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1. ARE YOU SURE IT IS A CLL?

2. RELEVANT POINTS TO CONSIDER BEFORE  TREATMENT? 

3. SUMMARY OF FIRST LINE TREATMENT IN OLDER CLL PATIENTS? 

LEARNING OBJECTIVES OF THE WEBINAR



• Median age is 72y,  F>M

• Median age on treatment is 76y

• 55% are diagnosed at 65+y 

• CLL remains the primary cause of  
death in CLL pts

• Real life was far from protocol until
recently

A)  ARE YOU SURE IT IS A CLL ?

Ref : IWCLL	guidelines	– Hallek et	al;		BLOOD	2018	(131)	2745
ESMO	guidelines	for	CLL	– Annals of	oncology 2018	(29)25.
SIOG	task force	elderly – R	Stauder et	al	;Annals of		Oncology 2017	(28)	216



A. RAWSTON ET AL.
(ERIC & ESCCA) 
Cytometry 2018 
(94b) 121-128

Atypical CLL ?
(Score	<3/5)

MBL		(CLL/MZL/LL)									
MCL	(t(11-14)	Cycl	D1)																
SLVL/MZL	(SM,	FMC7+)
B-ProLL.		(SM,	FMC7+)
Hairy	CL	(SM,CD25+,	BRAFF)					
Foll	NHL(CD10+;FMC7+)

CLL score 5/5
• Required	markers
CD5	 positive	>20%
CD19,	 positive	>95%
CD23	 positive	>20%
CD20,	CD79b	 +,		low	expression
sIG,	k	of	L +,		low	expression
FMC7 negative

• Recommeneded	markers
CD43																										Pos	>20%
CD200.																							Pos	>20%
ROR1																										Pos	>20%
CD79b.																							Weak/neg
CD81.																									Weak/neg
CD10																										Neg	<20%

A)  ARE YOU SURE IT IS A CLL ?

B-Lymphocytes >5000/uL

MESSAGE	FROM	PART	A



1. DOES THE PATIENT REQUIRE A TREATMENT ?

2. How « fit » is the patient ?

3. Does the patient present high risk  features ?

4. Does the patient want a treatment ? 

A) ARE YOU SURE IT IS A CLL

B) RELEVANT POINTS TO CONSIDER BEFORE  TREATMENT :

Ref : IWCLL	guidelines	– Hallek et	al;		BLOOD	2018	(131)	2745
ESMO	guidelines	for	CLL	– Annals of	oncology 2018	(29)25.
SIOG	task force	elderly – R	Stauder et	al	;Annals of		Oncology 2017	(28)	216



Ø Evidence of progressive marrow failure
Ø Massive, progressive, or symptomatic splenomegaly
Ø Progressive/symptomatic lymphadenopathy or massive nodes
Ø Progressive lymphocytosis
Ø Autoimmune complications
Ø Extranodal involvement
Ø Disease-related symptoms (unintentional weight loss, significant

fatigue, fevers, night sweats for over a month without
evidence of infection).

« IwCLL guidelines » for diagnosis, indications for treatment,                                       
response assessment, and supportive management »                                                                                      

M Hallek et al. BLOOD 2018 (131) 2745-60

1.DOES THE PATIENT REQUIRE A TREATMENT ? .... COVID19 !!!



1. Does the patient require a treatment ?

2. HOW « FIT » IS THE PATIENT ?

3. Does the patient present high risk  features ?

4. Does the patient want a treatment ?  

B°RELEVANT POINTS TO CONSIDER BEFORE TREATMENT :

Ref : IWCLL	guidelines	– Hallek et	al;		BLOOD	2018	(131)	2745
ESMO	guidelines	for	CLL	– Annals of	oncology 2018	(29)25.
SIOG	task force	elderly – R	Stauder et	al	;Annals of		Oncology 2017	(28)	216



2. OLDER LYMPHOMAS PATIENTS REQUIRES           
SPECIAL ATTENTION ! 

§ Life	expectancy can reach 10	yrs above 80	yo

§ Up	to	80	y,		75%	of	patients	tolerate
chemotherapy

§ Marrow reserves are	reduced

§ Neurological tolerance is reduced

§ Pharmacokinetics is modified
§ Polymedication is common

§ Comorbidities (++50%)*,		poor PS*,	
denutrition*,	

§ impaired cognition..		->	Impaired
overall Survival !!

