorczyk O,
Niesiobedzka-Krezel J, Dudzinski M, Wasilewska E, Mysliwiec K, Gil J, Gniot M,
Pietkun I, Medras E, Hotojda J, Wactaw J and Giannopoulos K

Abst. 629, ASH 2016
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Five locations including one first-time city!
Atlanta, GA New York, NY
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A multicenter prospective study on efficacy and safety of
imatinib generics: A report from Polish Adult Leukemia Group

imatinib generics registry

Tomasz Sacha g, Joanna Gora-Tyber, Menika Szarejko, Grazyna Bober, Olga Grzybowska-lzydorczyk,

Joanna Miesiobedzka-krezel, Marek Dudzifiski, EBws Wasilewska, ... 5ee all authors ~

First published: 04 April 2017

Read the full text »
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A multicenter prospective
study on efficacy and safety of
imatinib generics: A report
from Polish Adult Leukemia
Group imatinib generics
registry

To the Ecilor:

Iaitinibs genedics entered the Polish market after the Mavartis' patent
for Givec expred on December 31, 2013 snd mimbursement of
brandedimatink: was gopped on July 1, 2014, The Polich Adult Liice-
s Croup (PALG) Imatinid Gereriis Registiy wis efabished Lo pro-
ide clinkenl data on efficacy and safety of |matinb generics in a brge
coahort of pathents with CRL

A web page-based registry vas estabiahad eardy in the 2004, The
patients who commenced a therapy with imatindh gerevics right after
the disgrioss of CML in dworc phase [Froup A of wene Deitched Lo
generic frvm banded imatinib {group B) wene observed during 1 year
of trestmenl. Hire. we report on patients wha have completed a 12
manth observabion of therapy wikh a dngle imatink genesic. In the
Eoup A we evalusted the rate of aptimal retponss bo imatink generics
s vel| 5 thee rale of trastae st e aotonding 1o Europein Liukse
miahlet ELM) criteria The rate of earfy molecular response [EME
complele clogenesc reponse (COy Rl achieved o 6 monibs the rate
of major molecular response (MMR) and desp molecular responses
(MR and MR™M) achieved at 12 menths were ssessed In the group B
(el PO Oy patiants with MMR s Rchid Lo genarics) the it oF Sus-
tained mproved or wonened molecubsr response, and the rate of
P B Tl R PRAD AT Lekr e irms el Do By S e e v

NS W iLE Y-

[HZ63 were treabed with Nibix (Acamed], and 24 [24.2 %) with Mesin
[Krkal, ather gerencs were wsed o teat 13 (13.1%) patients. n the
Eroap B Nk, Moasin, and Imatinid Tevs wem wed in 445 [T0FR)
144 (233N ard 1 {435 palients. respectively. and ather ganerics n
remaining 5 patients. Molecular response at 3, 4, and 12 maonths wes
Jdgemed in B9 (BV.9%L T4 (F.7X] wd BY (BP9X) patienls in the
group A and in 547 (B7.2%) 516 (B23%] and 550 {B7 %) patients in
the group B. respectively. Effcacy and saety of imatind gererics in
both groups of patients are shovn in Table 1

The rates of EMR at 3 (Fig. 1) and & months [Fg. I) and MME at
12 mcanth [Fig. 3 &ne shown m Table 1. OOyl at & months and at 12
months were achbeved In 54 oul of 79 (55.4%) and bn &5 oot of 99
(6473 patents reipectively. The rate of EMR a5 aptimal seiponis
did mot differ sgnifcantly betwsen different generics. Molécular
FESponse @ Eroup B in = 627) was sustmned in 506 (64 8%, improvwed
in 119 (195 and worsenad in 94 {15%) patients In S3.3% of patients
with worsned responae 2 05 log increase of BCRAABL lewel vees
rioted, and wis Smoly represented by lods of sustained MR The
mean duration of MRS before wwitch to generic imatind in those
patents wis 7 months 3-21 moeghs), The hematolagic and mon hemar
tologic ioakdity, and swhiching rate to 3GTKI In both growps A and B
are shown in Table L

Some aarly reports from MonAWektern countres sugpeshed o of
hematclagic and cylogendtic respore and deeterous efecs in
patients switched from branded to generic imatink.* Additionally, the
crysial form of actve pharmaceutical ingredient of imatink was sug
pesed nitially 1o be an importast fackor influencng the cinical eff
cacy. Low of patent emdudvity of branded matink has opensd the
Polgh markat 1o mulliple manulechuners. As o sl of discounts
aferd by compsting pharmaceutical companies. in the years 2014
2014 the cost of CML therapy with 400 mg per day of gemeric lnatink
wak mol higher than 615 LISD-2000 USD per year. In our observation
all generics waeng well tolerated, e did ROt absenved an in mased dis-
cantinuation and seiiching to 2GTK| rates. The Fequency of hemabor
logic and monhematologic boxicity and switching rate to 2GTK] were
comparabe 1o ihe hislodal conbra of 177 pelbents Feabed wilh

=% SHARE



Polish Imatinib Generics Registry

Two years report (criteria):

