i

breast e

>
7
Joucnal i

)
“ P v— PRANAL D

>
A,

MPORTANZA DEL

e

'./:,/

i .,_._,.-“ T K/ /2
.~ 7 7:8MARZO2025 [f
e IFES T NAPOLT [

. 14 H#Hotel Royal Continental
CE . Via Partenope, 38

N X /
1 \".\. «Ij «I:‘i ‘!." I'r - &
A T “ . -§ /3

WA & N - &i N
& & B -

/e o
X \ ;"‘5.,;"1»1 o
(7
h W Y
S A} s/ »\,; '4‘5 /
e 1



Breast Journal Club 2025

Napoli - 08 Marzo, 2025

La Sfida dell’Aderenza nelle
Terapie Adiuvanti

Paolo Vigneri

Universita di Catania
Humanitas Istituto Clinico Catanese

L'IMPORTANZA DELLA RICERCA IN ONCOLOG | A




Conflicts of Interest

In the last 2 years

* Honoraria and Consultancy:

Astra Zeneca; Daiichi-Sankyo; Eli Lilly; Gilead; Incyte;
Istituto Gentili; Menarini; Novartis; Pfizer; Roche; Teva

L'IMPORTANZA DELLA RICERCA IN ONCOLOG | A




Endocrine Therapy (lack of) Adherence
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Endocrine Therapy (lack of) Adherence
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Number at risk
Completed 724 670 546 431 92
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Chamalidou C et al. Cancer Treat Res Commun 2023; 100704
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Pharmacodynamics (target prediction) of ribociclib and abemaciclib

Query Molecule
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Query Molecule Target Classes
Abemaciclib | " fop 13 2
H Top 25 o7 26.7%
E j Top 50
. 6.7%
All
n — |
x 6.7%
LLJ
n.c\(m. .l)%. 26.7% 6.7%
6.7%
me— 6.7% °
n~ F B Kinase [ Other cytosolic protein [ Enzyme
[ Protease [ Voltage-gated ion channel [ Membrane receptor
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Simulation by Molecular Modelling Group of the University of Lausanne and the SIB Swiss Institute of Bioinformatics, 2025

Common Uniprot Target -
Target hEMBL ID Pr ility*
2rge name ID ¢ Class sl \/
Cyclin-dependent kinase 6 CDK® Q00534 CHEMBL2508  Kinase _
Cyclin-dependent kinase 4 CDK4 P11802 CHEMBL331 Kinase _
Cyclin-dependent kinase 1 CDK1 P06493 CHEMBL308  Kinase _:|
Cyclin-dependent kinase 2 CDK2 P24941 CHEMBL301 Kinase -:|
Serine/threonine-protein kinase Aurora-B AURKB Q96GD4 CHEMBL2185 Kinase . |
Serine/threonine-protein kinase Aurora-A AURKA 014965 CHEMBL4722 Kinase . |
Common Uniprot —
Target ChEMBL ID Target Class Probability -
name ID
" A ) CDK5R1 Q15078 )
Cyclin-dependent kinase 5/CDK5 activator 1 CDK5 Q00535 CHEMBL1907600  Kinase _
" A i P24385 )
Cyclin-dependent kinase 4/cyclin D1 CCND1 CDK4 P11802 CHEMBL1907601  Kinase _
-y . . P06493 Other cytosolic
Cyclin-dependent kinase 1/cyclin B1 CDK1 CCNB1 Pragss  CHEMBL1%07602 oS _
) P30281 )
CDKB6/cyclin D3 CCND3CDK6 (oo, CHEMBL2111448  Kinase _
PSEN2 P49810
PSENEN Q9NZ42
NCSTN Q92542
Gamma-secretase APH1A Qo6BI3 CHEMBL2094135  Protease -:|
PSENA1 P49768
APH1B Qsww43
Cathepsin K CTSK P43235 CHEMBL268 Protease -:|
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Pharmacokinetics of ribociclib and abemaciclib

: Pharmacokinetics |
Ribociclib || | @1 absorption High Despite the differences
' BBB t N . -
permean ° between ribociclib and
Q P-gp substrate Yes o
?—%I;’Til CYP1A2 inhibitor Mo abemaciclib as
ol . [:H- CYP2C19 inhibitor No perpetrators, they are very
CYP2CS inhibitor °s similar as victim drugs
CYP2D6 inhibitor Yas .
woooro | | CYP3A4 inhibitor Yes because are extensively
D metabolized by CYP3AA4.
Abemaciclib | "= Gl absorption High Therefore, considering the
| D parmennt g frequent and numerous
,)‘ P-gp substrate Yes .
i CYP1A2 inhibitor No concomitant drug
-t CYP2C19 inhibitor No treatments, the risk of DDl is
o CYRCR nhitios No the same for both drugs and
Sk d CYP2DE6 inhibitor No .
Sl L S No potentially relevant.

