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AstraZeneca X X X - - - - - 

GSK/Tesaro X X X - - - - - 

Clovis X X X - - - - - 

MSD X X X - - - - - 

Novartis X X X - - - - - 

Pfizer X X X - - - - - 

Lilly X X - - - - - - 

Roche X X X - - - - - 

Gilead / Immunomedics X X X - - - - - 

AMGEN - X - - - - - - 

EISAI X X - - - - - - 

Celgene X X - - - - - - 

PharmaMar - X X - - - - - 

Janssen-Cilag - X - - - - - - 

GenomicHealth X X - - - - - - 

Myriad Genetics X X - - - - - - 

Seagen - X - - - - - - 

GBG - - X - - - - - 

AGO Studiengruppe - - X - - - - - 
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Antibody-Drug Konjugate 
neue therapeutische Ansätze 
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Coats et al., Clin Cancer Res. 2019 Apr 12. pii: 1078-0432.CCR-19-0272. doi: 10.1158/1078-0432.CCR-19-0272 
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Sacituzumab Govitecan - Trodelvy 
Anti-TROP2 ADC 



Name I Folie 6 I Datum 

Sacituzumab Govitecan (IMMU-132) 

Bardia A et al., J Clin Oncol. 2017 Mar 14:JCO2016708297. doi: 10.1200/JCO.2016.70.8297. 

• Antibody-drug conjugate gerichtet gegen 
TROP-2 (Trophoplast antigen-2) 
 exprimiert in vielen soliden Tumoren inkl. MBC 

• toxische „Fracht“:  

   SN38 = aktiver Metabolit von Irinotecan  
 100-1000-fach höhere Potenz > Irinotecan 

 verantwortlich für. NW-Potential von Irinotecan 
 ca. 1/3 Grad 3/4 Diarrhoe & Neutropenie 

• Hohe „drug-to-antibody“ Ratio: 7.5 : 1 

• Hydrolysierbarer Linker: „Bystander“ Effekt 
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Sacituzumab Govitecan  
bei stark vorbehandeltem mTNBC 

Bardia A et al., SABCS 2017 
Bardia A et al., N Engl J Med. 2019 Feb 21;380(8):741-751. 

n= 110 
median 3 Vortherapien (2-10) 
keine Präselektion nach TROP2  

• 88% moderate bis starke Expression  
      (IHC 2/3+) 

 
ORR (confirmed):  34% 
CBR (≥6 Monate):  45% 
med. onset of response: 2.0 Monate 
mDOR:   7.6 Monate 
med. PFS:  5.5 Monate 
med. OS:   12.7 Monate 

ORR: 34% 
CBR: 45% 

   3rd Line:  41 % 
≥ 4th Line: 59 % 
Prior ICI:  17 % 
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*TPC: eribulin, vinorelbine, gemcitabine, or capecitabine. †PFS measured by an independent, centralized, and blinded group of radiology experts who assessed tumor response using 
RECIST 1.1 criteria in patients without brain metastasis. ‡The full population includes all randomized patients (with and without brain metastases). Baseline brain MRI only required for 
patients with known brain metastasis. 

ASCO/CAP, American Society of Clinical Oncology/College of American Pathologists; DOR, duration of response; DSMC, Data Safety Monitoring Committee; IV, intravenous; 

mTNBC, metastatic triple-negative breast cancer; ORR, objective response rate; OS, overall survival; PFS, progression-free survival; R, randomization; RECIST, Response 

Evaluation Criteria in Solid Tumors; TTR, time to response. 

National Institutes of Health. https://clinicaltrials.gov/ct2/show/NCT02574455. 

Metastatic TNBC 

(per ASCO/CAP) 

≥2 chemotherapies for 
advanced disease  

[no upper limit; 1 of the required 
prior regimens could be from 

progression that occurred within 
a 12-month period after 

completion of (neo)adjuvant 
therapy)] 

N=529 

Sacituzumab Govitecan (SG)  

10 mg/kg IV                                  

days 1 & 8, every 21-day cycle 
(n=267) 

Treatment of Physician’s 
Choice (TPC)*  

(n=262)  

Endpoints 
 

Primary  

• PFS† 

Secondary  

• PFS for the full 

population‡ 

• OS, ORR, 

DOR, TTR, 

safety 

 

R 

1:1 

NCT02574455 

Stratification factors 
• Number of prior chemotherapies (2-3 vs >3) 

• Geographic region (North America vs Europe) 

• Presence/absence of known brain metastases (yes/no) 

ASCENT was halted early due to compelling evidence of efficacy per unanimous DSMC recommendation. 

Here, we report the primary results from ASCENT, including PFS and OS.  

Data cutoff: March 11, 2020 

Continue 

treatment until 

progression 

or 

unacceptable 

toxicity 

ASCENT: A Phase 3 Confirmatory Study of  
Sacituzumab Govitecan in Refractory/Relapsed mTNBC 

https://clinicaltrials.gov/ct2/show/NCT02574455


*Patients in the TPC arm were randomized to: eribulin (n=139); vinorelbine (n=52); gemcitabine (n=38); capecitabine (n=33). 
 