à *Pt	or	disease-related ???

70	-79	y		=		75%	
80	-88	y	=			20%
90+		y					=			5%



ESAS

IADL

EORTC	Qlq-C30

SRH

TICS

Falls

CIRS
Charlson Index

HADS

?

COMPREHENSIVE GERIATRIC 
ASSESSMENT = « CGA » MARKERS OF FRAILTY

• COGNITION	
(MMSE/MOCA/IADL)

• DENUTRITION
(MNA,	Albumine,	BMI

• PHYSICAL	PERFORMANCE
(PS,	Up	&	Go)

• COMORBIDITIES
(CIRS,	CCI/	RF,	GIT..)

à Exclude geriatric syndrome



MILD COGNITIVE IMPAIRMENT  IS  ASSOCIATED WITH A POORER SURVIVAL               
IN « CLINICALLY FIT » PATIENTS WITH MALIGNANT HEMOPATHIES.   

Fig	2. Kaplan-Meir	overall	survival	estimates	between	patients	without	cognitive	impairment	(MMSE	≥27	and	MoCA ≥26)	and	patients	
with	cognitive	impairment	(MMSE<27	or	MoCA <26)	in	one-year	overall	survival.

P<	0,01
N=	200	“Fit”	pts	referred	to	receive	chemotherapy

Dubruille S.	et	al		JCO		2015,	2016



Four Independent            
Prognostic Factors
(Score: 1 point/item)

• ALB      < Nl
• CRP      > Nl
• PT-Rel Comorb>1
• MMSE <27

« FRAILTY » SCORING IN MALIGNANT HEMOPATHIES
V	Thibaud,	BJH	2020		(and	Unpublished	data)!

P=0.04

Pts status Additive score N.	pts (%) 12	months	
survival	(%) HR 95%	CI P

Fit 0-1 132	(69) 75
Vulnerable 2 34	(18) 50 2.40 1.34 to 4.32 0.003	

Frail 3-4 26	(14) 35 4.12 2.28 to 7.42 <0.001

Score	0-1

Score	2

Score	3-4



1. Does the patient require a treatment ?

2. How « fit » is the patient ?

3. DOES THE PATIENT PRESENT « HIGH RISK »  CLL ?

4. Does the patient want a treatment ?  

B) RELEVANT POINTS TO CONSIDER BEFORE TREATMENT :

Ref : IWCLL	guidelines	– Hallek et	al;		BLOOD	2018	(131)	2745
ESMO	guidelines	for	CLL	– Annals of	oncology 2018	(29)25.
SIOG	task force	elderly – R	Stauder et	al	;Annals of		Oncology 2017	(28)	216



PATIENTS	
RELATED

DISEASE	RELATED	
CLIN/LAB

DISEASE	RELATED	
CYTOGENETIC

DISEASE	REL	
GENETICS

AGE	>65 Stage	Binet B-C Del	17p	(>10%) TP53m	+		(>5%)

Comorobidities
CIRC6+)

