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- Aim = cure
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- Aim = cure

Local treatments

¢ > For a limited time

@

institutCurie



y
S

UNIVERSITE DE
VERSAILLES &5

ST-QUENTIN-EN-YVELINES

L]
universite paris-sacLAY

D

institutCurie



Treatment for life
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Curable situation in ~5% of cases (exception of germline tumors [95%])
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Radiotherapy
Chemotherapy
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Radiotherapy

Chemotherapy
Targeted therapy







Trastuzumab
(Herceptin®)
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Amplificatio

Lapatinib
(Tykerb®)
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® HER2+ breast cancer

Trastuzumab
(Herceptin®)

1

= Risk of recurrence
decreased by 50%
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® HER2+ metastasic
breast cancer

Trastuzumab
(Herceptin®)

1

= Median overall
survival increased from

<2 to >6 years
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Radiotherapy
Chemotherapy

Targeted therapy
Immunotherapy







Overall Survival
(proportion)
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Ipilimumab 1,861 839 370 254 192 170 120 26 15 5 0
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Chemotherapy Chemotherapy Chemotherapy Chemotherapy Chemotherapy Chemotherapy Chemotherapy
Targeted therapy Targeted therapy Targeted therapy Targeted therapy Targeted therapy Targeted therapy
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Chemotherapy Chemotherapy Chemotherapy Chemotherapy Chemotherapy Chemotherapy Chemotherapy
Targeted therapy Targeted therapy Targeted therapy Targeted therapy Targeted therapy Targeted therapy
Immunotherapy Immunotherapy Immunotherapy
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Early breast cancer
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— — — Endocrine therapy ——— Chemoendocrine therapy

A Invasive Disease-free Survival
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ad 02 Hazard ratio for invasive.disease recurrence, second primary cancer,
or death, 1.08 (95% C1, 0.94-12¢4)
014 P-026
00 T T T T T T T T 1
0 12 24 36 4 e 72 84 9 108
Months
No. at Risk
Chemoendocrine therapy 3312 3204 3104 7993 2849 2645 2335 1781 1130 513
Endocrine theragy 3399 3293 3194 3081 2953 2741 2431 1859 1197 537

B Freedom from Recurrence at a Distant Site
1.0+
09
054
0.74
064
0.5
044
03 Hazard ratio for recurrence ata distant ste. 1.10 (95% CL 0.85-1.41)
024 P-048

014
0o T T

Prebabil ity of Freedom from
Recurrence at a Distant Site

No. at Risk
Chemoendocrine therapy 3312 3215 3142 3059 2935 2734 2432 1866 1197 554
Endocrine therapy 3399 3318 3239 3147 3033 2833 2537 1947 1267 581

Figure 2. Clinical Outcomes among Patients with a Recurrence Score of 11 to 25.

Kaplan-Meier estimates of survival rates in the analysis according to the assigned treatment group are shown for
the group that received endocrine therapy alone and the group that received chemoendocrine therapy in the inten-
tion-to-treat analysis of invasive disease—free survival (defined as freedom from invasive disease recurrence, second
primary cancer, or death) and freedom from recurrence of breast cancer at a distant site. The hazard ratios are for
the endocrine-therapy group versus the chemoendocrine-therapy group.

Sparano JA et al. NEJM [epub ahead of print on June 3, 2018]

institutCurie



UNIVERSITE DE @W,

VERSAILLES &=
ST-QUENTIN-EN-YVELINES

L]
universite paris-sacLAY

Prognostic value J

Predictive value

@

institutCurie



Recurrent/metastatic cancer
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Lancet Oncol 2015; 16: 1324-34
Published Online

September 3, 2015

http// dx doi.org/10.1016/
$1470-2045(15)00188-6

See Comment page 1276
Department of Medical
Oncology, Institut Curie, Paris
& Saint-Cloud, France

(CLe Tourneau MD);
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Molecularly targeted therapy based on tumour molecular
profiling versus conventional therapy for advanced cancer
(SHIVA): a multicentre, open-label, proof-of-concept,
randomised, controlled phase 2 trial

