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This is a new version, updated and corrected, as of December 8, 2008.
Guidelines for the diagnosis and treatment of chronic lymphocytic leukemia:
a report from the International Workshop on Chronic Lymphocytic Leukemia
updating the National Cancer Institute—Working Group 1996 guidelines

Michael Hallek,! Bruce D. Cheson,2 Daniel Catovsky,® Federico Caligaris-Cappio,* Guillaume Dighiero,5 Hartmut Déhner,®
Peter Hillmen,” Michael J. Keating,® Emili Montserrat,® Kanti R. Rai,'® and Thomas J. Kipps'
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Annals of Oncology 20 (Supplement 4). iv102-iv104, 2009

clinical recommendations

Chronic lymphocytic leukemia: ESMO Minimum Clinical
Recommendations for diagnosis, treatment and
follow-up

B. Eichhorst', M. Hallek' & M. Dreyling?
On behalf of the ESMO Guidelines Working Group*

"Department of Intemal Medicine I, University of Kdin, Kdin; ?Department of Medicine Ill, University Hospital Grosshadem, LMU Munich, Germany

Annals of Oncology 20 (Supplement 4): iv102-iv104, 2009
doi:10.1093/annonc/mdp 142




+2C" &"D

Table 1. Pretreatment evaluation of patients with CLL
Diagnostic test General practice” Clinical trial
Tests to establish the diagnosis
Complete blood count and differential count Always Always
Immunophenatyping of lymphocytes Always Always
Assessment before treatment
History and physical, performance status Always Always
Complete blood count and differential Always Always
Marrow aspirate and biopsy Desirable Desirable
Serum chemistry, serum immunoglobulin, direct antiglobulin test Always Always
Chest radiograph Always Always
Infectious disease status Always Always
Additional tests before treatment
Cytogenetics (FISH) for del(13q), del(11q), del(17p). trisomy 12, Desirable Always
del(6q) in the peripheral blood lymphocytes
IgVH mutational status, ZAP-70, and CD38 NGI Always
CT scan of chest, abdomen, and pelvis NGI Desirable
MRI, lymphangiogram, gallium scan, PET scans NGI NGI
Abdominal ultrasound” Possible NGI
Li21
K

) > 2%
@ | >w)> )

M2$! 1 7
?%

"N AN

IS HY%




- | e |
) o}
M ) M O
0)) O 1 (
P)) O H )
# $" 2N
A (O )
)
J )P O ) H




"A L J " %M$
* +Q 'RS D 7G 'G !
& " +Q 'RS 'D BBG &G 97
*+Q <7 'RS 44 7&G 7G &*
*9' +S &RS *B BKG *G 79D
*9D +S
B *9D +S &RS 4 &B 'G &G KO9:
&) -
& (L 01% & 2
3 &()()&& (4 o01&% $° 2
# & () 4"$ 58"65 & "3
7 &(/ ' 8119 &

&K7 + 2<22 4&G 222 <2N:G
) * +QO0 . ' &
) * 2NO:+ &
0 A oo ( @H"'E &* *+T
) 1 97
") 1&'9
( "N . "N

) 14D+'7 '49:G 4+7 G
") 1B+'7:9G *+'7 *G

( ‘&G ( &G




BBG

%M$ )
— 100
o Treatment
= \‘k‘_ Alemtuzumab
= 1 ==+ Chlarambugil
2 75 '
2 “'«o-q‘I
=
1] o,
a
D 504
e
< N,
= ~
9 25 Hazard ratio: 0.58 L NN
@ 95% CI; 0.43 t0 0.77 P Gt gy
= Q"““"\....m.w..o
o Stratified log-rank P =.0001
o
0 4 8 12 16 20 24 28 32 36 40
Time (months)
it risk
ituzumab 149 122 102 77 62 49 3 4 1 i
rambucil 148 110 83 60 a0 25 17 5 1 0




754

504

254

Progression-Free Survival (%)

Treatment
3 I == CRmM- {n=11)
", [ CRm [n = 26)
L -— PRin=88)
‘Q\. == MNonresponder (n= 25)
“..__.i-
.,
ey
§'l— -%x

“ovge- - B T T T

risk
n
25

88
sponder 25

4 8 12 16 20 24 28 32 36 40
Time (months)

