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Post-CDK 4/6 Inhibitor Therapy for HR+ HER2-Negative 
Metastatic Breast Cancer 

•CDK4/6 inhibitors (CDK4/6i) with endocrine therapy are the established first-line

treatment for hormone receptor-positive HER2-negative metastatic breast cancer. Recently, 

there has been an expansion in available next lines of therapy.

•When considering second-line therapy, patients’ overall health and tumor biology should be 
considered.

•Second-line therapy (and beyond) options for patients

•gBRCA: Olaparib or talazoparib (PARP inhibitors); approved first through third-line

•PIK3CA mutation: Alpelisib (PI3 kinase inhibitor) and fulvestrant; PFS 5.6-7.3 months

•Fulvestrant, IM selective estrogen receptor degrader (SERD); limited PFS 1.9 months

•Exemestane and everolimus (mTOR inhibitor)

•ESR1 mutation: Elacestrant (oral SERD)

•Trastuzumab deruxtecan (antibody drug conjugate) requires progression on endocrine 
therapy and one chemotherapy

•Sacituzumab govitecan (antibody drug conjugate) requires progression on endocrine 
therapy and two lines of chemotherapy



Suggested Post-First-Line CDK4/6i Sequencing of Therapy 

Ashai N and Swain SM. Cancer (Basel). 2023; 15: 1855
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SINGLE-AGENT SERDs IN PHASE I – II 
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EMERALD Phase 3 Study Design

Inclusion Criteria

• Men and postmenopausal women with 
advanced/metastatic breast cancer

• ER-positive,a HER2-negative

• Progressed or relapsed on or after 1 or 2 lines 
of endocrine therapy for advanced disease, one 
of which was given in combination with a 
CDK4/6i

• ≤1 line of chemotherapy for advanced disease

• ECOG PS 0 or 1 

Elacestrant 
400 mg dailyc 

Two Primary 
Endpoints:e  

• PFS in all pts

• PFS in ESR1-mut 

Follow Up

Investigator’s choice (SOC):
Fulvestrant 
Anastrozole
Letrozole
Exemestane

Stratification Factors:
• ESR1-mutation statusf

• Prior treatment with fulvestrant
• Presence of visceral metastases

PD or 
withdrawal 

criteriond

R

1:1b

aDocumentation of ER+ tumor with ≥ 1% staining by immunohistochemistry; bRecruitment from February 2019 to October 2020;  cProtocol-defined dose reductions permitted; dRestaging CT scans every 8 weeks; 
eBlinded Independent Central Review; fESR1-mutation status was determined by ctDNA analysis using the Guardant360 assay (Guardant Health, Redwood City, CA). 

PFS, progression-free survival; Pts, patients; R, randomized; SOC, standard of care.
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Baseline Characteristics

Elacestrant SOC

Parameter
All

(N=239)
ESR1-mut
(N=115)

All
(N=239)

ESR1-mut
(N=113)

Median age, years (range) 63.0 (24-89) 64.0 (28-89) 63.0 (32-83) 63.0 (32-83)

Gender, n (%)
Female

Male

233 (97.5)

6 (2.5)

115 (100)

0

238 (99.6)

1 (0.4)

113 (100)

0

ECOG PS, n (%)
0

1
>1

143 (59.8)

96 (40.2)
0

67 (58.3)

48 (41.7)
0

135 (56.5)

103 (43.1)
1 (0.4)

62 (54.9)

51 (45.1)
0

Visceral metastasis*, n (%) 163 (68.2) 81 (70.4) 170 (71.1) 84 (74.3)

Prior CDK4/6i, n (%) 239 (100) 115 (100) 239 (100) 113 (100)

Number of prior lines of endocrine therapy,** n (%)
1

2

129 (54.0)

110 (46.0)

73 (63.5)

42 (36.5)

142 (59.4)

97 (40.6)

69 (61.1)

44 (38.9)

Type of prior endocrine therapy,** n (%)
Fulvestrant

AI
Tamoxifen

70 (29.3)

193 (80.8)
19 (7.9)

27 (23.5)

101 (87.8)
9 (7.8)

75 (31.4)

194 (81.2)
15 (6.3)

28 (24.8)

96 (85.0)
9 (8.0)