Christophe Le Tourneau, | ean-Pierre Delord, Anthony Gongalves, Céline Gavoille, Coraline Dubot, Nicdlas Isambert, Mario Campone, Olivier Trédan,
Marie-Ange Massiani, Cécile Mauborgne, Sebastien Armanet, Nicolas Servant, lvan Biéche, Virginie Bernard, David Gentien, Pascal Jezequel,
Valéry Attignon, Sandrine Boyault, AnneVincent-Salomon, Vincent Servois, Marie-Paule Sablin, Maud Kamadl, Xavier Paoletti, for the SHIVA investigators
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Patients with refractory

cancer (all tumor types)

Non eligible
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Informed

SHIVA01 — Randomized proof-of-concept phase I
trial comparing molecularly targeted therapy based

signed

on tumor molecular profiling versus conventional
therapy in patients with refractory cancer

Therapy based on molecular profiling
- Approved molecularly targeted agent

Conventional therapy based on
oncologist’s choice
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Le Tourneau et al. Lancet Oncol 2015;16:1324-34
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100+ — Molecularly targeted agent
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Le Tourneau et al. Lancet Oncol 2015;16:1324-34



JNCI ] Natl Cancer Inst (2016) 108(4): djv362

doi:10.1093/jnci/djv362
First published online November 23, 2015
Review

REVIEW
Treatment Algorithms Based on Tumor Molecular
Profiling: The Essence of Precision Medicine Trials

Christophe Le Tourneau®*, Maud Kamal®*, Apostolia-Maria Tsimberidou,
Philippe Bedard, Gaélle Pierron, Céline Callens, Etienne Rouleau,
Anne Vincent-Salomon, Nicolas Servant, Marie Alt, Roman Rouzier,
Xavier Paoletti, Olivier Delattre, Ivan Bieche
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- Treatment algorithm:

- technology used to identify molecular
alterations
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- Treatment algorithm:

- technology used to identify molecular
alterations

- thresholds used
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- Treatment algorithm:

- technology used to identify molecular
alterations

- thresholds used
- molecular alterations/drugs matching
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- Treatment algorithm:

- technology used to identify molecular
alterations

- thresholds used

- molecular alterations/drugs matching
- molecular alterations priorization
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The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

PD-1 Blockade in Tumors
with Mismatch-Repair Deficiency

D.T. Le, J.N. Uram, H. Wang, B.R. Bartlett, H. Kemberling, A.D. Eyring,
A.D. Skora, B.S. Luber, N.S. Azad, D. Laheru, B. Biedrzycki, R.C. Donehower,
A. Zaheer, G.A. Fisher, T.S. Crocenzi, J.J. Lee, S.M. Duffy, R.M. Goldberg,
A. de la Chapelle, M. Koshiji, F. Bhaijee, T. Huebner, R.H. Hruban, L.D. Wood,
N. Cuka, D.M. Pardoll, N. Papadopoulos, K.W. Kinzler, S. Zhou, T.C. Cornish,
J.M. Taube, R.A. Anders, J.R. Eshleman, B. Vogelstein, and L.A. Diaz, Jr.
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The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Efficacy of Larotrectinib in TRK Fusion—
Positive Cancers in Adults and Children

A. Drilon, T.W. Laetsch, S. Kummar, S.G. DuBois, U.N. Lassen, G.D. Demetri,
M. Nathenson, R.C. Doebele, A.F. Farago, A.S. Pappo, B. Turpin, A. Dowlati,
M.S. Brose, L. Mascarenhas, N. Federman, J. Berlin, W.S. El-Deiry, C. Baik,

J. Deeken, V. Boni, R. Nagasubramanian, M. Taylor, E.R. Rudzinski,

F. Meric-Bernstam, D.P.S. Sohal, P.C. Ma, L.E. Raez, J.F. Hechtman, R. Benayed,
M. Ladanyi, B.B. Tuch, K. Ebata, S. Cruickshank, N.C. Ku, M.C. Cox,

D.S. Hawkins, D.S. Hong, and D.M. Hyman
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- Sequencing has been demonstrated to
successfully guide the need of adjuvant

therapy in hormone-positive early breast
cancer
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- Sequencing has been demonstrated to
successfully guide the need of adjuvant

therapy in hormone-positive early breast
cancer

- The predictive value of sequencing to
guide therapy in cancer patients has not

been demonstrated with a level 1 evidence
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- All recurrent/metastatic cancer patients
should be sequenced for MSI and NTRK

fusions, and potential inclusion into clinical
trials
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