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Table 3. Sex Ratio, Median Age and Cumulative Risk for 20 Leading Cancer

Sites in 2000
Incidence
. Median age Cumulative risk of
Sex ratio : : )
Rank | ICD-9 Site at diagnosis developing cancer
Male Female Male Female Male Female
o ™| @]  (in)
1 162 Lung 2.1 1 70 73 15 38
2 155 Colon 1 1 70 71 38 43
3 174 Female breast - - - 50 - 23
4 155 Liver 34 1 61 70 30 110
5 154 Rectum 15 1 69 70 54 90
6 147 Nasopharynx 24 1 48 47 53 131
74 151 Stomach 1.8 1 69 72 56 128
8 185 Prostate - - 74 - 63 -
8 188 Bladder 32 5 1 71 78 79 415
10 | 200,202 |Non-Hodgkin's lymphoma 1.3 1 64 66 110 168 |
11 150 |Oesophagus 4.2 1 67 73 80 442
12 173 Non-melanomatous skin 1 i 1.2 70 76 166 204
13 180 Cervix uteri - - - 53 - 9
14 193 Thyroid 3 | 3.7 46.5 45 472 143
15 182 Corpus uteri - - - 54 - 106
16 183 Ovary etc. - - - 50 - 125
17 157 Pancreas 1.2 1 69 72.5 214 288
18 204-208 |Leukaemia 1.1 1 52 445 228 298
19 189 Urinary except bladder 1.6 1 64 66.5 209 298
20 156 Gallbladder etc. 1 1.1 73 74 369 344
140-208 |All sites 1.2 1 67 65 -+ 9
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MALIGNANT LYMPHOMAS

Fig. 13.13 Burkitt's lymphoma: characteristic facial Fig. 13.14 Burkitt lymphoma: histnlogi;al ts:::-:?;;
swelling due to extensive tumour involvement of the lymph node showing sheets of ymenopas b
mandible and surrounding soft tissues. sky' tingible body macrophages.
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Fig 1. NHLs with a 5-year overall survival of greater than 70% (A), 50% to 70% (B), 30% to 49% (C), and less than 30% (D); ALCL, anaplastic
large T/null-cell lymphoma; MZ, MALT, marginal zone B-cell lymphoma of mucosa-associated lymphoid tissue; FL, follicular lymphoma; MZ,
nodal, marginal zone B-cell lymphoma of nodal type; LP, lymphoplasmacytoid lymphoma; SL, small lymphocytic lymphoma; Med LBC, primary
mediastinal large B-cell lymphoma; DLCBL, diffuse large B-cell lymphoma; HG, BL, high-grade B-cell Burkitt-like lymphoma; T-LB, precursor T-
Ilymphoblastic lymphoma; PTCL, peripheral T-cell lymphoma; MC, mantle cell lymphoma.
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Figure 4

Antineoplastic MoAbs: Mechanism of Action
* Induction of programmed cell death (apoptosis)

Cat++

Caspase-3
(inactive)

The CD20-bearing NHL cell.

N\

Caspase-3
(active)

Binding with a monodonal antbody causing a
calcium influx, activating apoptosis proteins

Caspase-3
{inactive)

\

Caspase-3

Ca ++ lactive)

Resulting in cell death.

Mo _
Ris— Apoptosis
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Figure 3

Carriers of radionuclides/toxins

CD20-bearing NHL cell.

The delivery of an antibody to the

CD20 receptor

Delivering targeted
radiation to the
cancer cell.
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Recurrence

> No response to therapy éﬂriy L ate

Number of tumour 10!
cells in the body 1kg

| Clinically detectable
| tumour

| Long-term remission

Immune resistance
of host

Humoral + Cellular

Tumour invisible
‘“Remission”

e

Induction Consolidation Maintenance Cure

Diagrammatic representation of the reduction of the number of tumour cells in the body with therapy.
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CD20 Expression in B-Cell
Development

<+<—Bone marrow —> <«—Bjood, lymph ——>

Pluripotent Lymphoid Pre-B-cell B-cell Activated Plasma
stem cell stem cell B-cell cell

CD20
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CD20

MabThera®

MabThera®

FEE 5 Male et al. Advanced Immunology. 1996;1:1



GELA-LNH 98 5.5

hw
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Cyclophosphamide 750mg/m?2
Doxorubicin 50mg/m?

