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mPFS : 16.4 vs 9.3 months

ORR : 48.1% vs 21.3%

mOS : 46.7 vs 37.3 months

ADR (all grade) : Diarrhea (86.4% vs
24.7%), neutropenia (46.0% vs
4.0%), nausea (45.1% vs 22.9%), and
fatigue (39.9% vs 26.9%)

Reference :
J Clin Oncol . 2017 Sep 1;35(25):2875-2884.
JAMA Oncol . 2020 Jan 1;6(1):116-124.
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(HER2)P2tE - &4 5 | ADR (all grade) : Diarrhea(90%), A {bak IR A
SBADWAEKRIRE | fatigue(65.2%), nausea(64.4%), A==

BRESIEERE® X | creatinine increased(98.5%), WBC
BaERE{EZEREL | decreased(90.8%), anemia(68.5%),

ERMIERNMARA | platelet count decreased(41.4%)
Reference : Clin Cancer Res . 2017 Sep
1,23(17):5218-5224.
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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.

> BHAIE ketoconazole z 8% CYP3A HIHIE - FEEAZEREHREIES 200
mg BHMREL 150 mg SHMRAIEA - H VERZENIO B S FEREEZE 100
mg BHMRX - AARKRECSRELTIEE 100 mg SHMRAEA - RiE—
A PE1E VERZENIO FIE£ £ 50 mg 8HMR - £ VERZENIO yfm A& 1FH
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mPFS (hazard ratio, 95%
Cl, p value)

ORR*

mOS (hazard ratio, 95% CL.
p value)

Palbo + letrozole vs. letrozole

Palbo + Ietrozole vs. placebo +
letrozole

Palbo + fulvestrant vs. placebo +
fulvestrant

Ribo + letrozole vs. placebo +
letrozole

Ribo + goserelin + AI*** or
tamoxifen vs. placcbo +
goscrelin + AT or tamoxifen

Ribo + fulvestrant vs. placcbo +
fulvestrant

Abema + Al vs. placebo + Al

Abema + fulvestrant vs, placebo
+ fulvestrant
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Table 1 Kcy phasc 11T trials of CDK4/6 inhibitors for HR+, HER2— ABC
CDK4/6 #lime of  Trial name Phase  Arms
inhibitor (realment
Palbociclib ~ Istline  PALOMA-L/TRIO-18 I
[5, 24+]
PALOMA-2 [8-, 114] m
Later line  PALOMA-3 13, 16=, 25-] m
Ribociclib It line MONALEESA-2 [62. 77| 111
MONALEESA-7 [12¢, 21]#% 111
2nd line MONALELESA-3 [15+, 22+] T
Abemaciclib st line MONARCH-3 [9=, 10¢] il
2nd line  MONARCH-2 [14+, 23¢] il
Later line  MONARCTI-1 [17+] I

Abema

20.2 vs. 10.2 months (0.49,
0.32-0.75, p =0.0004)
27.6 vs. 14.5 months (0.56,
0.46-0.69, p<0.001) [11+]
9.5 vs. 4.6 months (0.46,
0.36-0.59, p<0.0001)
25.3 vs, 16.0 months (0.57,
(:46-0.70, p<0.0001)
23.8 vs. 13.0 months (0.55,
(1.44-0.69, p<0.0001)

20.5 vs. 12.8 months (0.59,
048 0.73, p<0.0001)
28.2 vs. 14.8 months (0.54,

0.42-0.70, p =0.000002)
16.4 vs, 9.3 months (0.55,
(145-0.68, p<0.001)

6 months

55.0% vs. 39.0% (p=0.047)

55.3% vs. 4.4% (p=0.03)

[8<]
25% vs. 11% (p value N/A)
42.5% vs. 28.7% (p < 0.0001)

519 vs. 36% (p=0.00032)

40.9% vs. 28.7% (p=10.003)
61.0% vs. 45.5% (p =0.003)
48.1% vs. 21.3% (p < 0.001)

19.7%

37.5 vs. 33.3 months (0.897,
0.49-135, p=0.42)
Pending

34.9 vs, 28.0 months (0.81,
0.64-1.03, p=0.09)
Pending

70.2% vs. 46.0% at 42 months
(0.71,0.54-0.95, p <0.01)

