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Clinical research questions
Clinical meaningless
guestions
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GIM2: which clinical questions?

Does Fluorouracil
matter?

Does dose-dense
matter?

Are these guestions clinically relevant?

YES




Best (neo)adjuvant chemotherapy regimen

What?
Anthracyclines
(epirubicin, doxorubicin) Add On?

Cyclophosphamide —
Pharma Academia

Fluorouracil

Taxane
(paclitaxel, docetaxel)




Best (neo)adjuvant chemotherapy regimen

What?

Anthracyclines
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Best (neo)adjuvant chemotherapy regimen

What?

Anthracyclines
(epirubicin, doxorubicin)

Cyclophosphamide

Fluc”acil

Taxane
(paclitaxel, docetaxel)
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Best (neo)adjuvant chemotherapy regimen

Academia

Sequential vs Concomitant

How?

Dose




Dose Academia

Dose escalation B v I
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Rationale for “dose-dense

The Norton—-Simon hypothesis:
designing more effective and less toxic
chemotherapeutic regimens

R Simon is Chief

of the Biometric
Research Branch at
the National Cancer
Institute, Bethesda,
MD, USA. L Norton
is Deputy Physician-
in-Chief of Memorial
Haospital and Medical
Director af the Evelyn

Richard Simon* and Larry Norton

Successful treatment of bacterial infections
is largely a result of our ability to exploit the
biochemical differences between bacteria and
human cells so as to achieve toxic drug concen-
trations in the former while sparing the latter.
Unfortunately, such high selectivity is at present
elusive in the chemotherapy of human cancers.
Hence, great effort is required to determine dose
schedules that maximize the benefit/toxicity
ratio, particularly for multiple agent regimens.

integrated drug effect, the chance of eradi-
cating the tumor is maximized by delivering
the most effective dose level of drug over as
short a time as possible. Thereby, tumors given
less time to grow between treatments are more
likely to be eradicated. Administering high
quantities of the drug at the beginning of the
chematherapy cycle (i.e. front-loading) might
fail for two reasons. First, levels higher than
a certain concentration may not increase the

Cell number
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* * * * Standard chemotherapy
* * * + Early chemotherapy

H. Lauder Breast Extensive clinical experience has taught us that  killing of cancer cells. Second, even if they did, Dose-dense chemotherapy

Center, Memorial trial-and-error, in the absence of guiding prin: the toxicity could be intolerable. In practice,

Sloan-Kettering pl nefficient in this regard. Seeking guiding  optimizing the schedule means determining

Cancer Center, principles, we used clinical and laboratory a way to give the maximum integrated effect

New York, observations to derive a phenomenological law — over as short a time as possible, consistent with 10° T T 1
relating the effect of cytotoxic chemotherapy on  reasonable quality of life. 0 20 40 80
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Optimizing dose | Academia

Dose escalation B v I
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Dose-dense improve DFS and OS
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Dose-dense improve DFS and OS

Highest degree of clinical relevance




2-weekly (dose dense) vs the same
chemotherapy given 3-weekly

Any Recurrence Breast Cancer Mortality
(A) 10004 women = 10004 women
50 50
3 RR 0-83 (0-76-0-91) E RR 0:86 (0:77-0-95)
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Key Italian contribution in cancer research

civ2

o
Italiano G I M
Mammella

Fluorouracil and dose-dense adjuvant chemotherapy in B S ®
patients with early-stage breast cancer (GIM2): end-of-study
results from a randomised, phase 3 trial
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Journal of Medicine
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COMBINATION CHEMOTHERATY AS AN ADJUVANT TR T T I'N OFER/
BREAST CANCER
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Quality information provided only by academia:

very long follow-up

30 years’ follow up of randomised studies of adjuvant CMF in
operable breast cancer: cohort study

Gianni Bonadonna, Angela Moliterni, Milvia Zambetti, Maria Grazia Daidone, Silvana Pilotti, Luca Gianni, Pinuccia

Valagussa

— CMF
---- Surgery

Years Years

breast
lUb Journal
Club

LTMPORTANZA DELLARICERCA IN ONCOLOGIA
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Disease-free survival

Fluorouracil and dose-dense adjuvant chemotherapy in

@

patients with early-stage breast cancer (GIM2): end-of-study
results from a randomised, phase 3 trial
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Italian research:

room for improvement

Join efforts for common goals
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Italian research: room for improvement

* Improve the education of new
generations of oncologist

« Engaging all the existing
competences and expertises

« Improve quality of the research

Wt always'seems
impossible until it's done.

Nelson Mandela



Example: improve quality by
improving the commitment




(Some) Next research questions in eBC

* Who benefit the most from dose-dense therapy?

e Which is the contribution of dose-dense AC in the context of dose-
dense paclitaxel/carboplatin and olaparib administration (high-risk
TNBC) ?

* Should dose-dense AC be used in combination with neoadjuvant
immunotherapy in eTNBC?

* Any role for anthracyclines (and dose-dense AC) in HER2+ eBC?
* Who may be spared by anthracyclines in HER2-negative eBC?
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When your ambition is Lig
Then your cfforts should be even bigge
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