Simulation by Molecular Modelling Group of the University of Lausanne and the SIB Swiss Institute of Bioinformatics, 2025, modified on the basis of current literature.
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Conclusions

e CDK4/6 inhibitors ribociclib and abemaciclib have a different target
engagement and metabolic profiles.

e Drug pharmacokinetics and pharmacodynamics may influence
clinical efficacy, tolerability and number of DDIs.

e |t should be pointed out that, in most cases, DDIs are preventable
and manageable by clinical monitoring of adverse events.
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CDK4/6ls AEs in the Adjuvant Setting

Adverse Event

Neutropenia (any grade)
Neutropenia (G3/4)

Anemia (any grade)

Anemia (G3/4)
Thrombocytopenia (any grade)
Thrombocytopenia (G3/4)
Diarrhea (any grade)

Diarrhea (G3/4)

Nausea (any grade)

Nausea (G3/4)

DVT (any grade)

DVT (G3/4)

Upper resp infection (any grade)
Upper resp infection (G3/4)
ILD (any grade)

ILD (G3/4)

ALT increase (any grade)
ALT increase (G3/4)

AST increase (any grade)
AST increase (G3/4)

Fatigue (any grade)

Fatigue (G3/4)

Arthralgias (any grade)
Arthralgias (G3/4)

Hot flushes (any grade)

Hot flushes (G3/4)

Tx discontinuation due to AEs
Any AEs

Any AEs (G3/4)

%statistically significant

OR (95% CI)

38.14% (6.19-235.09) =]
( )
116.12° (8.89-1516.93)
6.84% (4.16-11.24)

4.61° (2.58-8.24)

12.43% (7.58-20.38)
13.38% (4.82-37.10) o
14.512 (1.02-205.84) |
14.27* (1.19-171.52)
3.40° (2.04-5.66)

4.36 (0.67-28.39)

428" (2.45-7.93)

6.26" (2.61-18.16)

1.72* (1.12-2.66)

11.29* (3.78-33.77)
2.46 (1.63-3.80)

10.06" (1.43-436.86)
2.36% (1.88-2.98)

4.08" (2.33-7.59)

2.58% (2.03-3.28)

3.59 (1.90-7.26)

3.08% (2.79-3.40)

10.56% (3.27-34.13) __
0.66 (0.50-0.86)

0.62 (0.23-1.72)

0.70° (0.54-0.91)

0.66 (0.26-1.66)

2211 (9.45-51.69)
9.36% (3.46-25.33)
11.06" (5.38-22.74)

Hematologic

Non Hematologic

I
0.00066

Favors CDKi + ET

Favors ET only

1517

Agostinetto E et al. ESMO Open 2021; 6:100091
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Neutropenia

Grade Description
1/2 No dose adjustment
3 Discontinue drug until toxicity not <G2

No dose adjustment

3R or FN Ribo Discontinue drug until toxicity <G2
Resume drug at lower dose

Discontinue drug until toxicity <G2
4
Resume drug at lower dose

Abemaciclib e Ribociclib: Riassunto delle Caratteristiche del Prodotto
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Gastrointestinal Toxicities: diarrhea Abema

Grade Description

1 No dose adjustment

Discontinue drug if toxicity not <G1 within 24 hours
2 .
No dose adjustment

Discontinue drug until toxicity <G1
2R
Resume drug at lower dose

Discontinue drug until toxicity <G1
3/4
Resume drug at lower dose

Abemaciclib e Ribociclib: Riassunto delle Caratteristiche del Prodotto
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Gastrointestinal Toxicities: ALT/AST increase Abema

Grade Description

1
[up to 3 x ULN]

2
[>3 up to 5 x ULN]

No dose adjustment

No dose adjustment

2R/3 Discontinue drug until toxicity <G1
[>5 up to 20 x ULN] Resume drug at lower dose
4

520 x ULN] Discontinue drug

Abemaciclib e Ribociclib: Riassunto delle Caratteristiche del Prodotto
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Gastrointestinal Toxicities: ALT/AST increase Ribo

Grade Description

1
[up to 3 x ULN]

No dose adjustment

2 Discontinue drug until toxicity = basal level
[>3 upto5x ULN] No dose adjustment
2R/3 Discontinue drug until toxicity = basal level
[>5 up to 20 x ULN] Resume drug at lower dose
3R/4

Di :
20 x ULN] iscontinue drug

Abemaciclib e Ribociclib: Riassunto delle Caratteristiche del Prodotto

k]blub s L'MPORTANZA DELLA RICERCAIN ONCOLOG 1A

‘Club




OneFlorida Data Trust, 1376 adult patients without prior CVD
who received at least 1 CDK4/6 inhibitor, without exposure to either anthracyclines or HER2i