†All patients who received ≥1 dose of study treatment. ‡Seven pts in the SG arm and 32 pts in the TPC arm were randomized but not treated in the brain metastases-negative population. 
§This was considered unlikely to be related to SG treatment.  

BMNeg, brain metastases-negative; SG, sacituzumab govitecan; TPC, treatment of physician’s choice. 
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Disposition 

Patients Randomized  

N=529 

All SG 
(n=267) 

All TPC* (eribulin, capecitabine, 

gemcitabine, or vinorelbine) 

(n=262) 

Safety 

population† 
(n=258) 

Safety 

population† 

(n=224) 

Discontinuations (n=213) 

• n=199 Progressive disease 

• n=6 Adverse events 

• n=4 Consent withdrawal  

• n=3 Physician decision 

• n=1 Death§ 

 

Discontinuations (n=201) 

• n=166 Progressive disease 

• n=17 Consent withdrawal 

• n=7 Adverse events 

• n=4 Physician decision 

• n=4 Death 

• n=2 Treatment delay >3 wk 

• n=1 Unacceptable toxicity 

 

BMNeg population‡ 

(Primary analysis) 
(n=235) 

BMNeg population‡ 

(Primary analysis) 
(n=233) 

Remain on treatment 
(n=15) 

Remain on treatment 
(n=0) 

Patients Screened  

N=730 



SG (n=235) TPC (n=233) 

Female—no. (%) 233 (99) 233 (100) 

Median age—yr (range) 54 (29-82) 53 (27-81) 

Race or ethnic group—no. (%) 

White 188 (80) 181 (78) 

Black 28 (12) 28 (12) 

Asian 9 (4) 9 (4) 

Other or not specified 10 (4) 15 (6) 

ECOG PS—no. (%) 

0 108 (46) 98 (42) 

1 127 (54) 135 (58) 

BRCA 1/2 mutational status—no. (%) 

Positive 16 (7) 18 (8) 

Negative 133 (57) 125 (54) 

Unknown 86 (37) 90 (39) 

TNBC at initial diagnosis* 

Yes 165 (70) 157 (67) 

No 70 (30) 76 (33) 

SG (n=235) TPC (n=233) 

Previous anticancer regimens†  

—median no. (range) 
4 (2-17) 4 (2-14) 

Most common previous chemotherapy—no. (%) 

Taxane‡ 235 (100) 233 (100) 

Anthracycline§ 191 (81) 193 (83) 

Cyclophosphamide 192 (82) 192 (82) 

Carboplatin 147 (63) 160 (69) 

Capecitabine 147 (63) 159 (68) 

Previous PARP inhibitor—no. (%) 17 (7) 18 (8) 

Previous use of checkpoint inhibitors—no. (%) 67 (29) 60 (26) 

Most common sites of diseaseΙΙ—no. (%) 

Lung only 108 (46) 97 (42) 

Liver 98 (42) 101 (43) 

Bone 48 (20) 55 (24) 
 
Brain metastases-negative population.  
*Patients on study either had TNBC at initial diagnosis or had hormone receptor-positive disease that converted to hormone-negative at time of study entry. †Anticancer regimens refer to any treatment 
regimen that was used to treat breast cancer in any setting ‡Includes: Paclitaxel, paclitaxel albumin, and docetaxel. §Includes: Doxorubicin, daunorubicin, epirubicin, and variations of those treatment 
names. ΙΙBased on independent central review of target and non-target lesions. 
BRCA, breast cancer gene; ECOG PS, Eastern Cooperative Oncology Group performance status; PARP, poly-ADP ribose polymerase; SG, sacituzumab govitecan; TNBC, triple-negative breast cancer; 
TPC, treatment of physician’s choice.  
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Demographics and Patient Characteristics 



Primary endpoint (PFS) assessed by independent central review in the brain metastases-negative population, as pre-defined in the study protocol.                                
Secondary endpoint (PFS) assessed in the full population (brain metastases-positive and -negative) and PFS benefit was consistent (HR=0.43 [0.35-0.54], P<0.0001). 
BICR, blind independent central review; PFS, progression-free survival; SG, sacituzumab govitecan; TPC, treatment of physician’s choice.  
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BICR Analysis SG (n=235) TPC (n=233) 

No. of events 166 150 

Median PFS—mo (95% CI) 5.6 (4.3-6.3) 1.7 (1.5-2.6) 

HR (95% CI), P-value 0.41 (0.32-0.52), P<0.0001 

Progression-Free Survival (BICR Analysis) 

  



12 Assessed by independent central review in brain metastases-negative population.  
HR, hazard ratio; PFS, progression-free survival; SG, sacituzumab govitecan; TPC, treatment of physician’s choice.  

