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» Substrate of CYP3A4 (major),P-glucoprotein/ABCB1 (minor); Note:
Assignment of Major/Minor substrate status based on clinically relevant
drug interaction potential; Inhibits OCT2.
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Table 1

Key phase [T trials of CDK4/6 inhibitors for HR+, HER2— ABC

CDK4/6 # line of  Trial name Phase Arms mPFS (hazard ratio, 95% ORR* mOS (hazard ratio, 95% CL.

inhibilor (reatment CL, p value) p value)

Palbociclib  1st Line PALOMA-L/TRIO-18 i Palbo + letrozole vs. letrozole 20.2 vs, 10.2 months (0.49, 55.0% vs. 39.0% (p=0.047)  37.5 vs. 33.3 months (0.897,
[5. 24%] 0.32-0.75, p =0.0004) 0.49-1.35, p=0.42)

PALOMA-2 [Be, 11¢] 1 Palbo + letrozole vs. placcho + 27.6 vs. 14.5 months (0.56, 55.3% vs. 44.4% (p=0.03) Pending
letrozole 0.46-0.69. p<0.001) [114] [8+]

Later line  PALOMA-3 [13, 16=, 25+] i Palbo + fulvestrant vs. placebo + 9.5 vs. 4.6 months (0.46, 25% vs. 1% (p value N/A) 34.9 vs. 28.0 months (0.81,
fulvestrant 0.36-0.59, p <0.0001) 0.64-1.03, p=0.09)
Ribociclib 1t line MONALEESA-2 [6=, 7*] 1 Ribo + letrozole vs. placebo + 25.3 vs, 16.0 months (0,57, 42.5% vs. 28 7% (p<0.0001) Pending
letrozole 0.46-0.70, p <0.0001)

MONALEESA-7 [12¢, 21]* 11 Ribo + goserelin + Al*** or 238 vs. 13.0 months (0.55, 51% vs. 36% (p =0.00032) 70.2% vs. 46.0% at 42 months
tamoxifen vs. placcho + 0.44-0.69, p<0.0001) (0.71, 0.54-0.95, p<0.01)
goserelin + Al or tamoxifen

2nd line  MONALELSA-3 [134, 224] i Ribo + fulvestrant vs. placebo +  20.5 vs. 12.8 months (0.59, 40.9% vs. 28.7% (p=0.003)  NR vs 40.0 months (0.724,
fulvestrant 0,48 0.73, p<0.0001) 0.568 0.924, p=0.00455)
Abemaciclib  1st Line MONARCH-3 [9-, 10-] i Abema + Al vs. placebo + Al 28.2 vs. 14.8 months (0.54, 61.0% vs. 45.5% (p=0.003)  Pending
0.42-0.70, p=0.000002)
2nd line  MONARCH-2 [14+, 23¢] 11 Abema + fulveswrant vs. placebo  16.4 vs. 9.3 months (0.55, 48.1% vs. 21.3% (p<0.001) 46,7 vs 37.3 months (0.757,
+ fulvestrant 0.45-0.68, p<0.001) 0.606-0945, p=0.01)
Later line  MONARCTI-1 [17+] 1 Abema 6 months 19.7% 17.7 months

A, aromatase inhibitor, CDK4/6, cyclin-dependent kinase 4 and 6: HER2, human epidermal growth [actor 2; R, hormone receplor; ORR, objective response rate; mOS, median overall survival: mPFS,
median progression-free survival; Palbo, palbociclib; Ribo, ribociclib; Abema, abemaciclib

*#0QRR: in patients with measurable discase at baseline

FNMONALEESA-7 was the only trial enrolled only premenopausal women with HR+, HER2— ABC

=2 AT: all AT in this table indicates non-steroidal Al (i.e., letrozole or anastrozole)
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