9 9 9 9 7 6 0 0 0
25 24 20 17 14 El 1 0 0
82 65 45 34 27 16 3 1 1
6 4 3 2 1 0 0 0 0

Groupement alkylant

(

&** 1

>

Chaine latérale
d’acide butyrique

HeL
T‘ CODH
e A L@ H iC —CH

Hié

Noyau benzimidazolé N
(analogue des purines) )_7
Cyclophasphamide -
Fludarabine
( ) 119 & $
n > ) >

1 +QU<U& 0 4




* 4DG D :G
B* : G : &G
& 94 D9:
4B9'

119

Progression-Free Survival

No. left:

BEN
CLB

1.0 4-1.” BEN (N = 162; median, 21.6)
094 % == CLB (N = 157; median, 8.3
084 k" * y + Censored observations
1
0.7 4 1
0.6 4 i‘ k!
0.5 b h
e
0.4 - L oy,
[} Ty
0.3 4 1, *["Hl-
0.2+ Y A —
E
0.1 4 ‘\ _—
T T T T bI---\-d T T T T
0 6 12 18 24 30 36 42 48 54 60
Time Since Treatment (months)
162 16 94 73 54 42 23 10 7 3 0
157 59 29 8 2 1 1 0o 0 0 0
119

&*

10



s "A *<4*G 3 *G H&
) 4*<D*G D<&*G 3 BG 9BH:
M D*<K*G &B<:BG ‘H'
V S B<&BG
% *<
D*G &*<&BG 7G 9B
&
! # # % @
$ b $ (#9) (
i1 < * &

&&

11



4*
4B
BK

@ Mu M
Ill $l n i $
M Mn
D&9KG K'9BG
497G &:94G
-"1 &* 'D
$
$) =& 2
3B& (4 2

#$
M
BK9BG
'94G
K9&

&KK7
M
7'9:G
&9'G
194

$ #W

M
D*G
BG

M" ' 3
MII
K'G
:DG

12



+"A(M( M

<. ((

#W M*" '

100 = 100
Patients Events O/E
—_— 387 3m 13
= 80 = 194 149 11 80 = Chlorambucil
£ — 106 102 05
% 0 4 E 60 4 Fludarabing
é 40 3 40
g Fludarabine Patients Events O/E
g —_— 387 116 09
= 20 - 20 o — 194 71 11
Chlorambucil _— 196 67 1.0
0 T T T 1 0 T T T T 1
0 2 3 4 5 o 1 2 3 4 5
Time (years) Time (years)
B J$ "A BK
M B&
& (4 2 M" B'
&B

O
" 4

%II
" %l
L1

$ 4
#$)

77G
K*G
** o BY KBG
47 4* K:G
B* BD **G
4 4. KG
) XL 1 X 1
& 8§ 8 3%
& 8 714 2

o s
& DB

&DG ,
7G
. 777G >4
718G D DDG" >4
D&G L L
77G L L
'G :&94 L
& 8

&4

13



12 1" $l

" K 4 D*G &&G :&9D D:G

" K4 K*G "G B 9D D7G :

n - I'M "<CYI) $ &

" D&  B7 DDG 4BG L L
" D: B7 D4G BG L L

ND : non disponible

&7

Addition of rituximab to fludarabine and cyclophosphamide
in patients with chronic lymphocytic leukaemia:
a randomised, open-label, phase 3 trial

W Hallek™, K Fischer™, G Fingede-Rowson, A M Fink, R Busch, } Mayer, M Hensel, G Hopfinger, G Hess, U von Griunhagen, M Bergmann, J Catalano,

P L Zinzani, F Caligaris-Cappia, | F Seymour, A Berrehi, U Jager, B Cazin, M Trneny, AWestermann, C M Wendtner, B F Eichhorst, P Staib, A Buhler,
DWinkler, T Zenz, S Bottcher, M Ritgen, M Mendila, M Kneba, H Dohner, S Stilgenbauer, on behalfof an international group of investigators and
the German Chronic Lymphacytic Leukaemia Study Group