Number of prior lines of chemotherapy,** n (%)
    0

    1

191 (79.9)

48 (20.1)

89 (77.4)

26 (22.6)

180 (75.3)

59 (24.7)

81 (71.7)

32 (28.3)

*Includes lung, liver, brain, pleural, and peritoneal involvement

**In the advanced/metastatic setting
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All Patients: PFS by Duration of CDK4/6i

At Least 6 Months
(87.5%)

At Least 12 Months
(66.7%)

At Least 18 Months
(46.7%)

Elacestrant
(n=202)

SOC 
Hormonal
Therapy
(n=205)

Elacestrant
(n=150)

SOC 
Hormonal 
Therapy
(n=160)

Elacestrant
(n=98)

SOC
Hormonal 
Therapy
(n=119)

Median PFS, months
(95% CI)

2.79
(1.94 - 3.78)

1.91
(1.87 - 2.14)

3.78
(2.33 - 6.51)

1.91
(1.87 - 3.58)

5.45
(2.33 - 8.61)

3.29
(1.87 - 3.71)

PFS rate at 6 months, % 
(95% CI)

34.40 
(26.70 - 42.10)

19.88
(12.99 - 26.76)

41.56
(32.30 - 50.81)

21.72
(13.65 - 29.79)

44.72
(33.24 - 56.20)

25.12
(15.13 - 35.10)

PFS rate at 12 months, % 
(95% CI)

21.00
(13.57 - 28.43)

6.42
(0.75 - 12.09)

25.64
(16.49 - 34.80)

7.38
(0.82 - 13.94)

26.70
(15.61 - 37.80)

8.23
(0.00 - 17.07)

PFS rate at 18 months, % 
(95% CI)

16.24
(8.75 - 23.74)

3.21
(0.00 - 8.48)

19.34
(9.98 - 28.70)

3.69
(0.00 - 9.77)

21.03
(9.82 - 32.23)

4.11
(0.00 - 11.33)

Hazard ratio (95% CI)
0.688 

(0.535 - 0.884)
0.613 

(0.453 - 0.828)
0.703 

(0.482 - 1.019)

Duration on CDK4/6i in the metastatic setting
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At Least 6 Months
(92.3%)

At Least 12 Months
(71.6%)

At Least 18 Months
(50.0%)

Elacestrant
(n=103)

SOC
Hormonal 
Therapy
(n=102)

Elacestrant
(n=78)

SOC
Hormonal 
Therapy
(n=81)

Elacestrant
(n=55)

SOC
Hormonal 
Therapy
(n=56)

Median PFS, months
(95% CI)

4.14
(2.20 - 7.79)

1.87
(1.87 - 3.29)

8.61
(4.14 - 10.84)

1.91
(1.87 - 3.68)

8.61
(5.45 - 16.89)

2.10
(1.87 - 3.75)

PFS rate at 6 months, % 
(95% CI)

42.43
(31.15 - 53.71)

19.15
(9.95 - 28.35)

55.81
(42.69 - 68.94)

22.66
(11.63 - 33.69)

58.57
(43.02 - 74.12)

27.06
(13.05 - 41.07)

PFS rate at 12 months, % 
(95% CI)

26.02
(15.12 - 36.92)

6.45
(0.00 - 13.65)

35.81
(21.84 - 49.78)

8.39
(0.00 - 17.66)

35.79
(19.54 - 52.05)

7.73
(0.00 - 20.20)

PFS rate at 18 months, % 
(95% CI)

20.70
(9.77 - 31.63)

0.00
(   .   - .  )

28.49
(14.08 - 42.89)

0.00
(   .   - .  )

30.68
(13.94 - 47.42)

0.00
(   .   - .  )

Hazard ratio (95% CI)
0.517 

(0.361 - 0.738)
0.410  

(0.262 - 0.634)
0.466 

(0.270 - 0.791)

Duration on CDK4/6i in the metastatic setting

Patients with ESR1-mut Tumors: PFS by Duration of CDK4/6i
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Safety Summary 

• Most adverse events (AEs), including nausea, were grade 1 and 2, and no 

grade 4 treatment-related AEs (TRAEs) were reported. 

• Only 3.4% of patients receiving elacestrant and 0.9% receiving SOC 

discontinued therapy due to any TRAE. 

