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GIM2: which clinical questions?

Does Fluorouracil 

matter?

Does dose-dense 

matter?

Are these questions clinically relevant?

YES



Best (neo)adjuvant chemotherapy regimen

What?
Anthracyclines

(epirubicin, doxorubicin)

Taxane

(paclitaxel, docetaxel)

Cyclophosphamide

Fluorouracil

Add on?



Best (neo)adjuvant chemotherapy regimen

What?
Anthracyclines
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Best (neo)adjuvant chemotherapy regimen

What?
Anthracyclines

(epirubicin, doxorubicin)

Taxane

(paclitaxel, docetaxel)

Cyclophosphamide

Fluorouracil

1047 1030 994 952 908 871 828 775 702 614 536 502 476 460 443 394 244 75 5 0

1044 1025 988 940 903 863 820 771 680 604 535 487 466 447 428 379 243 80 7 0
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FEC->PEC->P

HR 1.13 (95% CI 0.94-1.36)
P = 0.1811

Patients Events
EC->P             1047                223
FEC->P           1044                250

74%

72%

81%

79%

1047 996 930 859 809 765 728 674 605 525 455 423 394 383 366 329 201 61 5 0

1044 1003 908 846 799 754 715 666 583 518 452 401 375 357 336 293 186 61 5 0
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FEC->PEC->P

HR 1.12 (95% CI 0.98-1.29)
P = 0.1092

Patients Events
EC->P             1047                374
FEC->P           1044                412

59%

55%

67%

66%

Del Mastro L et al Lancet Oncol 2022 



Best (neo)adjuvant chemotherapy regimen

How?
Sequential   vs    Concomitant

Dose

Academia



Dose

Dose escalation vs

Dose intensity vs

Dose density

Total dose

(duration)

vs

vs

Academia



Rationale for “dose-dense”



Optimizing dose

Dose escalation vs

Dose intensity vs

Dose density

Total dose

(duration)

vs

vs

Academia

GIM 2



1002 967 901 851 804 758 725 677 602 522 451 415 388 373 357 311 192 54 7 0

1001 950 863 785 743 705 665 611 534 470 405 358 330 316 294 260 163 54 3 0
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Q3Q2

HR 0.77 (95% CI 0.67-0.89)
P = 0.0004

Patients Events
Q2          1002 343
Q3          1001 409

61%

52%

70%

63%

1002 985 955 930 896 862 825 773 696 606 533 496 475 455 438 381 238 70 8 0

1001 987 947 884 841 806 759 713 627 555 481 436 410 396 377 336 210 66 4 0
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76%

69%

84%

77%

HR 0.72 (95% CI 0.60-0.86)
P = 0.0004

Patients Events
Q2          1002 197
Q3          1001 254

Dose-dense improve DFS and OS

Del Mastro L et al Lancet Oncol 2022 



Dose-dense improve DFS and OS

Highest degree of clinical relevance





Key Italian contribution in cancer research
GIM 2



Quality information provided only by academia: 
very long follow-up

Bonadonna G BMJ 2005 Del Mastro L et al Lancet Oncol 2022 



Italian research: room for improvement

Join efforts for common goals



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



Italian research: room for improvement

Example: improve quality by 

improving the commitment 



(Some) Next research questions in eBC

• Who benefit the most from dose-dense therapy?

• 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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