Progression-Free Survival by Subgroup 



Overall Survival 

13 Assessed by independent central review in the brain metastases-negative population.  
OS, overall survival; SG, sacituzumab govitecan; TPC, treatment of physician’s choice.  

SG (n=235) TPC (n=233) 

No. of events 155 185 

Median OS—mo (95% CI) 12.1 (10.7-14.0) 6.7 (5.8-7.7) 

HR (95% CI), P-value 0.48 (0.38-0.59), P<0.0001 



Overall Response and Best Percent Change  
From Baseline in Tumor Size 
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Assessed by independent central review in brain metastases-negative population. 

*Denotes patients who had a 0% change from baseline in tumor size.  

BICR, blind independent central review; CBR, clinical benefit rate (CR + PR + SD ≥6 mo); CR, complete response; DOR, duration of response; ORR, objective response rate; 

PR, partial response; SG, sacituzumab govitecan; TPC, treatment of physician’s choice; TTR, time to response. 

SG 

(n=235) 

TPC  

(n=233) 

ORR—no. (%)  82 (35) 11 (5) 

P-value <0.0001 

CR 10 (4) 2 (1) 

PR 72 (31) 9 (4) 

CBR—no. (%) 105 (45) 20 (9) 

P-value <0.0001 

Median DOR 

—mo (95%CI)  

6.3 

(5.5−9.0) 

3.6 

(2.8−NE) 

P-value 0.057 

**** 

*** 

SG 

TPC 



• Key grade ≥3 TRAEs (SG vs TPC): neutropenia (51% vs 33%), diarrhea (10% vs <1%), leukopenia (10% vs 5%), anemia (8% vs 5%), and 

febrile neutropenia (6% vs 2%) 

– G-CSF usage was 49% in the SG arm vs 23% in the TPC arm 

– Dose reductions due to TRAEs were similar (22% SG vs 26% TPC) 

• No severe cardiovascular toxicity, no grade >2 neuropathy or grade >3 interstitial lung disease with SG 

• No treatment-related deaths with SG; 1 treatment-related death (neutropenic sepsis) with TPC  

• AEs leading to treatment discontinuation were low for SG and TPC: 4.7% and 5.4%  

• Patients received a median of 7 treatment cycles of SG, with a median treatment duration of 4.4 months (range, 0.03-22.9) 

SG (n=258) TPC (n=224) 

TRAE* All grade % Grade 3, % Grade 4, % All grade, % Grade 3, % Grade 4, % 

Hematologic  

Neutropenia† 63 46 17 43 27 13 

Anemia‡ 34 8 0 24 5 0 

Leukopenia§ 16 10 1 11 5 1 

Febrile neutropenia 6 5 1 2 2 <1 

Gastrointestinal 

Diarrhea 59 10 0 12 <1 0 

Nausea 57 2 <1 26 <1 0 

Vomiting 29 1 <1 10 <1 0 

Other 
Fatigue 45 3 0 30 5 0 

Alopecia 46 0 0 16 0 0 

TRAEs (All Grade, >20%; Grade 3/4, >5% of Patients) 
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*Patients may report more than 1 event per preferred term. AEs were classified according to the MedDRA systems of preferred terms and system organ class and according to 

severity by NCI CTCAE v4.03. †Combined preferred terms of ‘neutropenia’ and ‘decreased neutrophil count’. ‡Combined preferred terms of ‘anemia’ and ‘decreased hemoglobin’. 
§Combined preferred terms of ‘leukopenia’ and ‘decreased white blood cell count’.  

G-CSF, granulocyte-colony stimulating factor; SG, sacituzumab govitecan; TPC, treatment of physician’s choice; TRAE, treatment-related AE. 
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Sacituzumab Govitecan bei 
Hirnmetastasen 
Explorative Subgruppenanalyse der ASCENT-Studie 
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Patients were eligible if they had stable CNS disease for 

≥4 weeks by MRI  
defined as ≥2 weeks from discontinuation of antiseizure medication and 

corticosteroid dose [≤20 mg prednisone equivalent] that was stable or 

decreasing for ≥2 weeks before randomization  

Brain MRIs were required throughout the study  
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Sacituzumab Govitecan 
Dosismodulation und Effektivität & 
UGT1A1 Genotyp 
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Sacituzumab Govitecan TROP2 
Expression als prädiktiver 
Biomarker? 
Explorative Subgruppenanalyse der ASCENT-Studie 

20 
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Biomarker Evaluation in the Phase 3 ASCENT Study  

of Sacituzumab Govitecan Versus Chemotherapy in 

Patients With Metastatic Triple-Negative Breast Cancer  

Sara A. Hurvitz,1 Sara M. Tolaney,2 Kevin Punie,3 Delphine Loirat,4 Mafalda Oliveira,5 Kevin Kalinsky,6 Amelia 
Zelnak,7 Philippe Aftimos,8 Florence Dalenc,9 Sagar Sardesai,10 Erika Hamilton,11  Priyanka Sharma,12 Sabela 
Recalde,13 Eva Ciruelos Gil,14 Tiffany Traina,15 Joyce O'Shaughnessy,16 Javier Cortes,17 Michaela Tsai,18 Linda 