• No deaths assessed as treatment-related were reported in either arm.

• No hematologic safety signal was observed, and none of the patients in 

either treatment arm had sinus bradycardia.

Updated safety data were consistent with previously reported results:

Nausea Summary
Elacestrant 

(n=237)
SOC 

(n=230)

Grade 3 nausea, n (%) 6  (2.5%) 2  (0.9%)

Dose-reduction rate due to 
nausea, n (%)

3 (1.3%) Not applicable

Discontinuation rate due to 
nausea, n (%)

3 (1.3%) 0 (0%)

Antiemetic use 8%
10.3% (AI)

1.3% (Ful)



Elacestrant for ER-Positive, HER2-Negative, ESR-1 

Mutated Advanced or Metastatic Breast Cancer
• On January 27, 2023, the FDA approved elacestrant (Orserdu, Stemline Therapeutics, Inc.) for 
postmenopausal women or adult men with ER-positive, HER2-negative, ESR1-mutated advanced or 
metastatic breast cancer with disease progression following at least one line of endocrine therapy.

• FDA also approved the Guardant360 CDx assay as a companion diagnostic device to identify patients 
with breast cancer for treatment with elacestrant.

• The recommended elacestrant dose is 345 mg taken orally with food once daily until disease 
progression or unacceptable toxicity.

• Longer duration of prior CDK4/6i therapy correlated with longer PFS with subsequent elacestrant vs 
SoC, especially for patients with ESR1 mutation

• mPFS was 8.6 mo vs 2.1 mo with elacestrant vs SoC, respectively, for patients with ESR1 
mutation who had ≥18 mo of prior CDK4/6i 



MONOTHERAPY AFTER CDK4/6i
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IN COMBINATION WITH CDK4/6i
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IN COMBINATION WITH  TARGETED AGENTS 
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CO42867: Phase Ib/II, Open-label, Multicenter, Randomized Umbrella Study 

Evaluating the Efficacy and Safety of Multiple Treatment Combinations In 

Patients with Breast Cancer (MORPHEUS Breast Cancer)

To be added in the

 future

R
PD / 

Biopsy
Entry

Biopsy

Control : Giredestrant  
2L or 3L metastatic 

or inoperable 

locally advanced 

ER+ Breast Cancer

Prior CDK4/6i

Giredestrant + Atezolizumab 

Giredestrant + Atezolizumab +   Abemaciclib

Disease progression during or after 1st or 2nd line hormonal therapy containing a CDK4/6 inhibitor 

for locally advanced or metastatic disease

Note: At least one line of therapy must have contained a CDK4/6i administered for a minimum of 8 

weeks prior to disease progression

Prior fulvestrant therapy is allowed.  For patients who have progressed on prior 

fulvestrant-containing therapy, clinical benefit (i.e., stable disease) for a minimum of six months 

or objective response to fulvestrant is required

Cohort 1

MORPHEUS HR+BC. NCT04802759. Updated June 22, 2023. 

Accessed July 10, 2023.



ADJUVANT TRIALS
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EMERGING ER-TARGETING AGENTS
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Lasofoxifene (LAS) Plus Abemaciclib (Abema) for Treating ESR1-mutated, ER+/HER2- Metastatic Breast Cancer (mBC) after Progression on Prior Therapies: ELAINE 2 Study Update
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PROTAC Protein Degrader



First-in-Human Safety and Activity of ARV-471, a Novel PROTAC 
Estrogen Receptor Degrader, in ER+/HER2-negative Locally Advanced 
or Metastatic Breast Cancer
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OP-1250, CERAN, Mechanism of Action

Activation of AF1 and AF2 domains results in gene 

transcription that induces cancer cell proliferation 
OP-1250 blocks both AF1 and AF2 

blocking transcription of genes 

which induce cancer cell 

proliferation 

AF, activation function; CERAN, complete estrogen receptor antagonist; N-CoR, nuclear receptor corepressor. 

Complete antagonists turn off 

AF2 and recruit N-CoR to 

inactivate AF1 

PI3K

c-SRC

FGFR

mTOR

MAPK

EGFR

IGFR

Signaling 

pathways 

turn on AF1 

Estrogen 

(E2) turns 

on AF2 

Myc, cyclinD1, BCL2, ... 