NR ws 40.0 months (0.724,
0.568 0.924, p=0.00455)

Pending

46.7 vs 37.3 months (0.757,
0.606-0.945, p=0.01)

17.7 months

Al aromalase inhibitor; CDK4/6, cyclin-dependent kinase 4 and 6; HER2, human epidermal growth factor 2; AR, hormone receplor; ORR, objective response rate; m(S, median overall survival; mPES,

median progression-free survival; Pafbo, palbociclib: Ribo, ribociclib; Abemna, abemaciclib
*ORR: in patients with measurable disease at baseline
#FMONALEESA-7 was the only trial enrolled only premenopausal women with HR+, HER2— ABC

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

Ref. : Curr Oncol Rep . 2020 May 16;22(6):57

e

The cell cycle is regulated by cyclins and checkpoints, with different cyclins
(and cyclin—-CDK combinations) and checkpoints acting at phase transition of
the cell cycle. At the G1-S cell-cycle checkpoint, mutiple mitogenic
pathways, including ER and PI3K/AKT/mTOR, promote the synthesis of cyclin
D, which associates with and activates CDK4/6.
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Activated CDK4/6

(O orviates e (e.gA..r\Zrtnrztzaoslz,Ig:iat;ittr%rzsole, — Estradiol  RTK (e.q., IGFR1)
phosphorylates the Rb
) ) ) SR ¥ | PBKinhibitors
protein to disrupt its G Sl
. N o AKT

sequestering interaction e ———

N Jintera PO S U SR
with E2F, releasing its \ / oot

. . p53
~a
transcrlptlon effeCt and o -_/\{ CDK4/6 inhibitors
allowing the expression of pl6 . cbockll pabockif
Cyclin B
genes necessary for cell- [co]
cycle progression, including '
. . . CDKI A ,
cyclin E. Cyclin E associates ‘ EZF i 2B D4
with CDK2, which further Cyc,mE)
. CDKZ Restriction

phosphorylates Rb, resulting point
in progression Of the Ce” e © 2017 American Association 'orCancer/i(;iog:

cycle past the restriction
point and irreversible S-phase entry.

Additional cyclin—-CDK complexes act at further cell-cycle checkpoints; cyclin
A-CDK2 enables the S-G2 transition, and cyclin A-CDK1 and cyclin B-CDK1
facilitate the onset and progression of mitosis, respectively.

Selective inhibitors of CDK4/6 act directly on the cyclin D-CDK4/6—p16-Rb
pathway to block cell-cycle progression. The pathway may also be impacted
by inhibitors of other pathways acting upstream of CDK4/6, providing a
rationale for dual inhibition.
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Comparison of Clinical Grade CDK4/6 Inhibitors

!
_'CDK4<V \‘

G1 Cell cycle G2

o

Abemaciclib

S

o A
Palbociclib 1
Partial growth
CDK2 CD ) Inhibition
To
CDKA1 s ~ Cytostatic
o
CDK6 Cell Death
CDK9 CDK7

Drug concentration
The CDK4/6 inhibitors, palbociclib, ribociclib, and abemaciclib are
breakthrough breast cancer therapies. Three approved CDK4/6 inhibitors have
significantly different target spectra.Using in vitro multiomics profiling,
abemaciclib alone targets additional CDKs at clinically relevant concentrations.

Secondary targets of abemaciclib include CDK1-cyclin B and CDK2-cyclin A/E
complexes. Only abemaciclib induces G2 cell-cycle arrest and a pan-CDK
transcriptional signature. Cell line, xenograft, and preliminary clinical data
suggest that abemaciclib’s polypharmacology may be therapeutically
advantageous. Palbociclib-resistant and -adapted cells respond to abemaciclib
but not ribociclib.

Abemaciclib has a substantially wider range of inhibitory activities than other
CDK4/6 inhibitors, providing a rationale for treating patients with abemaciclib
following disease progression on palbociclib or ribociclib.

Ref.
Clin Cancer Res . 2017 Jul 1;23(13):3251-3262.
Cell Chem Biol . 2019 Aug 15;26(8):1067-1080.e8.
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