Vahdat,19 Véronique Diéras,20 Lisa Carey,21 Hope S. Rugo,22 David M. Goldenberg,23 Quan Hong,23 Martin Olivo,23 
Loretta M. Itri,23 and Aditya Bardia24 

21 

1Medical Oncology, University of California, Los Angeles, Jonsson Comprehensive Cancer Center, Los Angeles, CA, USA; 2Dana-Farber Cancer Institute, Boston, MA, USA; 3Department of 
General Medical Oncology, University Hospitals Leuven, Leuven, Belgium; 4Institut Curie, Paris, France; 5Hospital Universitari Vall d'Hebron, Barcelona, Spain; 6Winship Cancer Institute, Emory 
University, Atlanta, GA, USA; 7Northside Hospital, Atlanta, GA, USA; 8Institut Jules Bordet, Brussels, Belgium; 9Institut Claudius Regaud, Toulouse, France; 10The Ohio State University Wexner 

Medical Center, Columbus, OH, USA; 11Sarah Cannon Research Institute/Tennessee Oncology, Nashville, TN, USA; 12University of Kansas Cancer Center - The Richard and Annette Bloch 
Cancer Care Pavilion, Kansas City, KS, USA; 13Institut Catala d'Oncologia Hospitalet, Barcelona, Spain; 14Hospital Universitario 12 de Octubre, Madrid, Spain; 15Memorial Sloan Kettering Cancer 

Center, New York, NY, USA; 16Texas Oncology - Baylor Charles A. Sammons Cancer Center, Dallas, TX, USA; 17IOB Institute of Oncology, Quiron Group, Madrid & Barcelona, Spain; 18VPCI 
Oncology Research, Minneapolis, MN, USA; 19Memorial Sloan Kettering Cancer Center, New York, NY, USA; 20Centre Eugène-Marquis, Rennes, France; 21University of North Carolina Lineberger 
Comprehensive Cancer Center, Chapel Hill, NC, USA; 22University of California San Francisco Comprehensive Cancer Center, San Francisco, CA, USA; 23Immunomedics, Morris Plains, NJ, USA; 

and 24Massachusetts General Hospital, Harvard Medical School, Boston, MA, USA 

ClinicalTrials.gov Number: NCT02574455 

To obtain presentation, https://bit.ly/2020hurvitzgs3-06 
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Demographics (Brain Mets-Negative) 

22 

  
Assessed in the brain metastases-negative population. *Patients in study either had TNBC at initial diagnosis or had hormone receptor-positive disease that converted to hormone-negative at time of study entry. 
†Anticancer regimens refer to any treatment regimen that was used to treat breast cancer in any setting. ‡Includes paclitaxel, paclitaxel albumin, and docetaxel. § Based on independent central review of target and 
nontarget lesions at baseline. 
BRCA, breast cancer gene; ECOG PS, Eastern Cooperative Oncology Group performance status; H-score, histochemical score; PARP, poly-ADP ribose polymerase;  
SG, sacituzumab govitecan; TNBC, triple-negative breast cancer; TPC, treatment of physician’s choice; Trop-2, trophoblast cell surface antigen 2. 

SG (n=235) TPC (n=233) 

Original diagnosis of TNBC* 

Yes 165 (70) 157 (67) 

No 70 (30) 76 (33) 

Previous anticancer regimens†—median (range) 4 (2-17) 4 (2-14) 

Most common prior chemotherapy—no. (%) 

Taxane‡ 235 (100) 233 (100) 

Cyclophosphamide 192 (82) 192 (82) 

Carboplatin 147 (63) 160 (69) 

Capecitabine 147 (63) 159 (68) 

Previous PARP inhibitor—no. (%) 17 (7) 18 (8) 

Previous use of checkpoint inhibitors—no. (%) 67 (29) 60 (26) 

Most common sites of disease§—no. (%) 

Lung only 108 (46) 97 (42) 

Liver 98 (42) 101 (43) 

Bone 48 (20) 55 (24) 

SG (n=235) TPC (n=233) 

Female—no. (%) 233 (99) 233 (100) 

Median age—yr (range) 54 (29-82) 53 (27-81) 

Race or ethnic group—no. (%) 

White 188 (80) 181 (78) 

Black 28 (12) 28 (12) 

Asian 9 (4) 9 (4) 

Other or not specified 10 (4) 15 (6) 

ECOG PS—no. (%) 

0 108 (46) 98 (42) 

1 127 (54) 135 (58) 

BRCA1/2 mutational status—no. (%) 149 (63) 143 (61) 

Positive 16 (7) 18 (8) 

Negative 133 (57) 125 (54) 

Trop-2 expression—no. (%) 151 (64) 139 (60) 

(High) H-score 200-300 85 (56) 72 (52) 

(Medium) H-score 100-200 39 (26) 35 (25) 

(Low) H-score <100 27 (18) 32 (23) 
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Progression-Free Survival by Trop-2 Expression 

23 

Assessed in brain metastases-negative population. Trop-2 expression determined in archival samples by validated immunohistochemistry assay and H-scoring. 
H-score, histochemical score; PFS, progression-free survival; SG, sacituzumab govitecan; TPC, treatment of physician’s choice; Trop-2, trophoblast cell surface antigen-2.  