Proliferation during 

cancer progression 

Both AF1 and AF2 can 

drive transcription 

No cancer cell 

proliferation

CERAN

Myc, cyclinD1, BCL2, ... 

Shang Y, et al. Science. 2002;295:2465–8

Webb P, et al. J Biol Chem. 2003;278:6912–2
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Study Design

• This two-part study is comprised of a dose-escalation phase followed by a dose-expansion phase 

CBR, clinical benefit rate; CR, complete response; MTD, maximum tolerated dose; ORR, overall response rate; PK, pharmacokinetics; PR, partial response; RP2D, recommended phase 2 dose; 

SD, stable disease. 

OP-1250-002 study design 

Part 1: dose escalation

OP-1250 dose
escalation

120 mg (n=3)

90 mg (n=3)

60 mg (n=3)

30 mg (n=3)

Palbociclib
125 mg

Primary objectives: Determine MTD and/or RP2D; safety and 

tolerability; PK of OP-1250 in combination with palbociclib 

Secondary objectives: ORR (CR + PR), CBR (CR + PR + SD ≥24 

weeks) 

Primary objectives: Safety and tolerability and PK of OP-1250 at 

RP2D in combination with palbociclib Secondary objectives: ORR 

(CR + PR), CBR (CR + PR + SD ≥24 weeks) 

RP2D

Part 2: dose expansion

120 mg OP-1250 +
125 mg palbociclib (n=45)



OP-1250-003: A Phase 1b Open-Label Multicenter Study of OP-1250 in 
Combination with the CDK4/6 Inhibitor Ribociclib or with the PI3K Inhibitor 
Alpelisib in Adult Subjects with Advanced and/or Metastatic HR Positive, 
HER2 Negative Breast Cancer

OP-1250-003. NCT05508906. Updated May 25, 2023. 

Accessed July 25, 2023.
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Sacituzumab Govitecan Is a First-in-Class 
Trop-2‒Directed Antibody-Drug Conjugate1-5

• Trop-2 is an epithelial antigen that is highly expressed in ~85-90% of all subtypes 

of breast cancer, including HR+ breast cancer6,7

• SG is approved for patients with mTNBC with ≥2 prior therapies (≥1 

in the metastatic setting)8,9

• In the TROPiCS-02 study, in patients with pretreated, endocrine-resistant 

HR+/HER2– mBC, SG demonstrated:

– Statistically significant improvement in PFS, with a 34% reduction in the risk of 

disease progression or death (HR, 0.66; P=0.0003; median 5.5 vs 4.0 mo)10

– Statistically significant improvement in OS at the second planned interim 

analysis (14.4 vs 11.2 mo; HR, 0.79; P=0.020)11

• SG demonstrated clinical benefit versus TPC in previously treated mTNBC, 

irrespective of level of Trop-2 expression12

HER2–, human epidermal growth factor receptor 2-negative; HR+, hormonal receptor-positive; mBC, metastatic breast cancer; mTNBC, metastatic triple-negative breast cancer; OS, overall survival; PFS, progression-free survival; SG, sacituzumab 
govitecan; TPC, treatment of physician's choice; Trop-2, trophoblast cell surface antigen 2.

1. Goldenberg DM, et al. Expert Opin Biol Ther. 2020;20:871-885. 2. Nagayama A, et al. Ther Adv Med Oncol. 2020;12:1758835920915980. 3. Goldenberg DM, et al. Oncotarget. 2015;6:22496-22512. 4. Cardillo TM, et al. Bioconjugate Chem. 

2015;26:919-931. 5. Govindan SV, et al. Mol Cancer Ther. 2013;12:968-978. 6. Coates JT et al. Cancer Discov. 2021;11:2436-2445. 7. Vidula N et al. Breast Cancer Res and Treat. 2022;194:569-575. 8. TRODELVY (sacituzumab govitecan-hziy) 

[prescribing information]. Foster City, CA: Gilead Sciences, Inc.; 2022. 9. European Medicines Agency: Trodelvy, INN-sacituzumab govitecan. https://www.ema.europa.eu/en/documents/product-information/trodelvy-epar-product-

information_en.pdf. March 2022. Accessed November 23, 2022. 10. Rugo HS, et al. J Clin Oncol. 2022;40:3365-3376. 11. Rugo HS, et al. ESMO 2022. Oral LBA76. 12. Bardia A, et al. Ann Oncol. 2021;32:1148-1156.

