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Confirmed diagnosis of CLL/SLL
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Delecja 17p i mutacja TP53
charakteryzuje grupe chorych PBL
0 nhajgorszym rokowaniu
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Schemat badania CLL11

Dodatkowych 190 pacjentow
poddanych randomizacji do
G-CIb/R-Clb, aby zakonczyc¢

chzeéniej nieleczeni i etap |l

chorzy na CLL ze N

wspolistniejacymi D

chorobami 3 m

CIRS > 6 i/lub CrCl < 70 é . - ——
c (grupa kontrolna)
: I

Wiek = 18 lat A

(N =780 (zaplanowana) 2:1:2 R-Clb x 6

Pacjenci z CrCl < 30 ml/min lub niewystarczajgcg czynnoscig watroby byli wykluczeni

Pacjenci z PD w grupie Clb mogli przejs¢ do grupy G-Clb

Goede Viwsp. N Engl J Med; 2014; 12; 1101-1110



Czas przezycia catkowitego jest istotnie dtuzszy

1,0 -
9 09 -
.%3 0,8 -
S 07
S 0,6 -
g 0,5 -
el
s 0,
§ 0,2 -
O 0,1 -
0,0 -

Liczba narazonych
na ryzyko

w grupie G-Clb vs Clb
%:/..// - el

e/,
V)
%/A///%ILg LU LI g i L‘I
l((

d/4 «
L Uhrd LT

G-Clb
ClB o o

Stratified HR: 0.41
95% ClI, 0.23-0.74
P=0.0022

O 3 6 O 12 15 18 21 24 27 30 33 36 39

Czas (miesigce)

G-Clb: 238 226 223 221 215 211 170 144 115 71 34 14 2 0
Clb: 118 109 105 103 102 94 70 56 44 29 15 5 0 0

Catkowita liczba zgonow: G-Clb, 22 (9%); R-Clb, 24 (20%)

Goede Viwsp. N EnglJ Med; 2014; 12; 1101-1110



Redukcja ryzyka progresji w grupie G-Clb 0 61%
w porownaniu do R-Clb
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Goede Viwsp. N EnglJ Med; 2014; 12; 1101-1110



Ofatumumab + chlorambucil jako skuteczna opcja
terapeutyczna dla chorych PBL
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Badanie fazy Il zmieniajace standard leczenia

10 l ' ' ' ' All pt. on iR

0s | Dell7p oniR
8') 06}
= Historic control
@© (CIT salvage in del17p)*
LL
c 04
O
"c;)’ Pts. Failed Rx

w== 40 2  Ibrutinib + Rituximab (all pts) : :
Q 02} — 20 2 Ibrutinib + Rituximab (17p- only) Median TTF:
8 = 122 87 Chemotherapy (17p- Salvage pts) 4.8 months
o
*122 pt. from MDACC database
00 i " i " i {9 i
0 1 2 3 4 5 6 7 8

Months

> Time (months)




Therapeutic algorithm of the GCLLSG DEUTSCHE 9

(August 2015) STUDIENGRUPPE

| (initial) diagnosis of CLL I

(re-) evaluation of treatment requitrement?

Binet A/B Binet A/B Binet C
without B-symptoms with B-symptoms [ irrespective of B-symptoms

Evaluation of physical fitness and comorbidity?

Evaluation of Evaluation of
del(17p)/TP53 mut. del(17p)/TP53 mut.

g0 go without g0 go with slow go without slow go with
del (17p)/TP53 mut del (17p)/TP53 mut del (17p)/TP53 mut del (17p)/TP53 mut

FCR, consider BR Ibrut., Idela. + Clb + CD20 mAb Ibrut., Idela. +
if =65 years and Ritux, discuss (GA101, Ofa, Ritux
risk of infection alloHSCT Ritux)

References: 1) Hallek et al., Blood 2008
2] Gribben, Blood 2009



Relapsed CLL/SLL requiring treatment or refractory CLL/SLL

v v

[ ~ E N
Relapse within 24-36 Relapse after 24-36
months from start of initial months from start of initial
chemoimmunotherapy or chemoimmunotherapy
refractory disease
\ J

3 i }

€ vV W @ WV Y F vV 3 vV
Less fit: Fit: del(17p) or [ No del(17p) or ]

clinical study clinical study TP53 mutation: TP53 mutation
BCR inhibitor BCR inhibitor continue as below
(+/-R) (BRor (+/- R) with early relapse
FCR-Lite may be consider alloHSCT \ J
considered if no del in remission
(17p) or TP53 \ 3
mutation is present
k p )J * *
4 N N f N N
Less fit; Fit:
clinical study clinical study

repeat frontline repeat frontline or
or change change to BR/FCR
to BR BCR BCR inhibitor

inhibitor (+/- R) (+/-R)

2 o N )

B. Eichhorst et al. Ann Oncol 2015;26:v78-v84



Ibrutinib przedtuza zycie chorym w nawrocie
przewlektej biataczki limfocytowej
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ldelalizyb + Rytuksymab jako skuteczne leczenie

Median PFS

24-week PFS

Median OS

12-month OS

nawrotu PBL

Idelalisib+ R (n = Placebo+R (n = Hazard
110) 110) ratio (HR) p-value
Not reached 5.5 mo 0.15 <0.001
93% 46% — —
Not reached Not reached 0.28 0.02
92% 80% — —

» Disease progression occurred in 12 patients in the idelalisib group and 53 patients
in the placebo group.

Furman RR et al. N Engl/ J Med 2014;[Epub ahead of print].



Confirmed diagnosis of CLL/SLL
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Relapsed CLL/SLL requiring treatment or refractory CLL/SLL
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Przewlekta biataczka szpikowa — leczenie
rekomendacje European Leukemia Net

First line
Imatinib c=Ritetiai=gi=glasatiaid

HLA type patients and siblings only in case of baseline warnings (high risk, major
route CCA/Ph+)

Second line, intolerance to the first TKI

Anyone of the other TKls approved first line (imatinib, nilotinib, dasatinib)
Second line, failure of imatinib first line

Dasatinib or nilotinib or besetiie=er=penatints

HLA type patients and siblings
Second line, failure of nilotinib first line

Dasatinib or=seseiiris=er-penatinre=

HLA type patients and siblings; search for an unrelated stem cell donor; consider
alloSCT

Second line, failure of dasatinib first line

Nilotinib or besubinib-giponabinile

HLA type patients and siblings; search for an unrelated stem cell donor; consider
alloSCT
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Probability of failure-free survival (%)

Mutacja T315l wskazuje na opornosc na

inhibitory kinaz tyrozynowych
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Ponatynib jest jedynym lekiem aktywnym u
chorych PBSz z mutacjg T315|
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Przewlekta biataczka szpikowa — leczenie
rekomendacje European Leukemia Net

Third line, failure of and/or intolerance to 2 TKls
Anyone of the remaining TKIs; alloSCT recommended in all eligible patients

Any line, T315] mutation

: il

HLA type patients and siblings; search for an
unrelated stem cell donor; consider alloSCT



