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2021 ESMO guidelines for CLL treatment
15t Line Treatment

Early stage CLL with symptoms

or advanced stage CLL

IGHV unmutated IGHV mutated
No TP53 mutation or del(17p) No TP53 mutation or del(17p)

TP53 mutation or

del(17p)

Fitlpatients Unfit p%tients Fitlpatients Unfit palients All patients
Ibrutinib/
Acalabrutinibd
Venetoclax+0Oa

Venetoclax+QO¢
ClITe: FCRP ClITa: CLBO

Venetoclax+O¢
Ibrutinib Ibrutinib/Acalabr

Ibrutinib Ibrutinib/Acalabr
[l, A] utinibd
[l, A]2

CITe: FCRP utinibd Venetoclax
Idelalisib+R

11, A]

[l, Al CITe: CLBO
[, Al

CIT: chemoimmunotherapy; Obin: obinutuzumab ; CLBO: Chlorambucil plus Obinutuzumab; R: rituximab; © Chemoimmunotherapy as
alternative treatment only if no TP53 dysfunction and reasons against continuous treatment with ibrutinib or non-availability; ® BR might
be considered alternatively in patients above the age of 65 years; ¢ If available; ¢ if approved and available.

Eichhorst B et al, Ann Oncol 2021
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Novel therapies effective on CLL with TP53 aberrations

PFS by TP53 status

NIH Phase 2 study ELEVATE TN (IRC) CLL14

Ibrutinib in TP53-aberrant Acalabrutinib * obinutuzumab versus Venetoclax + obinutuzumab versus
patients chlorambucil + obinutuzumab chlorambucil + obinutuzumab
A Overall and Progression-free Survival
e 100 4
904
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804 o~
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Q
304 o s
204 L k)
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0 1 2 3 i 5 6 7 8 § = Acala Yes o
it Q 209 == AcalaNo 20
No. at Risk o - —— VEN-OBI & TP53 deletion and/or mutation ” o5 pe
O'-'eva"\surw\'a 1 3 10 30 » » % 7 0 o Obin-Chlb Yes wd — gEg_-gBB: && ;gﬁ'r;jesl :‘(ietl’?‘n;)xde/ag:j"n‘&:ixg’a‘non ] HR 3.0 [95% CI 1.47 - 6.15] P=0.003
Progression-free survivel 1 3 2 2 2% P ) 6 0 0 obin-ChlbNo T D OB & o TP ion ] 11R 1.7 (85% CI 1.03-3.07] P=0.04
B Summary of Survival s T T T T T T T o T T T T T T T T
- e o v o 0 6 12 18 24 30 36 40 0 6 12 18 24 30 36 42 48
% (95% ) Number at risk Months Months to Event
Overall Survival 88 (78-100) 38 (78-100) 35 (74-98) 85 (74-98) 79 (67-94) umber atris
Progression-free Survival 85 (74-98) 85 (74-98) 79 (67-94) 70 (56-88) 61 (46-80) Yes 21 20 19 18 11 4 0
No 158 150 144 141 98 42 4
Yes 19 17 16 15 9 6 1
No 160 144 137 133 94 37 3

Ahn IE et al. N Engl J Med 2020; Sharman JP et al, Lancet 2020; Fischer et al., N Engl J Med 2019



CIRIC

european research initiative on CLL

i

TP53 Network

Testing for TP53 aberrations is key to
avoid using CIT in patients carrying

TP53 mutations or deletions 202 11
Certified Reference Certifying TP53 Certification
* Eric promotes the adoption of Centres from Centres Centres Rounds completed
< = . . 36 countries
appropriate diagnostic techniques to
ensure reliable and comparable Plus Australia, Brazil, L

results by providing a service of Canada, China, and India

Laboratory Certification

APPLY TODAY!

* The process is for free
* Every lab is welcome to apply

* For both experienced personnel and
beginners

e Support is provided for technical
issues
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alternative treatment only if no TP53 dysfunction and reasons against continuous treatment with ibrutinib or non-availability; ® BR might
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Eichhorst B et al, Ann Oncol 2021



Novel therapies effective on CLL with unmutated IGHV
Fit and unfit patients

ECOG-1912:

Ibrutinib + rituximab versus
Fludarabine, Cyclophosphanide, Rituximab

IGHV Unmutated
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o g - HR =0.28, (95% Cl: 0.17 — 0.48)
P < 0.0001
3-year rates: 89%, 65%
~
< - - FCR (29 events/ 71 cases)
—— IR (36 events/ 210 cases)
e ]
o
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Number at risk
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— 210 202 193 165

Shanafelt et al., NEJM 2019

Alliance 041202:
Ibrutinib +/- rituximab versus
Bendamustine + rituximab
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Woyach et al., N Engl J Med 2018; 379:2517-2528

Progression-Free Survival, %

100 4

90 4

80 4

704

60

50 4

40

301

204

104

0

Resonate 2
Ibrutinib versus
chlorambucil
e
I1 Ibrutinib, mutated IGHV
Ibrutinib, unmutated IGHV
Unmutated IGHV Mutated IGHV
Ibr Chl Ibr Chl
5 year PFS 67% 6% 81% 24%
Median PFS, mo NE 9 NE 17
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Burger J. et al, Leukemia 2020