Here, we compare clinical outcomes for SG versus TPC 

by Trop-2 expression in TROPiCS-02

mailto:Hope.Rugo@ucsf.edu
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TROPiCS-02: A Phase 3 Study of SG in Patients with 
HR+/HER2– mBC1

Sara M. Tolaney, MD, MPH

ASCO/CAP, American Society of Clinical Oncology/College of American Pathologists; BICR, blinded independent central review; CBR, clinical benefit rate; CDK, cyclin-dependent kinase; DoR, duration of response; HER2–, 

human epidermal growth factor receptor 2-negative; HR+, hormonal receptor-positive; IHC, immunohistochemistry; ISH, in situ hybridization; IV, intravenously; LIR, local investigator review; ORR, objective response rate; 

OS, overall survival; PFS, progression-free survival, PRO, patient-reported outcomes; R, randomized; RECIST, Response Evaluation Criteria in Solid Tumors. 
aClinicalTrials.gov. NCT03901339. bDisease histology based on the ASCO/CAP criteria. cSingle-agent standard-of-care treatment of physician’s choice was specified prior to randomization by the investigator. dHER2-low was 
defined as IHC score of 1+, or score of 2+ with negative ISH result; HER2 IHC0 was defined as IHC score of 0. 

1. Rugo HS, et al. J Clin Oncol. 2022;40:3365-3376.

Sacituzumab govitecan 

10 mg/kg IV

days 1 and 8, every 21 days

n = 272

Treatment of physician’s choicec

(capecitabine, vinorelbine, 

gemcitabine, or eribulin)

n = 271

Stratification: 

• Visceral metastases (yes/no)

• Endocrine therapy in metastatic setting ≥ 6 months (yes/no)

• Prior lines of chemotherapies (2 vs 3/4)

R

1:

1

Treatment was continued until progression 

or unacceptable toxicity
Metastatic or locally recurrent 

inoperable HR+/HER2– (IHC0, 

IHC1+, or IHC2+/ISH–) breast 

cancer that progressed aftera,b:

• At least 1 endocrine therapy, 

taxane, and CDK4/6 inhibitor in any 

setting

• At least 2, but no more than 4, lines 

of chemotherapy for metastatic 

disease

• Measurable disease by 

RECIST 1.1

N = 543

End points

Primary 

• PFS by BICR

Secondary 

• OS

• ORR, DoR, CBR 

by LIR, and BICR

• PRO

• Safety

Exploratory 

• OS by HER2 IHC 

statusd
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Demographics and Baseline Characteristics1
35

Sara M. Tolaney, MD, MPH

CDK, cyclin-dependent kinase; DFI, disease-free interval; ECOG PS, Eastern Cooperative Oncology Group performance status, (neo)adjuvant, neoadjuvant or adjuvant; RECIST, Response Evaluation Criteria In Solid 

Tumors; SG, sacituzumab govitecan; TPC, treatment of physician’s choice.
aIncludes American Indian or Alaska native, native Hawaiian or other Pacific Islander. bNot reported indicates local regulators did not allow collection of race or ethnicity information. cPresence of baseline target/non-target 

liver metastases per RECIST 1.1 by local investigator review. dThe reported number of prior therapies was miscounted at screening for some patients; 9 patients received prior chemotherapy regimens in the metastatic 

setting outside the per-protocol range for inclusion criteria and were included in the intent-to-treat population.
1. Rugo HS, et al. J Clin Oncol. 2022;40:3365-3376. 