Trop-2 High | H-score: 200-300 Trop-2 Medium | H-score: 100-200 Trop-2 Low | H-score: <100 

SG (n=85) TPC (n=72) SG (n=39) TPC (n=35) SG (n=27) TPC (n=32) 

Median PFS—mo (95% CI) 6.9 (5.8-7.4) 2.5 (1.5-2.9) 5.6 (2.9-8.2) 2.2 (1.4-4.3) 2.7 (1.4-5.8) 1.6 (1.4-2.7) 

Events/Censored 

SG – Trop-2 High 60/25 

SG – Trop-2 Medium 26/13 

SG – Trop-2 Low 19/8 

TPC – Trop-2 High 47/25 

TPC – Trop-2 Medium 24/11 

TPC – Trop-2 Low 24/8 
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Overall Survival by Trop-2 Expression 

24 

Assessed in brain metastases-negative population. Trop-2 expression determined in archival samples by validated immunohistochemistry assay and H-scoring. 
H-score, histochemical-score; OS, overall survival; SG, sacituzumab govitecan; TPC, treatment of physician’s choice; Trop-2, trophoblast cell surface antigen-2.  

Trop-2 High | H-score: 200-300 Trop-2 Medium | H-score: 100-200 Trop-2 Low | H-score: <100 

SG (n=85) TPC (n=72) SG (n=39) TPC (n=35) SG (n=27) TPC (n=32) 

Median OS—mo (95% CI) 14.2 (11.3-17.5)  6.9 (5.3-8.9) 14.9 (6.9-NE) 6.9 (4.6-10.1) 9.3 (7.5-17.8) 7.6 (5.0-9.6) 

Events/Censored 

SG – Trop-2 High 53/32 

SG – Trop-2 Medium 22/17 

SG – Trop-2 Low 20/7 

TPC – Trop-2 High 64/8 

TPC – Trop-2 Medium 23/12 

TPC – Trop-2 Low 25/7 
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ORR by Trop-2 Expression  
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Assessed in the brain metastases-negative population. ORR and PFS are assessed by BICR. Trop-2 expression determined in archival samples by validated immunohistochemistry assay and H-scoring. 
BICR, blind independent central review; H-score, histochemical-score; ORR, objective response rate; SG, sacituzumab govitecan; TPC, treatment of physician’s choice; Trop-2, trophoblast cell surface antigen-2. 

Trop-2 High 

H-score: 200-300 

(n=157) 

Trop-2 Medium 

H-score: 100-200 

(n=74) 

Trop-2 Low 

H-score: <100 

(n=59) 

SG (n=85) TPC (n=72) SG (n=39) TPC (n=35) SG (n=27) TPC (n=32) 

ORR—% (no.) 44% (37)  1% (1)  38% (15)  11% (4) 22% (6)  6% (2)  

95% CI 33-55 0-8 23-55 3-27 9-42 1-21 
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        SG                     TPC                      SG                      TPC 

     (n=16)                 (n=18)                (n=133)                (n=125)   

Germline BRCA1/2 Positive         Germline BRCA1/2 Negative 

                  (n=34)                                            (n=258) 

19% 

6% 

33% 

6% 
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ORR by BRCA1/2 Status 

Median PFS             Median OS              Median PFS             Median OS 

Germline BRCA1/2 Positive                   Germline BRCA1/2 Negative 

                   (n=34)                                                      (n=258) 

Efficacy Summary by Germline BRCA1/2 Status 

26 

Assessed in the brain metastases-negative population. ORR and PFS are assessed by BICR.  
BICR, blind independent central review; BRCA, breast cancer gene; ORR, objective response rate; OS, overall survival; PFS, progression-free survival; SG, sacituzumab govitecan; TPC, treatment of physician’s 
choice; Trop-2, trophoblast cell surface antigen-2. 
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Conclusions 

• Outcomes in these subgroups confirm that clinical benefit with SG versus TPC in 

previously treated mTNBC is irrespective of level of Trop-2 expression 

– Higher efficacy outcomes were observed in patients treated with SG who had a medium/high 

Trop-2 H-score (vs low Trop-2 H-score) versus those treated with TPC 

• SG outperformed TPC regardless of germline BRCA1/2 mutation status at study 

entry 

• Caution should be exercised in data interpretation given the small sample sizes in 

the Trop-2 low subgroup and germline BRCA1/2-positive subgroup  

• Trop-2 expression did not affect toxicity, and SG demonstrates a manageable 

safety profile consistent with that of the ASCENT overall study population and 

shown in previous reports1  

27 

BRCA, breast cancer gene; H-score, histochemical score; mTNBC, metastatic triple-negative breast cancer; SG, sacituzumab govitecan; TPC, treatment of physician’s choice; Trop-2, trophoblast cell surface antigen-2.  