Lancet 2010; 376: 1164-74

"D I"$l
M'C ! M
M" E M" 0) "
M" 6

&D

14



n + MII ( MII +

%M$ :
A
7
2 N! 6 &&K
2N! 6 :K*
$( )
A
7

'‘BG
'BG
*G
BBG
‘BG

D:G
DG
DBG
7G

M M (
6 *K 6 *D
'‘BG 4BG 3

*9***

4KG 3 *grxx

B7G *9*D
DG *9* K
D*G *9***&
BBG HgpERT

D7G *O* &
K*G *9***&
DG *9 4D
‘DG *9&B

&K

n + MII

( M"+%M$ B

— Chemoimmunotherapy
—— Chemotherapy

g
=
2
@
4
<)
T
s ™
£ i,
=
£ 40
e
2
S 304
&
20+
10
Y T T T T T T T T T T T
6 12 18 24 30 36 42 48 54 60 66
Number at risk
Chemoimmunotherapy 408 352 305 183 54
Chemotherapy 409 318 232 123 34

15



M"+%M$e 1" 9

100 ey Binet B/chemoimmunotherapy
—— Binet C/chemoimmunotherapy
—— Binet C/chemotherapy
----- Binet B/chemotherapy

904

80+

704

60+

50

40-

304

Proportion without progression (%)

204

104

Time since randomisation (months)

MM

( ) MII ( Mu ( )
1.0 4 10 4 RC
09 A 09
08 4 08 |
PR

07 A 0.7 4
06 4 0,6
05 05 ] SD
04 | 0.4
0.3 4 03 4
02 4 0.2 J PD
0,1 4 p=0.012 0.1 4
0,0 A 0,0

T T T T T T T T T T ! T T T T T T T T T T T T

0 6 12 18 24 30 36 42 48 54 60 66 0 6 12 18 24 30 36 42 48 54 60 66

' 6
&




n + + n D + MII ( MII +

Y/ Y/
6 *K 6 '*D
: & 9DG "9 G
) % DD9'G KB9 G
( :&9D B 9D
() H: D&IBG D79&G

+"D+M" ( M"+

*9'7K SEOas *9BD *OFK
A& E 9B + 9'B* *9¥B &9&D7 SRS
%$ "Il Z 97: *OK
7 794'& BSOS K9* : 12 A
N! 9'7D *0*
5 E4* 9:K *9*&&
EB* I+ 9& *g*

17



17p-

+ +++hh5hh

T

T T
0 6B 12 18 24 3
Months

T T T

¥k 4L 08

=17

=g
+2g
=113g- single
=Tno aberration
== 17p-censorad
= 11g-censored
= +2g-censored
-1 s

4-ne aberration-
censared

VOLUME 28 - NUMBER 20 - OCTOBER 10 2010

Joumar. or CLINICAL ONCOLOGY

TP53 Mutation and Survival in Chronic

Lymphocytic Leukemia

Thorsten Zenz, Barbara Eichhorst, Raymonde Busch, Tina Denzel, Sonja Hiibe, Dirk Winkler, Andreas Biihler,
Jennifer Edelmann, Manuela Bergmann, Georg Hopfinger, Manfred Hensel, Michael Hallek, Hartmut Dohner,

and Stephan Stilgenbauer

J Clin Oncol 28:4473-4479. © 2010 by American Society of Clinical Oncology
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Monoallelic and biallelic inactivation of 7P53 gene in chronic lymphocytic
leukemia: selection, impact on survival, and response to DNA damage
*Jitka Malcikova,' *Jana Smardova,? Ludmila Recnova,' Boris Tichy,' Petr Kuglik,* Viadimira Vranova,® Sona Cejkova,’

Miluse Svitakova,” Hana Skuhrova Francova,' Yvona Brychtova,' Michael Doubek,” Martin Brejcha,* Martin Klabusay, '
Jiri Mayer,! Sarka Pospisilova,’ and Martin Trbusek'

D of 'Internal Medi

BLOOD, 17 DECEMBER 2009 - VOLUME 114, NUMBER 26

. “Pathology, and *Medical Genetics, University Hospital Brno and Faculty of Medicine, Masaryk University,
Brno; and “Department of Hematology, J. G. Mendel Ganger Genter, Nowy Jiein, Czech Republic
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Eradication of Minimal Residual Disease in B-Cell
Chronic Lymphocytic Leukemia After Alemtuzumab
Therapy Is Associated With Prolonged Survival

Paul Moreton, Ben Kennedy, Guy Lucas, Michael Leach, Saad M.B. Rassam, Andrew Haynes,
lane Tiehe. David Oscier. Christooher Feean. Andv Rawstron. and Peter Hillmen
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Blood (ASH Annual Meeting Abstracts) 2009 114: Abstract 540
© 2009 American Society of Hematology

Oral Session

CLL - THERAPY, EXCLUDING TRANSPLANTATION: CHANGING THE
STANDARD OF CARE

Minimal Residual Disease Is a Predictor for
Progression-Free and Overall Survival in
Chronic Lymphocytic Leukemia (CLL) That Is
Independent of the Type or Line of Therapy.