SG

(n = 272)

TPC 

(n = 271)

Female, % 99 99

Median age, (range) y 57 (29-86) 55 (27-78)

< 65 y, % 73 75

≥ 65 y, % 27 25

Race or ethnic group, %

White 68 66

Black 3 5

Asian 4 2

Othera/Not reportedb 25 28

Geographic region, %

North America 42 42

Europe 58 58

ECOG PS, %

0 43 46

1 57 54

Visceral metastases at baseline, % 95 95

Liver metastases,c % 84 87

De novo metastatic breast cancer, % 29 22

SG

(n = 272)

TPC 

(n = 271)

Median time from initial metastatic 

diagnosis to randomization, (range) mo 

48.5 

(1.2-243.8)

46.6 

(3.0-248.8)

Prior chemotherapy in (neo)adjuvant 

setting, %
64 68

DFI < 12 mo, % 8 8

Prior endocrine therapy use in the 

metastatic setting ≥ 6 mo, %
86 86

Prior CDK4/6 inhibitor use, %

≤ 12 months 59 61

> 12 months 39 38

Unknown 2 1

Number of prior lines of chemotherapy, %

≤ 2 42 44

≥ 3 58 56

Median prior chemotherapy regimens in 

the metastatic setting, n (range)d 3 (0-8) 3 (1-5)
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Progression-Free Survival

36

Sara M. Tolaney, MD, MPH

BICR, blinded independent central review; CI, confidence interval; HR, hazard ratio; PFS, progression-free survival; SG, sacituzumab govitecan; TPC, treatment of physician’s choice.
aStratified log rank P-value.

SG continued to demonstrate improvement in PFS vs TPC at longer follow-up, with 35% reduction in risk 

of disease progression or death, and a higher proportion of patients remained alive and progression-free at each landmark

BICR analysis SG (n = 272) TPC (n = 271)

Median PFS, (95% CI) mo 5.5 (4.2-6.9) 4.0 (3.0-4.4)

Stratified HR (95% CI) 0.65 (0.53-0.81)

Nominal P-valuea .0001

6-month PFS rate, % (95% CI) 45.6 (38.9-52.0) 29.4 (22.9-36.2)

12-month PFS rate, % (95% CI) 21.7 (15.8-28.3) 8.4 (4.2-14.5)

18-month PFS rate, % (95% CI) 14.4 (9.1-20.8) 4.7 (1.3-11.6)

No. of Patients Still at Risk (Events)

SG 272 (0) 148 (86) 82 (127) 48 (149) 27 (164) 17 (170) 13 (172) 6 (176) 3 (179) 2 (180) 2 (180) 1 (180) 0 (180)

TPC 271 (0) 109 (96) 42 (144) 18 (160) 7 (168) 3 (169) 1 (170) 1 (170) 1 (170) 1 (170) 1 (170) 0 (170)

6 months 12 months 18 months
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Overall Survival
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Sara M. Tolaney, MD, MPH

CI, confidence interval; HR, hazard ratio; OS, overall survival; SG, sacituzumab govitecan; TPC, treatment of physician’s cho ice.
aStratified log rank P-value.

SG continued to demonstrate improvement in OS vs TPC at longer follow-up, with 21% reduction in risk of death and a higher 

proportion of patients remaining alive at each landmark

No. of Patients Still at Risk (Events)

SG 272 (0) 253 (17) 223 (45) 200 (68) 163 (105) 130 (138) 105 (163) 71 (184) 52 (196) 33 (204) 19 (209) 13 (211) 1 (213) 0 (214)

TPC 271 (0) 251 (16) 199 (66) 167 (97) 124 (140) 96 (166) 82 (180) 66 (193) 46 (206) 27 (214) 15 (220) 7 (224) 1 (224) 0 (224)

12 months 18 months

O
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SG (n = 272) TPC (n = 271)

Median OS, mo (95% CI) 14.5 (13.0-16.0) 11.2 (10.2-12.6)

Stratified HR (95% CI) 0.79 (0.65-0.95)

Nominal P-valuea 0.0133

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

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

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

SG, sacituzumab govitecan; TEAE, treatment-emergent adverse event; TPC, treatment of physician’s choice.

TEAEs were defined as any AEs that began or worsened on or after the start of study drug through 30 days after the last dose of study drug.
aKey any-grade and grade ≥ 3 TEAEs were defined as those occurring in ≥ 15% or ≥ 10% of patients in 1 arm, respectively. bCombined preferred terms of “neutropenia” and “neutrophil count decreased.” cCombined preferred 

terms of “anemia,” “hemoglobin decreased,” and “red blood cell count decreased.” dCombined preferred terms of “thrombocytopenia” and “platelet count decreased.”