1. Bardia A, et al. ESMO 2020. Abstract LBA17. 
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Sacituzumab Govitecan 
Hormonrezeptor-positives stark vorbehandeltes Mammakarzinom 
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Sacituzumab Govitecan  
bei stark vorbehandeltem HR+/HER2- MBC 

Bardia A et al., ASCO 2018 oral session MBC 

Phase I/II BASKET trial 

HR+/HER2- Cohort 
Keine Selektion für TROP-2 
Expression 

Vortherapien : 

• 5 Linien für MBC 

• 2 Linen CHT für MBC 

• 69% prior CDK4/6i 

• 54% prior mTORi 

 

Hauptsächliche Tox: 
Neutropenie (42% ¾°) 

Diarrhoe 

Nausea & Vomiting 

med. PFS          6.8 months 
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Phase III Studien: TNBC & HR+/HER2- MBC 

LKP – D: F. Marmé 



This presentation is the intellectual property of GBG. 

SASCIA: Studiendesign 

N=1200 
 

Frühes,  
HER2-negatives 

Mammakarzinom 
 

• Vorherige Taxan-
haltige NACT mit 
einer Dauer von 
mind. 16 Wochen 

 
• Non-pCR und: 
 TNBC 
 HR-positive und 

CPS+EG score ≥ 3 
oder 2 & ypN+ 

R 
1 : 1 

Sacituzumab Govitecan  
(8 Zyklen d 1, 8 q3w)  

Primary  
endpoint 
 
• iDFS 

 
 

Secondary endpoints 
 
• OS 
• PROs/QoL 
• Safety 
• ct-DNA clearnance in + pts 

Therapie nach Wahl des Arztes* 

Fo
llo

w
-u

p
 

Stratifizierungsmerkmale: 
• HR-positiv vs HR-negativ 
• ypN+ vs ypN- 

*Capecitabine (8 Zyklen) oder platinhaltige Chemotherapie (8 Zyklen) oder Beobachtung 
Hintergrundtherapie: bei HR-positiven Patientinnen wir die endokrine Therapie nach lokalen Leitlinien durchgeführt 
The start of endocrine therapy will be at the discretion of the investigator  
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Fazit – Sacituzumab Govitecan 
• Signifikant besseres OS, PFS & ORR in stark vorbehandelten TNBCs (Phase 3) 

• Zulassung durch FDA für 3rd Line mTNBC 

• Deutliches Wirksamkeitssignal für stark vorbehandeltes HR+/HER2- MBC, Phase 3 läuft 

• Toxizität: 
 Neutropenie, febrile Neutropenie, Anämie (ggfs. G-CFS) 
 Diarrhoe (ggfs. prophylakt Loperamid) 
 Bauchkrämpfe mit Diarrhoe als cholinerge Reaktion (Atropin) 
 Allergische Reaktionen 

• AE-bedingt Therapieabbrüche selten (4,7%) 

• Dosisreduktion aufgrund von AE führt nicht zu verminderten Effektivität 

• Exploratorisch: 
 UGT1A1 *28 homozygot häufigere Therapieabbrüche? 
 Wirkung bei Hirnmetastasen 
 Effektivität unabhängig vom BRCA Status 
 Unabhängig von Trop-2 Expression – möglich Trop-2 low geringerer Nutzen 
 Zurückhaltende Interpreation aufgrund kleiner Gruppengröße (Trop-2 low, UGT1A1 *28, BRCA) 

• Laufende Studien in D: SASCIA & TROPICs02 
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Trastuzumab-Deruxtecan 
Anti-HER2 ADC 
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Einarmige Phase 2, n=184  

HER2+ MBC 

Anti-HER2 ADC (1:8) 

• prior T-DM1 must! 
• T-DM1   (100%) 
• Trastuzumab  (100%) 
• Pertuzumab     (65%) 
• Other HER2     (54%)  

• Keine ILD in Anamnese 

• Nur stabile, behandelte 
BM 

1° Endpunkt: 
• ORR (BICR) 

2° Endpunkte: 
• OS, PFS(local)  
• ORR, CBR 
• etc 

 

DESTINY-Breast01: Trastuzumab Deruxtecan (DS-8201)  

Krop et al. | 2019 SABCS | GS1-03 

Bystander-Effekt 
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Einarmige Phase 2, n=184  

HER2+ MBC 

Anti-HER2 ADC (1:8) 

• prior T-DM1 must! 
• T-DM1   (100%) 
• Trastuzumab  (100%) 
• Pertuzumab     (65%) 
• Other HER2     (54%)  

• Keine ILD in Anamnese 

• Nur stabile, behandelte 
BM 

1° Endpunkt: 
• ORR (BICR) 