. Patients with completed 24 mo observation (available RQ-PCR result at 24 mo)
. Patients with MMR achieved before generic start (switched patients)

. Patients who were switched to generic > 24 mo before reporting

Number of records: 394
All patients have been treated with at least two generics,
majority of them received three or more

All patients have been analyzed at 12 and 24 months for:

the frequency of molecular monitoring with RQ-PCR,

the rate of sustained, improved and worsened molecular response,
the rate of CCyR, MMR, MR4, and MRA4,5 loss

the rate of switching between imatinib generics and 2GTKI

the rate of hematologic (3rd or 4th grade), and non-hematologic AE’s



Two years of experience with imatinib generics in CML; a report from Polish Adult Leukemia Group (PALG) imatinib generics registry

Tomasz Sacha', Joanna Géra-Tybor?, Joanna Niesiobedzka—Krezel?, Monika Szarejko*, Iwona Pietkun®, Krzysztof Mysliwiec®, Justyna Gil”, Andrzej Pluta’, Michat Gniot®, Joanna Wactaw', Aleksandra Golos?, Krzysztof Giannopoulos®

1 Dept.of Hematology, Jagiellonian Univ., Krakéw, Poland; 2 Institute of Hematology and Transfusion Medicine, Warszawa, Poland, 3 Hematology, Oncology and Internal Medicine Department, Medical University of Warsaw, Warsaw, Poland, 4 Dept. Of Hematology and
Transplantology, Gdansk, Poland, 5Hematology and Internal Medicine Department, Rydygier Specialistic Hospital, Krakéw, Poland, 6 Hematology Department, Clinical Hospital in Zielona Géra, Zielona Géra, Poland, 7 Department of Hematology, Markiewicz Memorial Oncology
Center Brzozow, Brzozow, Poland, 8 Hematology Department, Medical University in Poznan, Poznan, Poland, 9 Experimental Hematooncology Department, University of Lublin, Lublin, Poland.

l 1 ( \ Fig.4 Loss of response during imatinib generics therapy
S arin) at first and second -year ; switched patients; n =394
# Imatinib generics were introduced in Poland in 2014. The ) || CUrrent report (criteriay . . At 24 o (12.24
analysis of efficacy and safety after one-year therapy with v Pts. with completed 24 mo observation (available RQ-PCR result at 24 mo) At 12mo (0-12) t 24 mo (12-24)
imatinib generics of large cohort (726) of patients suffering ¥ Pts. with MMR ac_hieved before generic start (switched p_atients)
from chronic myeloid leukemia in chronic phase suggested ¥ Pts. who were switched to generic > 24 mo before reporting 0% 7 10%
that they are not inferior to branded imatinib in terms of clinical v Al pt_s. 2?;9 been treated with at least two generics, majority of them .
efficacy and tolerability without an increased switching rate received three or more e%
i ini i 1
\_Petween imatinib generics and 2GTKI'. || Al pts. have been analyzed at 12 and 24 months for: 5% 7 382 5%
l ‘ = the frequency of molecular monitoring with RQ-PCR, . 1% 23%
= the rate of sustained, improved and worsened mol. response, H i IQSH%
The aim of the current study was to evaluate the efficacy and = the rate of CCyR, MMR, MR4, and MR4.5 loss 0% - , , : 0% - , . ’
safety of imatinib generics in the same cohort of patients after = the rate of switching between imatinib generics and 2GTKI CCYR loss  MMR loss  MR4,5 loss CCYR loss _ MMR loss__ MRA4,5 loss
two years of therapy = the rate of hematologic (3rd or 4th grade), and non-hematologic AE’s f=’
J ( Fig.5 The efficacy and safety of imatinib generics in an annual follow-up —

| |\ (n=394): switch to 2GTKI
| | At 12 mo (0-12) At 24 mo (12-24)

fWe report on 394 patients prospectively observed in nine Polish

hematology centers for two years within Polish Adult Leukemia Fi P T N 4 L
" ! . 9.2 Frequency of RQ-PCR monitoring in 394 pts. treated with imatinib 5% - 38% 5%
Group (PALG) Imatinib Generics Registry who completed 24-month ) - - ] 4 a%
observation (all patients with available RQ-PCR resutt at 24th generics who complsted 2nd year of observation. 12-24 months. ol o 3,0%
month). The cohort consist of previously untreated patients who 64% 3% 3%
started therapy with imatinib generic, and patients switched to 0% ° iz 3:‘ T
generic from branded imatinib in 2014, who achieved MMR before o5 2% 0.8% z: | 1,3% L
being switched. All patients have been treated with at least two 1% . 15 4
generics, and majority of them received three or more. All patients 5o ol % |
observed within the registry have been analyzed for: the frequency 0% Switchto  Intolerance  Resistance 0% "
of molecular monitoring with RQ-PCR, the rate of sustained, 0% 4 26Tk 5“;‘;1:” Intolerance  Reslstance
improved and worsened molecular response, the rate of CCyR, - 129% 15%
.. . . . 0,
MMR,_ MR4, and MR4,5_Ioss and_ for switching rate between imatinib 9% Fig.6 Safety of imatinib generics in an annual follow-up (n=394)
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» Imatinib generics seem to be not less effective as Glivec in CML-CP pts.
» Responses are stable