CDK4/6 inhibitors, N=1376 Anthracyclines, N=1215
Rate (per 100 Rate (per 100
Cardiovascular events, n (%) | Event, n (%) person-years) Event, n (%) person-years) P value*
Cardiomyopathy/heart failure 80 (5.8) 7.8 74 (B.1) 75 0.77
Atrial fibrillation/flutter 68 (4.9) 8.5 54 (4.4) 5.4 0.55
Pericardial disease 28 (2.0 2.6 22 (1.8) 2.2 0.68
Hypertension 214 (18) 227 157 (13) 17 0.056
Ischemic heart disease 48 (3.5) 4.6 29 (2.4) 29 010
Any cardiotoxicity 325 (24) 359 250(21) 28.5 0.063
A Any CVAE Hypertension A Any CVAE B Hypertension
40 40 N 100-
g o T oed TN [ p— 9 ==+ Anthracyeline
b g unadjusted: HR=1.28 (1.04-1.58), p-0.018 3 — CDK6 = — CDK4s
% * — CDKdo g % mu'lustled: HR=0.94 (0.su-|.75}{ ;—uss E £ oo
- e ==+ Anthracycline £ _ g o L] w0l
E - s — CDK46 E s H o
z E - —= Anthmcyclne s » e HR~ 138 (85207, 017 S el TR 12 0302 180 - 047
E 10 £ 10 T
] unadjusted: HR=1.22 (1.04-1.44), p=0.018 g e 1 2 3 i 2 3
N adjusted: HR=0.96 (0.57-1.62), p=0.88 Follow-up (y) Follow-up (y)
S & 3 % o .
Mo . 0 . s ™
c D
[ Cardiomyopathy/heart failure D Afib/Aflutter
Cardiomyopathy/heart failure
40 404
g H
% 30 unadjusted: HR=1.01 (0.74-1.39), p=0.95 g 104 unadjusted: HR=1.17 (0.82-1.68), p=0.38 S g
= adjusted: HR=1.33 (0.45-3.87), p=0.61 E adjusted: HR=0.50 (0.15-1.73), p=0.28 ] ——- Anthracycline E
E 9 £ — CDK6 T & —-- Anthracycline
i .E £ 2 ﬁ: % 40 — cokas
; i‘; ] unadjusted HR=1.95 (102 H 20 unadjusted HR=174 (0.91-3.34), p = 0,094
£ — CDK46 E 104 e wdjosied HR=220 9. 3 iosled HIL=2.59 (1205600 = 0016
5 ==+ Anthracycline 5 _________ — CDK46 ' I
R )’_,.f—-——'_'”_"“‘—f ==+ Anthracycline 0 1 2 3 0 1 2 3
o 3 H H 12 — Foitour ) — Follonue )
Mo Mo Anthacyelne 73 2 0 2 Anthreyeine 157 2 © o
Cl 80 36 21 £ I 214 143 ® £l
Cardiotoxicities events Overall Palbociclib Ribociclib | Abemaciclib | p-
by CDK 4/6 inhibitor,n | n=1,376* | n=1,049 n=156 n="74 value
(%)
Cardiomyopathy/Heart 80 (5.8%
raromyopathy G-8%) | 64 (6.1%) 9(5.8%) | 4(5.4%) 0.89
Failure
Atrial Fibrillation/Flutter | 68 (4.9%) | 53 (5.1%) 7 (4.5%) 4 (5.4%) >0.99
Pericardial 28 (2.0%) |22 (2.1%) 2 (1.3%) 2 (2.7%) 0.85
Hypertension 214 (16%) | 174 (17%) 22 (14%) 6 (8.1%) 0.27
Ischemic heart discase | 48 (3.5%) | 35 (3.3%) 6(3.8%) | 4(5.4%) 032 Fradley MG, et al. ] Am Heart Assoc. 2023;12:e029361
Any CVAE 325 (24%) | 258 (25%) 34 (22%) 13 (18%) 0.54

club

}:]bh]b Diasy L'IMPORTANZA DELLA RICERCA IN ONCOLOG | A




	Diapositiva 1
	Diapositiva 2
	Diapositiva 3
	Diapositiva 4
	Diapositiva 5
	Diapositiva 6: TAVOLA ROTONDA INTERDISCIPLINARE  La sfida dell’aderenza nelle terapie adiuvanti
	Diapositiva 7: Disclosures
	Diapositiva 8: Pharmacodynamics (target prediction) of ribociclib and abemaciclib
	Diapositiva 9: Pharmacokinetics of ribociclib and abemaciclib
	Diapositiva 10: Conclusions
	Diapositiva 11
	Diapositiva 12
	Diapositiva 14
	Diapositiva 15
	Diapositiva 16
	Diapositiva 17