2° Endpunkte: 
• OS, PFS(local)  
• ORR, CBR 
• etc 

 

DESTINY-Breast01: Trastuzumab Deruxtecan (DS-8201)  

Modi S et al. | 2020 SABCS | PD3-06 

Median duration of response:  20.8 months 
(95% CI, 13.8 – 16.9 months) 

 

Median time to response:    1.6 months 
(95% CI, 1.4 – 2.6 months) 

 
 

Confirmed ORR: 61.4 %   (12 CRs; 6.5%) 
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Einarmige Phase 2, n=184  

HER2+ MBC 

Anti-HER2 ADC (1:8) 

• prior T-DM1 must! 
• T-DM1   (100%) 

• Trastuzumab  (100%) 

• Pertuzumab     (65%) 

• Other HER2     (54%)  

• Keine ILD in Anamnese 

• Nur stabile, behandelte 
BM 

1° Endpunkt: 
• ORR (BICR) 

2° Endpunkte: 
• OS, PFS(local)  

• ORR, CBR 

• etc 

 

DESTINY-Breast01: Trastuzumab Deruxtecan (DS-8201)  

Modi S et al., SABCS 2020 PD3-06 

19.4 Monate 

24.6 Monate 
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Einarmige Phase 2, n=184  

HER2+ MBC 

Anti-HER2 ADC (1:8) 

• prior T-DM1 must! 
• T-DM1   (100%) 
• Trastuzumab  (100%) 
• Pertuzumab     (65%) 
• Other HER2     (54%)  

• Keine ILD in Anamnese 

• Nur stabile, behandelte 
BM 

1° Endpunkt: 
• ORR (BICR) 

2° Endpunkte: 
• OS, PFS(local)  
• ORR, CBR 
• etc 

 

DESTINY-Breast01: Trastuzumab Deruxtecan (DS-8201)  
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Einarmige Phase 2, n=184  

HER2+ MBC 

Anti-HER2 ADC (1:8) 

• prior T-DM1 must! 
• T-DM1   (100%) 

• Trastuzumab  (100%) 

• Pertuzumab     (65%) 

• Other HER2     (54%)  

• Keine ILD in Anamnese 

• Nur stabile, behandelte 
BM 

1° Endpunkt: 
• ORR (BICR) 

2° Endpunkte: 
• OS, PFS(local)  

• ORR, CBR 

• etc 

 

DESTINY-Breast01: Trastuzumab Deruxtecan (DS-8201)  

Modi S et al., SABCS 2020 PD3-06 
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Einarmige Phase 2, n=184  

HER2+ MBC 

Anti-HER2 ADC (1:8) 

• prior T-DM1 must! 
• T-DM1   (100%) 

• Trastuzumab  (100%) 

• Pertuzumab     (65%) 

• Other HER2     (54%)  

• Keine ILD in Anamnese 

• Nur stabile, behandelte 
BM 

1° Endpunkt: 
• ORR (BICR) 

2° Endpunkte: 
• OS, PFS(local)  

• ORR, CBR 

• etc 

 

DESTINY-Breast01: Trastuzumab Deruxtecan (DS-8201)  

Modi S et al., SABCS 2020 PD3-06 
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Quelle (02/2021): https://www.ema.europa.eu/en/medicines/human/EPAR/enhertu 
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Trastuzumab Deruxtecan 
HER2+, BRAIN Mets 
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Trastuzumab Deruxtecan & Hirnmetastasen 

Jerusalem G et al., ESMO Breast 2020 
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Trastuzumab Deruxtecan & Hirnmetastasen 

Jerusalem G et al., ESMO Breast 2020 
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Trastuzumab Deruxtecan & Hirnmetastasen 

Jerusalem G et al., ESMO Breast 2020 
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Trastuzumab Deruxtecan 
In HER2 low MBC 
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• N=54 

• HER2-low: 

IHC 1+ or 2+/FISH- 

• Prior lines: 7.5 

• ≥ 5 prior lines: 83.3% 

• HR+  87% 

• HR-  13% 

 

 

Modi S et al., Journal of Clinical Oncology 38, no. 17 (June 10, 2020) 1887-1896.  

ORRICR:  37% DOR: 10.4 months 

ORRinv:  44% 
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Laufende Studien mit Trastuzumab Deruxtecan 
Studien-Name Setting Design Status 

DESTINY-Breast02 
N=600 
NCT03523585 

HER2+ LABC/MBC 
Progressed on/after T-DM1 

DS 8201a 
versus 

Physician´s choice 
recruiting 

DESTINY-Breast03 
N=500 
NCT03529110 

HER2+ LABC/MBC 
Previously treated with 
trastuzumab and taxane 

DS 8201a 
versus 

T-DM1 
recruiting 

DESTINY-Breast04 
N=540 
NCT03734029 

HER2 low LABC/MBC 
HR pos: progressed on ET 
HR neg.: 1 or 2 CTX 

DS 8201a 
versus 

Physician´s choice 
recruiting 

GBG 103 
DESTINY-Breast05 
N=1600 
NCT04622319 

HER2+ 
Post-neoadjuvant 
Non-pCR, high-risk 

DS 8201a 
versus 

T-DM1 
recruiting 

DESTINY-Breast06 
N=850 
NCT04494425 

HR+/HER2 low LABC/MBC 
progressed on ≥2 lines ET 

DS 8201a 
versus 

Physician´s choice CTX 
recruiting 
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Fazit – Trastuzumab Deruxtecan 

• unglaubliche Wirksamkeit bei stärkst vorbehandelten HER2+ MBC  
 ORR 61.4%, DOR 20.8 Mo. 