Beta2	micro	>3,5 Del	11q SF3B1

ECOG	<2 CD38	+ Tris 12 NOTCH1

IGVH	UM	 ATM

IWCLL-Lancet Oncol 2016

VARIABLE
ADVERSE	
FACTOR SCORE

AGE >65 1

CLINICAL	
STAGES

B-C 1

DEL17p	
or	TP53m

Deleted or	
mutated

4

B2	
microgl

>3,5mg/l 2

IGVH	mut UnMutated 2

3. DOES THE PATIENT PRESENT HIGH RISK  FEATURES : CLL-IPI ?



RISKS		(R) SCORE 5	yrs OS	(%) TREATMENT

LOW	RISK 0-1 93 W&W

INTERM R 2-3 79 W&W	unless
symptomatic	

HIGH	RISK 4-6 64 TREATMENT	
according	to		
Symptoms

VERY	HIGH		R 7-10 23 TREATMENT	
MANDATORY

Lancet	oncol 2017 Stamatopoulos B,		Clin	Cancer	Res 2018

Moreno,	IwCLL2019

B.Stamatopoulos- Leukemia 2018

3. DOES THE PATIENT PRESENT HIGH RISK  FEATURES : CLL-IPI?



Quality » 
Of Life Is 

More Important

Than

« Quantity » 
Of Life …

4. DOES THE PATIENT WANT A TREATMENT ? 



L

• PATIENT ? Life Expectancy ?
• Autonomy (PS/ADL)
• Comorbidities/Nutrition
• IADL/Cognition/Depression

• CARE GIVERS ?
• Socio-economical

status

• B-CLL ? –
Prognost. Markers?

• IwCLL Crit for Treat?• PATIENT 
EXPECTATIONS !

MOC …

Message	from this part	B	:



1. CHEMO +/- IMMUNOTHERAPY ?

2. Btk Inh And Combinations ?

3. BcL2 inh and combinations ?

A) ARE YOU SURE IT IS A CLL

B) RELEVANT POINTS TO CONSIDER BEFORE  TREATMENT 

C) FIRST LINE TREATMENT IN « UNFIT » CLL PATIENTS

Ref : IWCLL	guidelines	– Hallek et	al;		BLOOD	2018	(131)	2745
ESMO	guidelines	for	CLL	– Annals of	oncology 2018	(29)25.
SIOG	task force	elderly – R	Stauder et	al	;Annals of		Oncology 2017	(28)	216



CHEMO+/-IMMUNOTHERAPY FOR UNFIT CLL

CLL	« UNFIT »	for	
FCR

TRIAL OR(CR)
%

Med	PFS	
(mo)

Med	OS	
(mo)

MRD
(% RC

REFERENCES

CLL	5
(65+)

FLU	
CLB

50	(14)
50(4)

18
10

46
64	*

NA Rai		, NEJM	1995
EIchhorst et	al									
Blood	2009

CLL8	
(70+)

FCR		
FC

90(42) 56
36

50* NA Hallek, Lancet	On	
’08,	Blood	2016

CLL10					
(65+)

FCR	 vs	
BR

95	(40)	vs	
90	(30)

55
41

60+	 2Tu	
NS*

NA Eichhorst Lancet
Onc	2016,	2020

CLL	11	
65+/cirs 6+

Clb vs	ChR v	
ChL+	Obin

60	(8)
75	(25)

15
27*

73
Not	
Reached

25 V	Goede,	
NEJM	2014-2018



C) FIRST LINE TREATMENT IN « UNFIT » CLL PATIENTS



1. Chemo +/- immunotherapy ?

2. BTK INH AND COMBINATION ?

3. BcL2 inh and combination ?

A) ARE YOU SURE IT IS A CLL

B) RELEVANT POINTS TO CONSIDER BEFORE  TREATMENT 

C) FIRST LINE TREATMENT IN « UNFIT » CLL PATIENTS

Ref : IWCLL	guidelines	– Hallek et	al;		BLOOD	2018	(131)	2745
ESMO	guidelines	for	CLL	– Annals of	oncology 2018	(29)25.
SIOG	task force	elderly – R	Stauder et	al	;Annals of		Oncology 2017	(28)	216



CLL »UNFIT »
for FCR

TRIAL OR(CR) 
%

Med  PFS 
(Mo)

OS/Yr Message Reference

RESONNATE 2
65-90y
(n=290)

IBRU	vs
CLB

90	(18)
50(4)

75% PFS/5yrs
12

63 vs	83/5y IBRU	>>	CLB*
(PFS	&	OS)