Novel therapies effective on CLL with mutated IGHV
Fit and unfit patients

ECOG-1912: Alliance 041202: Resonate 2
Ibrutinib + rituximab versus Ibrutinib +/- rituximab versus Ibrutinib versus
Fludarabine, Cyclophosphanide, Rituximab Bendamustine + rituximab chlorambucil
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Few IGHV mutated patients need treatment
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General population

Patients requiring treatment

K. Stamatopoulos, personal communication



Progression-free survival (%)

Novel therapies effective on CLL
Elderly unfit patients

iLLUMINATE (IRC):
Ibrutinib + obinutuzumab versus
chlorambucil + obinutuzumab
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Moreno C et al, 2018 Lancet Oncol; Sharman JP et al, Lancet 2020; Fischer et al., N Engl J Med 2019



IGHV Network

Immunogenetic analysis is key before
deciding the use of CIT in patients with CLL

ERIC promotes the adoption of
appropriate diagnostic techniques to
ensure reliable and comparable results
by providing a service of

Laboratory Certification

APPLY TODAY!

The process is for free
Every lab is welcome to apply

For both experienced personnel and
beginners

Support is provided for technical issues

7

Certified Reference
Centres from Centres
30 countries

In Europe plus Argentina,
Australia, Taiwan and USA

CIRIC

european research initiative on CLL

2
Certifying
Centres

G006

5
IGHV Certification
Rounds completed
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How can we choose the best therapy?

 Treatment duration (no termination versus fixed duration)
 Administration [oral (p.o) versusi.v.]
 Compliance (i.v. versus p.o.)

* Evidence (currently, longer follow-up with ibrutinib; lack of
evidence in fit patients for VO)

* Risk of complications (in particular in the presence of
specific comorbidities: bleeding and cardiac comorbidities
with ibrutinib or other BTKis versus impaired renal function
and neutropaenia with venetoclax)

* Number and complexity of clinical controls (two to four
weeks for ibrutinib versus dose ramp up with three controls
every week for five weeks to prevent TLS and potential
hospitalisation in case of high TLS risk with venetoclax).

Eichhorst B et al, Ann Oncol 2021



LEUKEMIA2020-2021 April 26-27, 2021 W

Coordinator: A.M. Carella ASSOCIAZIONE IT
AlIL President: S. Amadori LE LEUCEMIE-INFOUT E Wi

Relevant factors for choice of relapse therapy

Prior treatment:

Genetic evolution Response

Tolerability

Optimal sequence
of therapy
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2021 ESMO guidelines for CLL treatment
Relapsed/Refractory

Symptomatic relapsed CLL

v l 1
TP53 mutation or del(17p) Short remission duration Long remission duration

(<36 months) (>36 months)

Repeat front-line [ll, B] or
Change to: Ibrutinib or acalabrutinib
Venetoclax+rituximab?
Idelalisib+rituximab
CIT®

Ibrutinib or acalabrutinib [l, A]
Venetoclax+rituximab? [I, A]

Venetoclax alone® [lll, B]
Idelalisib-+rituximab [ll, B]
Consider alloSCT in fit patients

Ibrutinib or acalabrutinib [I, A]
Venetoclax+rituximab? [I, A]

Venetoclax alone® [lil, B]
Idelalisib+rituximab [ll, B]

Eichhorst B, Ghia P; Hemasphere. 2020
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Eichhorst B, Ghia P; Hemasphere. 2020
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Chemoimmuntherapy in R/R CLL:

Only after long remissions in firstline

FCR FCR BR BR*
Wierda et al., JCO 2005; Robak et al., JCO 2010; 28(10): Fischer et al., JCO 2011; Cuneo et al.,
23(18): 4070 1765 29(26): 3559 Haematologica 2018;
103(7):1209
n patients 177 276 78 237
ORR 73% 70% 59% 82%
PFS med. 14.7 mo* 25 mo

e e e . e e . e .- . - —————— . ———— - ———— e —— - - -

v PES post-FCR< 12 mo |
PFS post-FCR 12-23 mo |
PFS post-FCR 24-35 mo |
“= PFSpost-FCR236mo |

Proportion Surviving

Fornecker et al., Am J Hematol 2015
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Phase Ill trials with targeted agents in
relapse treatment

- --
Trial name Reference
HR (Cl HR (CI)
" 0591 )

Ibrutinib 0.133 0.591
Byrd J. et al, Blood 2019;
Ofatumumab (0.099-0.178) (0.378-0.926) '
Ibrutinib + BR 0.206 0.652 Fraser et al., Leukemia 2019;
BR (0.159-0.265) (0.454-0.935) '
Acalabrutinib 0.31 0.84 Ghia P et al, EHA 2019; LBA
ASCEND 2606
BR/Idelalisib + rituximab (0.20-0.49) (0.42-1.66)
Idelalisib + rituximab 0.15 0.8 SharmanJ et al., JCO 2019
116 37(16):1391

Placebo + rituximab (0.08-0.28) (0.5-1.1) '
Duvelisib DUO 0.52 0.99 Flinn | et al Blood 2018, Vol

123,32: 2446
Ofatumumab (0.39-0.70) (0.65-1.50)
Venetoclax + rituximab MURANO 0.13 0.48 Seymour J et al., NEJM 2018;

378(12):1107
BR (0.05-0.29) (0.25-0.90)

—
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