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BACKGROUND

" bencft of rechallenging witt a CGA/6 inhlbitor
benefit of rechallenging with a CDK4/6 inhibitor Flow Chart

RESULTS

Progression free survival and overall survival depending on treatment strategies

(CDK4/6i), either by continuing the same agent | 5553 women HR+/HER2- treated with CDK4/6i + ET as first
or switching to another, after progression on | line (Population #1) rwPFS for rechallenge in all lines rwPFS for rechallenge in 2nd line rwOS for rechallenge in all lines rwOS for rechallenge in 2nd line
first-line treatment remains unclear. To date, !
Median Follow up
only the MAINTAIN and post-MONARCH study | 2711 women HR+/HER2- who stopped first CDK4/6i for 28.3 months [95%Cl: 23.3; 32.9] Rechallengs in L2 Rechallenge in L2
have shown Progression free survival benefits. progression (Population #2) . . oo
e Our study aimed to assess the real-world I Median PES [95%Cl] | Median PFS [95%Cl] | |
: : 3 6.2 months [4.6; 7.1 e 6.9 months [4.5; 10.6
efficacy of  CDKA4/6i rechallenge  after | 177 patients rechallenged with CDK4/6i + ET in their g 075 months [4.6: 7.1 S ors months | | _oms, _oms
progression on first-line therapy , using data | eatment course (Population #3) E s s e
from the ESME cohort, a large real-world Pati ’s Ch — £ 0501 & 050 2 050 2 050
database. atient's . rCtrIStIS tion 13 1 f 8 Median OS [95%Cl] 5 Median OS [95%Cl]
opulation opulation g 0257 g 0.25 0259 32.1 months [95%Cl: 27.1; 42.4] 0257 43.7 months [33.7; 54.1]
METHODS : :
Age at MBC 64 (22-95) 61 (27-87)
Dat Menopausal (%) 4126 (74.3) 122 (68.9) O.OO_(I) 3 6 9 12 15 18 21 24 27 30 33 36 O-OO_(', 3 6 9 12 15 18 21 24 27 30 33 36 0.00_6 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 0'00'6 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
:Sal\;;“rceMBC tatab NCTO375311) | ERH/PR- (%) 1901 (34.9) 63 (36.6) Months Months Months Months
. atabase ( . > )' BMI median (range) 25.4 (112-642) 25.4 (182-405) Humber atrisk 177 10 72 50 33 27 20 15 M 8 5 2 1 Number atrisk 77 55 39 20 20 19 15 12 9 6 5 2 1 umberatisk 177 151 138 119 104 88 74 62 51 42 32 28 19 14 13 8 5 umberatisk 77 73 70 65 58 49 46 39 33 27 22 20 14 1 11 6 4
a multlcepter real-world cohort coIIec-tmg data Metastatic de novo (%) 2023 (36.6) 63 (36.6)
from p(al\t/:ggs treateldS ltor n;]e;c:astatlc hbref:\st Metastatic bone only (%) 2194 (39.5) 62 (35.0)
cancer across rench LOmMPprenensive |yjisceral metastasis (%) 2101 (37.8) 61 (34.5)
Clincer Centers fro(?’\ 2(;08 Onwalr(jjs. I f Metastatic sites < 3 (%) 4384 (789) 138 (780) PrOflle Of CDK4/6I SWItCh MUItlva rlable analySIS Of PFS CONCLUSION
* The ESME MBC database includes a total o Univariate HR Multivariate HR
. . reatment Characteristics
38,285 patients diagnosed for MBC between | Pooulation#l | Pooulation#3 COKA/6i use in first I d rechal Variable [1C95%] p-value [1C95%] p-value
2008 and 2023 with data updated early 2025. - - - opu.atlon - opulation 1 US€ I HIStTINE and rechafienge Diagnosis metastatic De Novo (<6 mois) . . .
| Median duration of first CDK4/6i (months, 95%Cl) 90.00 No 1.00 1.00  This large multicenter retrospective study
Patient selection 16.5(15.9; 17.4 16.6 (0.6-72.2 _ _ ) . . )
. . . __|_165(1 - ) ( ) 5000 Yes 0.93[0.65-131]  0.670 0.96[0.67-1.37]  0.824 provides real-world evidence that switching
* For this study, we included all patients aged 18 |Reason of CDK4/6i discontinuation (%) 70.00 Type of Metastases at Rechallenge . o
years or older with HR+/HER2- MBC treated with 1st CDK4/6i 2nd CDK4/6i £0.00 Non-visceral 1.00 1.00 with a second CDK4/6 inhibitor after
1L CDK4/6i in combination with endocrine Prog;es§i9n 2675161((1666-28;) 11020((180266)) .00 Visce;al f 1.52 [1.07-2.16] - II0-020 1.18 [0.75-1.86] 0.472 progression is feasible.
therapy (ET) between January 2008 and oxicity : : Number of metastatic sites at Rechallenge _
December 2023 and rechallenged with CDK4/6i Other 691 (17.0) 9(7.4) 40.00 <3 sites 1.00 1.00 * These results support the rechallenge with
+ET durlng their treatment course. Line of rechallenge (%) 30.00 >3 sites 1.63[1.16-2.30] 0.005 1.31[0.86-2.00] 0.214 CDK4/6| in Se'ected patlents_ The rWPFS was
Second line - 77 (43.5) 20.00 Line of rechallenge bl t that ted i t
Enpoints Third line & beyond - 100 (56.5) 000 L2 1.00 1.00 comparable 1o at reported In  post-
 Real world Progression-free survival (rwPFS) |CDK4/6i at rechallenge (%) - L3 ormore  1.69 [1.19-2.40] 0.003 1.39[0.94-2.07] 0.101 MONARCH and MAINTAIN studies.
and real world Overall survival (rwOS) Same CDK4/6i - 35 (19.8) ' Palbociclib Ribociclib Abemaciclib Duration of First CDK4/6
following the second CDK4/6i exposure. Groups of ET type concomitant to CDK4/6i W First CDK4/6i (%) 76.84 16.95 6.21 <24 months  1.00 1.00
« Multivariable analysis was performed using 1st CDK4/6i 1st CDK | 2nd CDK m Second CDK4/6i (%) 27.12 18.08 54.80 >24 months  0.64 [0.44-0.93] 0.019 0.77[0.51-1.15] 0.202
2 cox model Anti-aromatase 4436 (79.9) 150 (84.7) | 59 (33.3) Type of Second CDKA4/6i
Fulvestrant 985 (17.7) 23 (13.0) | 104 (58.8) Same 1.00 1.00
Other 132 (2.4) 4 (2.3) 14 (7.9) Different 1.28 [0.85—-1.95] 0.239 1.29[0.82-2.01] 0.267
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