NEJM 2016
IwCLL 2019

ALLIANCE  
65+, 17p del
(n=547)

B+R	vs									
Ibru v Ibru-R

81(26)	vs											
94	(10)

74	%	vs	
87vs	88%

NS OS/2	Yr IBRU	>	BR*
IBRU	=	B	
Ritux
(No	diff in	OS
Mut	CLL/2yr)

NEJM	2018

ILLUMINATE 
65+
(n=229)

Ob	+Chl vs		
Ob +	IBRU

XXX 16 vs		77%/30m 90	/3yrs	 IBRU+Ob >							
Ob+	Chl *
(PFS	not	OS)

Lancet Oncol
2019

CLL 14
Unfit= cirs6, 
CrC<70 
(n=432)

Ob-Chl vs		
Ob-Venetocl

90(58) 65	Vs.	
88		/24m

90+/2yr Ven =	Ob	>
Ob	+	Chl *
PFS	&	OS)

NEJM 2019



IBRUTINIB EXPERIENCE : 7 YEARS FOLLOW-UP

Update	by		O’Brien		IWCLL2019



« ALLIANCE » BR vs  Ibru vs  Ibru+Ritux





VENETOCLAX + OBINUTUZUMAB (CLL14)
1 YEAR TT IN 1RST LINE UNFIT CLL

Fischer	K,	et	al.	N	Engl J	Med	2019.Primary	endpoint:
• Investigator-
assessed	PFS

chlorambucil‡ × 12	cycles,	PO
1:
1	
RA

N
DO

M
IZ
AT

IO
N

venetoclax* × 12	cycles,	PO	QD	

obinutuzumab† × 6	cycles,	IV	

obinutuzumab† × 6	cycles,	IV	

1L	CLL	unfit§
Total	CIRS	>6and/or	
CrCl	<70	mL/min

(N=432)

VenG	safety	
run-in
(N=12)



Fischer	K,	et	al.	N	Engl J	Med	2019;.

Overall	and	Complete	Response	Rates	were	Significantly	Higher	with	VenG than	GClb

• Overall	and	complete	response	rates	were	significantly	
higher	with	 VenG than	with	GClb (84.7%	vs	71.3%	
[p<0.001];	49.5%	vs	23.1%	[p<0.001],	respectively)	

CLL14 - VENETOCLAX + OBINUTUZUMAB (VEN-G):
“1 YEAR “ TT  IN 1RST LINE “UNFIT” CLL





What do you mean by « Unfit » in CLL…
• UNFIT	FOR	FCR:				65+ y,	GF	>	70%,		Active	infection	,	UM	IVIG	gene,	TP53m
• UNFIT	FOR	BR:						Unmut IGIV,	TP53m,	Poor	autonomy,	Acute	infection
• UNFIT	FOR	CLB	+	OBINUT:				TP53m,		Unmut IVIG,	Geriatric syndrome

• UNFIT	FOR	IBRUTINIB:			 BTKm,	PLCG2m,		Arythmia,	uncontroled HT,	warfarin
(mech.valve,	cardiac Thrombus,	APLS…)	

• UNFIT	FOR	VENETOCL	+	OBINUTUZ	:			Heart Failure or	Renal Failure,		geriatric
syndrome

MESSAGES	FROM	PART	C		



ALGORITHM TREATMENT OF OLDER PATIENTS WITH CLL

VEN- Obinutuzomab

Mutated IGVHM ou UM IGVH

BR / Ob – Chl

Ibru /VEN-G



TAKE HOME MESSAGES 

• Older patients	requires specific attention!	Supportive Care	+++
• Ibrutinib/Acalabrutinib are	Superior	to	Chemoimmunotherapy
• Intermittent	BTKi is under investigation
• Ven- G	is more	effective	than ChL- G	and	very similar to	Ibru
• Long	term toxicity is now critical to	define the	best	option	in	
first	line

EHA SWG « Aging and Hematology