» The safety profile is acceptable — without increased switching rate between
1st and 2GTKI during the first and second year of observation

10% 8% | 10%
. 10% -
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Polish Imatinib Generics Registry

Current report (criteria):

1. Patients with completed 36 mo observation (available RQ-PCR result at 36 mo)
2. Patients with MMR achieved before generic start (switched patients)

3. Patients who were switched to generic > 24 mo before reporting

Number of records: 734 (24-36mo) 244 with RQ-PCR at 36 mo
All patients have been treated with at least two generics,
majority of them received three or more

All patients will be analyzed at 12, 24 and 36 months for:

the frequency of molecular monitoring with RQ-PCR,

the rate of sustained, improved and worsened molecular response,
the rate of CCyR, MMR, MR4, and MRA4,5 loss

the rate of switching between imatinib generics and 2GTKI

the rate of hematologic (3rd or 4th grade), and non-hematologic AE’s



Projekty naukowe

2. Baza odstawienia imatynibu — ;hematoonkologia.pl”
— projekt: , Badanie prospektywne PALG zastosowanie digitalPCR w w
prognozowaniu i ocenie przebiegu remisji wolnej od nawrotu i charakterystyka

immunologiczna chorych na przewlektg biataczke szpikowa po odstawieniu
inhibitora kinazy tyrozynowej”.



Polski rejestr odstawienia imatynibu
Poland Stop Imatinib Registry
or POL-STIMREG

Cel giowny

» Ocena przezycia wolnego od nawrotu molekularnego (RFS;
Relapse-free Remission) po odstawieniu IMA

Definicja nawrotu molekularnego:
JEDNORAZOWO: BCR-ABL1 > 0.1% w skali IS (utrata MMR)



Polski rejestr odstawienia imatynibu
Poland Stop Imatinib Registry
or POL-STIMREG

Cele wtoérne -1

Planowane jest poréwnanie metod RQ-PCR i dPCR

» weryfikacja kryteriow molekularnych kwalifikujgcych do proby odstawienia IMA

» weryfikacja kryteriow molekularnych kwalifikujgcych do ponownego wdrozenia IKT
» ocena odsetka chorych z utrzymang MR# lub MR%® po odstawieniu imatynibu

» wyjasnienie mechanizmdéw immunologicznych ,zespotu odstawienia”



Polski rejestr odstawienia imatynibu
Poland Stop Imatinib Registry
or POL-STIMREG

Cele wtorne - 2

» Ocena preferencji chorych co do odstawienia Imatynibu — ankieta internetowa:
zgtoszenia na: sachatom@gmail.com , bogdanochrem@gmail.com

» Przeprowadzenie badania psychologicznego

» Ocena przezycia wolnego od ponownego wdrozenia IKT (TFR;
Treatment-free Remission) po odstawieniu IMA

» Ocena przezycia catkowitego (OS) , przezycia wolnego od progresji (PFS) i
prawdopodobienstwa ponownego wdrozenia IKT bez nawrotu molekularnego (TFS)

» Ocena jakosci zycia po odstawieniu IKT — ujednolicony formularz (EORTC QLQ-C30
i FACIT-Fatigue scale



Projekt odstawienia; stan aktualny

= Zgromadzono materiat od ponad 100 chorych
= 226 punktow czasowych pobran

= 690 zabezpieczonych probek (380 Krakéw, 310 Inne)
= Osrodki: Biatystok Ewa Wasilewska

- Gdansk Monika Szarejko

: Krakow Tomasz Sacha

m Lublin lwona Hus

- t 6dz Olga Grzybowska-lzydorczyk
o Wroctaw Ewa Medras

: Katowice Grazyna Bober



Projekty naukowe

3. Ocena funkcji srodbtonka naczyniowego u chorych leczonych IKT —
wspotpraca z Jagiellonskim Centrum Rozwoju Lekow (JCET), Krakow, Polska



Projekty naukowe

4. Ocena skutecznosci Ponatynibu w leczeniu chorych opornych na leczenie IKT
— wspotpraca z Hematology Department, Hospital Universitario Ramon y Cajal,
Madryt, Hiszpania

5. Farmakogenetyka: przewidywanie TFR na podstawie genotypowania u
chorych, u ktérych odstawiono imatynib — wspoétpraca z Institute of Clinical and
Experimental Hematology, 1st Medicine Faculty, Uniwersytet Karola, Praga,
Czechy

6. Genomic CML Alliance — standaryzacja NGS

7. European Leukemia Net — standaryzacja ddPCR



Konferencje / Szkolenia

03.2017: 25 Spotkanie EICML ,European Investigators on CML”

09.2018: | edycja konferencji ,WWyzwania w Hematologii” Zespoty MDS-MPN (V.Santini)

05.2019: Il edycja konferencji ,WWyzwania w Hematologii” 24-25.05.2019 Mastocytoza,
Kryza blastyczna PBSz, (S.Saussele, T.Lion)

Wiosna 2019 Szkolenie w Laboratorium Biologii Molekularnej Uniwersytetu w Bolonii z
NGS dla 2 oséb
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