TEAEs,a n (%)

SG 

(n = 268)

TPC 

(n = 249)

Any grade Grade ≥ 3 Any grade Grade ≥ 3

Hematologic

Neutropeniab 189 (71) 140 (52) 136 (55) 97 (39)

Anemiac 98 (37) 20 (7) 69 (28) 8 (3)

Thrombocytopeniad 17 (6) 1 (<1) 41 (16) 9 (4)

Gastrointestinal

Diarrhea 166 (62) 27 (10) 57 (23) 3 (1)

Nausea 157 (59) 3 (1) 87 (35) 7 (3)

Constipation 93 (35) 1 (<1) 61 (24) 0

Vomiting 64 (24) 3 (1) 39 (16) 4 (2)

Abdominal pain 53 (20) 10 (4) 34 (14) 2 (1)

Other

Alopecia 128 (48) 0 46 (18) 0

Fatigue 105 (39) 16 (6) 82 (33) 9 (4)

Asthenia 62 (23) 6 (2) 50 (20) 5 (2)

Decreased appetite 57 (21) 4 (1) 52 (21) 2 (1)

Dyspnea 49 (18) 5 (2) 39 (16) 11 (4)

Headache 44 (16) 1 (<1) 36 (14) 2 (1)

Pyrexia 39 (15) 2 (1) 45 (18) 0

AST increased 33 (12) 4 (1) 44 (18) 8 (3)

The most common grade ≥ 3 TEAEs were neutropenia (52%), diarrhea (10%), and anemia (7%) in the SG group, 

and neutropenia (39%), thrombocytopenia (4%), fatigue (4%), and dyspnea (4%) in the TPC group



Sacituzumab Govitecan-hziy for HR+ HER2-Negative 
Metastatic Breast Cancer

•On February 3, 2023, the FDA approved sacituzumab govitecan-hziy (Trodelvy) for patients 
with unresectable locally advanced or metastatic HR-positive, HER2-negative (IHC 0, IHC 
1+ or IHC 2+/ISH-) breast cancer who have received endocrine-based therapy and at least 
two additional systemic therapies in the metastatic setting.

•Recommended dose modifications: 

•First occurrence: 25% dose reduction and administer granulocyte colony-stimulating 
factor (G-CSF)

•Second occurrence: 50% dose reduction and administer G-CSF

•Third occurrence: Discontinue treatment and administer G-CSF

•The first infusion of sacituzumab govitecan must be administered over 180 minutes. If this 
is well tolerated administer subsequent infusions over 60 to 120 minutes. Patients should 
be observed for 30 minutes after infusion.



Phase III Capltello-291 Trial: Capivasertib and Fulvestrant for Patients with 
Aromatase-Inhibitor Resistant Hormone Receptor-Positive/Human Epidermal 
Growth Factor Receptor 2-Negative Advanced Breast Cancer

Turner NC, et al: Presented at SABCS 2022; abstract GS3-04 



Conclusions

• The first-line treatment for HR+ HER2-negative metastatic breast cancer is the 

combination of a CDK4/6 inhibitor with endocrine therapy.

• Optimal sequencing post-CDK4/6 inhibitor therapy should be tailored to the 

patient’s functional status and tumor biology. 

• Targeted or additional endocrine therapy should be considered prior to the use of 

chemotherapy. 

• The oral SERD elacestrant was FDA-approved in patients with ESR1 mutations 

that have progressed on a prior line of endocrine therapy. Increasing PFS benefit 

was seen to correlate to the degree of overall endocrine sensitivity. 



Conclusions

• Trastuzumab deruxtecan and sacituzumab govitecan have shown impressive OS 

benefits of 6.4 months and 3.2 months, respectively, over physicians’ choice of 

therapy. In prospective trials showing this benefit, patients had to have prior 

chemotherapy exposure. 

• Earlier use of trastuzumab deruxtecan in patients with HER2 low disease could be 

considered prior to chemotherapy in patients with a high burden of disease, as it has 

been associated with an impressive response rate and OS benefit. 

• Additional oral SERDs are under investigation as a monotherapy and in conjunction 

with other agents, such as CDK4/6 inhibitors, alpelisib, or everolimus. 

• Other targeted therapies that overcome endocrine resistance or directly target the 

estrogen receptor have promising efficacy and should be considered for patients 

through clinical trials.
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