Marwan Kwok, MB, ChB*, Andy C. Rawstron, PhD,

Abraham Varghese, MB, ChB, MRCP™ and
Peter Hillmen, MB, ChB, PhD
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Table 1
Summary of some clinical studies assessing MRD as part of the analysis
FCR [29] FCM [26] FCR[1] FCM (8] RFCM [2] Alemtuzumab [7,27]
No. of patients 177 37 300 69 72 91 297
Setting Relapsed Relapsed Untreated Untreated Untreated Relapsed Untreated
Responses
CR 25% 50% 72% 64% 82% 25% 24%
PR 32% 28% 13% 12% 11% 19% 59%
nPR 16% NR 10% 14%
MRD-negative  33% 17% 28% (ASO-PCR)  28% 46% 20% 26%
(CR/PR) 65% (2c-FC)
Techniques for ASO-PCR 3c-FC and PCR ASO-PCR/ 2c-FC  4c-FC and PCR  4c¢-FC and PCR  4c¢-FC 4c-FC
MRD
MRD impact PFS Response NR Response NR PFS/Survival PFS
duration duration/PFS

F, fludarabine; C, cyclophosphamide; M, mitoxantrone; R, rituximab; NR, no reported; PFS, progression-free survival; 2c-FC, two
colour flow cytometry; 3c-FC, three colour flow cytometry; 4c-FC, four colour flow cytometry.
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Prephase :
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Rituximab:

For pattents with Leucocyte count >25*
rituximab PK samples should be collected before and after each D-1 and DO infision.

500 mg on DO, 2000 mg D1, D8, and D15
G/L : rituximab 250 mg D-1, DO. For those patlents,

Course 1 at D22 and subsequent courses (2 to 6) every 28 days :

Rituximab :
D2 to D4:

oral Fludarabine:
oral Cyclophosphamide:

500 mg/m® mg D1

2
40 mg/m /day as a single morning dose
250 mg/m /day as a single dose at noon

+2C" &**D

Diagnostic test

General practice

Clinical trial

History, physical examination

CBC and differential count

Marrow aspirate and bicpsy

Assessment for minimal
residual disease

Ultrasound of the abdomen™

CT scans of chest, pelvis,
and abdomen

Always

Always

At cytopenia of uncertain cause
NGI

Possible, if previously abnormal
NGI

Always

Always

At CR or cytopenia of uncertain cause
Desirable

NGI
Recommended if previously abnormal
with a CR

4
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At 1st line (or subsequent)
treatment

Relapse Relapse

Short PFS (<24 months)
17p-, TP53 mutation after intense treatment
(i.e. FCR, FR, PCR, BR)

Incidence (1st line Outcome (1st line

Risk factor treatment : "
. . treatment situation)
situation)
UItr::}sl;(lgh- 17p deletion ~ 5-8% Median OS: <24 months
(~10-15%)  TP53 mutation ~4-5% MstIsmOB: 2196
months
F-refractory CLL ~5% Median OS: <24 months
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Comment on Sutton etal, page 6109

Autografting CLL: the game is over!

Emili Montserrat and John G. Gribben UNIVERSITY OF BARCELONA; QUEEN MARY UNIVERSITY
OF LONDON

In thisissue of Blvod, Sutton etal report the results of a randomized clinical trial
exploring the role of autologous stem cell transplantation (ASCT) in patients with
chronic lymphocytic leukemia (CILL), showing that transplantation may increase
the response rate and prolong the time to progression but that this does not result in
alonger survival in comparison with chemotherapy treatment.!
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LEADING ARTICLE

Indications for allogeneic stem cell transplantation in chronic lymphocytic leukemia:

the EBMT transplant consensus

P Dreger'. P Corradini’, E Kimby’, M Michallet', D Milligan®, | Schetelig”, W Wiktor-Jedrzejczak”, D Niederwieser”,

M Hallek” and E Montserrat'’, on behalf of the Chronic Leukemia Working Party of the EBMT
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