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NATALEE: Study design

Slamon D, et al. J Clin Oncol 2023;41(suppl 16):Abstract LBA500.



NATALEE: Eligible patients

Slamon D, et al. J Clin Oncol 2023;41(suppl 16):Abstract LBA500.



Baseline characteristics

Baseline characteristics

Slamon D, et al. J Clin Oncol 2023;41(suppl 16):Abstract LBA500.



Patient disposition

Patient disposition <br />Median follow-upof 34.0 months (minimum, 21 months)a

Slamon D, et al. J Clin Oncol 2023;41(suppl 16):Abstract LBA500.



Primary endpoint: IDFS

Median follow-up 27.7 months
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No. at risk

RIB + NSAI 2549 2350 2274 2193 1718 1111 311 12 0

NSAI alone 2552 2240 2166 2071 1631 1067 286 13 0

3-year absolute IDFS benefit: 3.3%

Reduction in risk of invasive disease: 25.2%

RIB + NSAI 

(n=2549)

NSAI alone 

(n=2552)

Events, n (%) 189 (7.4) 237 (9.3)

3-yr IDFS rate, % 90.4 87.1

HR (95%CI); p-value 0.748 (0.618, 0.906); 0.0014

RIB + NSAI  NSAI alone

Subgroup (n=2549) (n=2552) HR (95% CI)

Menopausal status

Men and premenopausal women 71/1126 93/1132 0.772 (0.530, 0.983)

Postmenopausal women 118/1423 144/1420 0.781 (0.613, 0.997)

AJCC stage

Stage II 49/1011 65/1034 0.761 (0.525, 1.103)
Stage III 140/1528 172/1512 0.740 (0.592, 0.925)

Prior CT cv
Neoadjuvant 111/1085 132/1095 0.785 (0.610, 1.011)

Adjuvant 63/1223 89/1220 0.671 (0.486, 0.927)

Prior ET

Yes 127/1824 157/1801 0.756 (0.598, 0.955)

No 62/725 80/751 0.774 (0.556, 1.079)

Region

N. America/Western Europe/Oceania 111/1563 139/1565 0.759 (0.591, 0.974)

Rest of world 78/986 98/987 0.757 (0.562, 1.019)

Histological grade at time of surgery

Grade 1 9/213 12/217 0.778 (0.328, 1.846)

Grade 2 102/1460 125/1432 0.749 (0.577, 0.973)

Grade 3 61/684 78/702 0.776 (0.555, 1.085)

Ki-67 status

Ki-67 ≤20% 76/1199 95/1236 0.801 (0.593, 1.083)

Ki-67 >20% 82/920 105/938 0.746 (0.559, 0.996)
Nodal status

N0 16/285 28c/3v28c 0.630 (0.341, 1.165)

N1–3 173/2261 208/2219 0.771 (0.630, 0.944)

0 0.5 1.0 1.5 2.0 2.5 3.0

HR
Favors RIB+NSAI Favors NSAI alone

Slamon D, et al. J Clin Oncol 2023;41(suppl 16):Abstract LBA500.



Secondary endpoints

DDFS OS

3-year absolute DDFS benefit: 2.2% 

Reduction in risk of distant disease: 26.1%

Slamon D, et al. J Clin Oncol 2023;41(suppl 16):Abstract LBA500.



monarchE: Efficacy of adjuvant abemaciclib + 
ET according to age

• IDFS • DRFS, OS, safety

*Patients ≥75 years accounted for 3% of the study population, precluding detailed outcome analysis in this subgroup; †AI or tamoxifen.

Abemaciclib 150 mg BID +

SoC ET†

(n=2808; <65 yrs n=2371, ≥65 yrs n=437)

Key inclusion criteria

• HR+, HER2-, node-positive, high-risk EBC

• Pre-/postmenopausal women or men

• With or without prior (neo)adjuvant 
chemotherapy

• No metastatic disease

• Maximum of 16 mo from surgery to  
randomization and 3 mo of ET following the last  
non-ET

(n=5637; <65 yrs n=4787, ≥65 yrs n=850 )

SoC ET†

(n=2829; <65 yrs n=2416, ≥65 yrs n=413)

Primary endpoint Secondary endpoints

R 

1:1
Follow-up period

ET 3–8 years as clinically indicated

On-study treatment period
2 years

Stratification
• Prior chemotherapy
• Menopausal status
• Region

Hamilton EP, et al. J Clin Oncol 2023;41(suppl 16):Abstract 501.