Vincristine 1.4mg/m?

Prednisone 40mg/m?/day x 5 days

MabThera + CHOP 375mg/m?2

Coiffier B, et al. N Engl J Med 2002;346:235-43
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100 1
X 80
=
>
>
S 60 -
(7))
(aD]
@
= 40
@]
®
(7))
(¢D]
= 20 J
O
al

p<0.00001

0 1 2 3 4 5 6 7

Years coiffier B, et al. Blood 2004:104:388a (Abstract 1383)



ERSECATINH 98.5: OS after

salvage therapy for patients in
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WE TR )&% (Radioimmunotherapy, RIT)
m FEIRE® Y4HA

CD20 5 5 FEdi i

m CD20 EH5if£91
#5 (CD20
monoclonal
antibody)

m 5 7.-90 SR
(Yttrium-90)

m &7 (chelator)
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Radioimmunotherapy exhibits a
“Cross-fire Effect’
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Rituximab-Refractory Trial:
Study Design

Objective: Zevalin® in rituximab-refractory follicular CD20+ NHL patients
versus last rituximab and last chemotherapy treatments

Zevalin®

Day 1: Rituximab 250 mg/m?
11n-Zevalin® 185 MBq (5 mCi)

Day 8: Rituximab 250 mg/m?
90Y-Zevalin® 15 MBqg/kg BW
(0.4 mCi/kg BW)




S
Rituximab-Refractory Trial:
Response to Zevalin®

m ORR 74%, CR 15%:

Significantly better than prior rituximab (ORR 32%,
P<0.01)

Similar to last chemotherapy (ORR 67%, P=0.32)

m Median TTP in responders 8.7 months (range,
1.7-25.9+)

Witzig et al. J Clin Oncol 2002;20:3262—-3269
Briefing document. IDEC Pharm Corp 2001



Tumour Response with Zevalin®

FDG PET Scans

Before After



Estimated Radiation
Doses to Organs during
Zevalin® Therapy* ..

8.48
5.32

2.16

0.95
0.71 015

* Dosimetry in 72 patients in a phase lll study
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Median Haematologic Counts
following Treatment with

Zevalin® (n=349)
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Zevaliné Is highly Effective
and Well Tolerated also In
Geriatric Patients

B Retrospective analysis of 211 patients with
B-NHL

B Age:
n=113 < 60 years
n= 58 between 60 and 69 years
n= 40 > 70 years

B The trial data revealed no difference between
age groups regarding efficacy (ORR 71% -
80%)
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EU Authorisation 2004

]
The 99Y-radiolabelled Zevalin® is indicated for the
treatment of adult patients with rituximab relapsed

or refractory CD20+ follicular B-cell non-Hodgkin's
lymphoma (NHL).

mHypersensitivity to ibritumomab tiuxetan, to
yttrium chloride, to rituximab, to other murine
proteins or to any of the excipients.

mPregnancy and lactation.



Earlier Treatment Associated
with Higher Efficacy (follicular
NHL)

ate (%)

ponse r

Res

(median 2 prior (1 prior therapy, (no prior therapy,
(median 4 prior therapies, n=53) n=10)
therapies, n=54) n=55)



" I
Treatment Algorithms for
follicular NHL

Stage I/l Stage lll/IV
l Initiate treatment?*
Involved field Yes No
radiotherapy l
Watch and Wait
Rituximab- /
chemotherapy
1**
* Symptoms, cytopenia, rash, Radioimmuno-
tumour growth, potential
damage of organs therapy
(e.g. hydronephrosis)
** Collection of peripheral stem 1
cells for future

transplantation should be

evaluated Transplantation



" N
Zevalin‘s Contribution to the

Improvement of NHL
Treatment

O with
manageable haematologic toxicity, also

High CR rates with long-term responses, even in
patients with relapsed disease

Perspectives:
m Early use in follicular and non-follicular indolent
lymphoma (consolidation)
m Other CD20-positive NHL.:
MCL
DLBCL
MALT gastric NHL

m Targeted radiotherapy as conditioning regimen for stem
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m [ A5E ( Doxorubicin )

m fifidigE{L (Bleomycin)
m g eeaZz35 (Vincristine )



