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* Cancer immunotherapy

Interact with the immune system to treat cancer
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enhancement of
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system
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| FN, |l L, thymosin, &

A PF3512676

Neg. in lung cancer




* Cancer immunotherapy

Interact with the immune system to treat cancer
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supply immune

response to the
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A A infusion of T -cells
| A monocl. antibodies:
A cetuximab, ..
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* Cancer immunotherapy

Interact with the immune system to treat cancer

NActi veo

specific priming of
Immune system to
recognise the tumour
as foreign ->
antibodies and/or
cytotoxic T cellls

A A A peptides / proteins
Vi A A tumour cells (auto -
A or heterologeous)

Cancer vaccination




¢ Cancer immunotherapy I vaccination

¢ Agents in phase Il development in
different NSCLC settings

¢ Overview and conclusion

Respiratory Oncology Unit
Univ. Hospital Leuven

Leuven Lung Cancer Group % Al S
I. L G http://mww.LLCG.be R



Lung cancer
> phase |l

Immunotherapy

development

Setting

Phase I

Post -surgery

MAGE - A3 ongoing
target 2270 (MAGRIT)

Post chemoradio

Stimuvax  ongoing
target 1322 (START)

Advanced

Lucanix ongoing
target 700

rHUEGF ongoing
target 230

TG4010 planned
target 1000

Advanced

PF-3512676
two neg. phase Il

Talactoferrin
I target 1100/ 720

ongoing

Ipilimumab planned
target 800

LG
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Lung cancer  vaccination
> phase Ill development

Setting Phase lli

MAGE - A3 ongoing |

Post -surgery target 2270 (MAGRIT)

Stimuvax ongoing i

BOSTEleLialio target 1322 (START)

Lucanix ongoing 1
target 700

rHUEGF ongoing |

Advanced target 230

TG4010 planned 1
target 1000
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Lung cancer vaccination
> target: MAGE - A3 antigen

¢ No expression in hormal cells tumour

¢ Really tumour specific , expressed (RT -PCR) in:
NSCLC*

A [ HIB IV

Head & neck 49%, bladder 35%, melanoma 56%

47%
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Lung cancer vaccination
> compound: MAGE -A3 ASCI

¢ MAGE - A3 antigen
Purified ProtD - MAGE - A3/His recombinant fusion protein

PD His - talil
o =
109 aa 312 aa 7/ aa

¢ Adjuvans: GSK proprietary adjuvant system (AS02B)
QS-21: Saponin
MPL ®: Monophosphoryl lipid A

OIl -in water emulsion
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Lung cancer vaccination
> pasis: phase Il R study

/ \ N=122 MAGE - A3 ASCI 300 pg i.m.
Resected. . INSCLC { g3w x5 - ->Qq3m x8 (27 m total ) }
Ap-stage - 1B/ Il
A complete - resection
AMAGE-A3 rt:PCR +
/ N=60 same - schedule

Stratified by:

A stage: IBvs. Il

A histology: squamous vs. non -squamous

A LN procedure: limited vs. dissection

[Primary endpoint : disease -free interval J
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MAGE -A3 phase Il R study

> disease -free interval (median FU 44 mo)

17 _F_L-

Placebo

Disease Free Interval
o
N

02" HR = 0.75 (95%Cl 0.46 i 1.23)
) one -sided logrank P =0.122

0.1
0O+t : : : : : : : : : : :
) 6 12 18 24 30 36 42 48 54 60 66
Number at risk Time from surgery (months)
MAGE-A3 122 103 91 81 76 70 62 47 35 16 5
Placebo 60 53 41 34 32 31 23 18 15 7 1
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DFI: Interval from the date of surgical resection to the date recurrence Ve e S
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Lung cancer vaccination
> p hase Ill: MAGRIT study

MAGE-A3as AdjuvantNon -SmallCell Lun G Cance R I mmuno Therapy
worldwide multicenter, randomized, double -blind, placebo  -controlled ph Ill trial
expected N=10,000 screened -> N=2270 patients randomized

primary endpoint : disease -free survival

Resected MAGE -A3 (+) NSCLC

Decision for chemo

No chemo Up to 4 cycles of chemo

Randomization Randomization

| | | I
MAGE - A3 ASCI Placebo MAGE - A3 ASCI Placebo
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