Safety results

• Comparable AE rates across all age subgroups. Older patients tended to have higher rates of dose reductions and
discontinuations, but this did not impact IDFS outcomes

Abemaciclib dose adjustments due to 
AEs, %

Abemaciclib + ET

<65 year  
(n=2361)

>65 years  
(n=430)

Interruptions 60 68

Reductions 41 55

Discontinuations
Without prior dose reductions

15
8

38
19

AEs, %

Abemaciclib + ET

<65 years
(n=2361)

≥65 years
(n=430)

Any
Any grade
Grade ≥3

98
49

99
54

Clinically relevant

Diarrhea

Grade 1
Grade 2
Grade 3

46
31
7

37
30
12

Fatigue

Grade 1
Grade 2
Grade 3

23
14
2

21
20
6

Neutropenia
Grade 1/2
Grade ≥3

27
20

22
19

ALT increased
Grade 1/2
Grade ≥3

10
3

7
3

VTE
Any grade
Grade ≥3

2
1

3
1

ILD
Any grade
Grade ≥3

3
<1

3
<1

Relative dose intensity, %

0–66 
(n=928)

66–93 
(n=928)

≥93%
(n=927)

4-year IDFS rate, % 87.1 86.4 83.7

Hamilton EP, et al. J Clin Oncol 2023;41(suppl 16):Abstract 501.



Hamilton EP, et al. J Clin Oncol 2023;41(suppl 16):Abstract 501.

Efficacy results

• 4-year IDFS and DRFS benefits from abemaciclib were similar in older patients vs the ITT population

IDFS DRFS

ITT <65 years ≥65 years ITT <65 years ≥65 years

Events/N

Abemaciclib + ET 336/2808 270/2371 66/437 281/2808 230/2371 51/437

ET alone 499/2829 414/2416 85/413 421/2829 353/2416 68/413

HR 

(95% CI)
0.664

(0.578, 0.762)

0.646

(0.554, 0.753)

0.767

(0.556, 1.059)

0.659

(0.567, 0.767)

0.647

(0.584, 0.764)

0.748

(0.520, 1.077)

Interaction p-value NA 0.35 NA 0.49

4-year rate, %

Abemaciclib + ET 85.8 86.5 82.0 88.4 88.8 86.1

ET alone 79.4 79.8 76.8 82.5 82.6 81.5

Absolute benefit 6.4 6.7 5.2 5.9 6.2 4.6
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Reducing Trastuzumab Duration

Short-HER trial

36% premenopausal - Node positive 46% - HR-negative 32%

Conte PF et al, ASCO 2023



Reducing Trastuzumab Duration

Conte PF et al, Ann Oncol 2018;29(18):2328-33

Short-HER trial



Reducing Trastuzumab Duration

Slide 5

Median follow-up: 9 years

Conte PF et al, ASCO 2023



Reducing Trastuzumab Duration
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Conte PF et al, ASCO 2023
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Trastuzumab Deruxtecan in HER2+ MBC

Study Design1-3
Baseli

Krop I et al, ASCO 2023



Trastuzumab Deruxtecan in HER2+ MBC

Medical History and Comorbiditiesa

Krop I et al, ASCO 2023



Trastuzumab Deruxtecan in HER2+ MBC

Slide 8

Krop I et al, ASCO 2023



Trastuzumab Deruxtecan in HER2+ MBC

Confirmed ORR by BICRa with T-DXd

Krop I et al, ASCO 2023



Trastuzumab Deruxtecan in HER2+ MBC

Most Common Drug-relate d

Most common drug-related TEAEs 
in ≥20% of patients

Most Common Grade ≥3 Drug-r

Most common grade ≥3 drug-related TEAEs 
in ≥5% of patients

Krop I et al, ASCO 2023



Trastuzumab Deruxtecan in HER2+ MBC

Adjudicated Drug-related ILD/Pneumonitisa

Krop I et al, ASCO 2023



TROPiCS-02: Final OS for sacituzumab govitecan in HR+
HER2- MBC

Primary endpoint

• PFS (BICR)

Secondary endpoints

• OS, ORR, DoR, CBR, PRO, safety

Sacituzumab govitecan (SG) 
10 mg/kg IV D1, D8 q3w 

(n=272)

Key inclusion criteria

• Metastatic or locally advanced HR+/HER2-

BC that progressed after:

• ≥1 ET, taxane and CDK4/6i

• 2–4 lines of chemotherapy for  

metastatic disease

• Measurable disease (RECIST v1.1)  

(n=543)

Treatment of physician choice (TPC)  
(capecitabine, vinorelbine, gemcitabine, eribulin) 

(n=271)

R 

1:1

Stratification

Tolaney SM, et al. J Clin Oncol 2023;41(suppl 16):Abstract 1003.

• Visceral metastases (yes vs no)
• ET in metastatic setting≥6 mo (yes vs no)
• Prior lines of chemotherapy (2 vs 3/4)



SG continued to demonstrate survival improvements compared

to TPC

PFS OS
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Time, months

SG 272 148 82 48 27 17 13 6 3 2 2 1 0 272 253 223 200 163 130 105 71 52 33 19 13 1 0

(0) (86) (127) (149) (164) (170) (172) (176) (179) (180) (180) (180) (180) (0) (17) (45) (68) (105) (138) (163) (184) (196) (204) (209) (211) (213) (214)

TPC 271 109 42 18 7 3 1 1 1 1 1 1 271 251 199 167 124 96 82 66 46 27 15 7 1 0

(0) (96) (144) (160) (168) (169) (170) (170) (170) (170) (170) (170) (0) (16) (66) (97) (140) (166) (180) (193) (206) (214) (220) (224) (224) (224)

9630

SG 

(n=272)

TPC 

(n=271)

mPFS, mo (95%CI) 5.5 (4.2, 6.9) 4.0 (3.0, 4.4)

HR (95% CI); p-value* 0.65 (0.53, 0.81); 0.0001

SG 

(n=272)

TPC 

(n=271)

mOS, mo (95%CI) 14.5 (13.0, 16.0) 11.2 (10.2, 12.6)

HR (95% CI); p-value* 0.79 (0.65, 0.95); 0.0133

12-mo OS rate, % (95%CI) 60.9 (54.8, 66.4) 47.1 (41.0, 53.0)

18-mo OS rate, % (95%CI) 39.2 (33.4, 45.0) 31.7 (26.2, 37.4)

24-mo OS rate, % (95%CI) 25.7 (20.5, 31.2) 21.1 (16.3, 26.3)

Tolaney SM, et al. J Clin Oncol 2023;41(suppl 16):Abstract 1003.

*Nominal p-value.



ELAINE 2: Lasofoxifene + abemaciclib in ESR1m ER+/HER2- MBC

Damodaran S, et al. J Clin Oncol 2023;41(suppl 16):Abstract 1057.

Objective

• To evaluate the updated safety and efficacy of lasofoxifene + abemaciclib in patients with ESR1m HR+, HER2- MBC 
in the post-CDK4/6i setting

Lasofoxifene 5 mg/day +

abemaciclib 150 mg BID

Key inclusion criteria

• ER+, HER2- MBC

• ESR1m

• Progression on prior ET for MBC 

(≤2 lines)

(n=29)

Primary 

endpoint

Safety

Secondary  

endpoints

PFS, CBR, 

ORR, 

DoR, TTR



ELAINE 2: Lasofoxifene + abemaciclib in 
ESR1m ER+, HER2- MBC

Damodaran S, et al. J Clin Oncol 2023;41(suppl 16):Abstract 1057.

n=29

mPFS, weeks (95%CI) 56.0 (31.9, NE)

PFS rate, % (95%CI)

6-month 76.1 (54.4, 88.5)

12-month 56.1 (34.9, 72.8)

18-month 38.8 (20.0, 57.3)

ORR, % (95%CI) 55.6 (33.7, 75.4)

CBR, % (95%CI) 65.5 (47.3, 80.1)

mTTR, mo 5.7

mDoR, mo 6.4

6/29 patients remain on treatment as of April 2023
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Thank you for your attention