• Zulassung durch EMA erfolgt – Markteinführung in D noch ausstehend 

• Toxizitäten (Auswahl):  
 N&V, Appetitlosigkeit 
 GI (Obstipation/Diarrhoe) 
 Myelotoxizität 
 PNEUMONITIS/ILD im Fokus – frühzeitige Diagnostik & Intervention! 

• Explorativ: Krankheitskontrolle bei stabilen CNS-Mets 

• Wirksamkeitssignal auch bei HER2 low MBC (Phase III Studien laufen) 

• Viele Studien bei MBC, EBC und in Kombinationen (Destiny Breast05 über die GBG) 
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Weitere ADCs 
Trastuzumab Duocarmazine – SYD985 
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Saura C et al., ASCO 2018 PD session MBC, abstract # 

Next Generation HER2-ADCs: SYD985 
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Weitere ADCs 
U3-1402 
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Weitere ADCs in Entwicklung beim mTNBC 

Ponde et al., Curr Treat Options Oncol. 2019 Apr 1;20(5):37 
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Weitere ADCs in Entwicklung beim (m)TNBC 

TNBC NCT03045393 

NCT03106077 

Modifiziert und erweitert nach: Thomas A et al, Lancet Oncol. 2016 Jun;17(6):e254-62. 

Ladiratuzumab vedotin SGN-LIV1A  MMAE   TNBC          NCT01969643 ...  

1 

2 

2 
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ADCs in klinischer Entwicklung 
ADCs in clinical 

development as of March 2019 

ADCs in combination  

with checkpoint inhibitors  

Coats et al., Clin Cancer Res. 2019 Apr 12. pii: 1078-0432.CCR-19-0272. doi: 10.1158/1078-0432.CCR-19-0272 
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FAZIT – ADCs 

• ADCs erweitern das Spektrum der therapeutischen Möglichkeiten über die 
Grenzen von Tumorentitäten und Subtypen 

• Rasante klinische Entwicklung 

• Inzwischen 3 zugelassene ADCs für MBC, viele in klinischer Entwicklung 

• Potential mit T-DM1 in der (post-neo)Adjuvanz bereits belegt 
 Weitere Entwicklung bei EBC im Gange 

 Potential für Deeskalationsstrategien? 

• Interessante Kombinationsmöglichkeiten (IO, PARPi, Tkis) 
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Modi S; SABCS 2019 CSF#1 
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Phase III, n=612 

HER2+ MBC 

Tucatinib = hoch HER2 
selektiver TKI 

• MUST: prior 
• Trastuzumab 

• Pertuzumab 

• T-DM1 

• Med. 3 prior Lines MBC 

• Hirnmetastasen erlaubt 
• N=391 
• Stabile o. unbehandelte bzw. 

progrediente ohne direkten 
Bedarf an lokaler Therapie 

1° Endpunkt: 
• PFS (BICR)  

2° Endpunkte: 
• OS, PFS(BrainMets)  

• Confirmed ORR 
 

HER2CLIMB: Tucatinib vs Placebo (+Tras/Cap) 

Murthy et al. | 2019 SABCS | GS1-01 
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Phase III, n=612 

HER2+ MBC 

Tucatinib = hoch HER2 
selektiver TKI 

• MUST: prior 
• Trastuzumab 

• Pertuzumab 

• T-DM1 

• Med. 3 prior Lines MBC 

• Hirnmetastasen erlaubt 
• N=391 
• Stabile o. unbehandelte bzw. 

progrediente ohne direkten 
Bedarf an lokaler Therapie 

1° Endpunkt: 
• PFS (BICR)  

2° Endpunkte: 
• OS, PFS(BrainMets)  

• Confirmed ORR 

HER2CLIMB: Tucatinib vs Placebo (+Tras/Cap) 

Murthy et al. | 2019 SABCS | GS1-01 

+2.2 Monate 

In allen Subgruppen gleiche Effekte! 
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Phase III, n=612 

HER2+ MBC 

Tucatinib = hoch HER2 
selektiver TKI 

• MUST: prior 
• Trastuzumab 

• Pertuzumab 

• T-DM1 

• Med. 3 prior Lines MBC 

• Hirnmetastasen erlaubt 
• N=391 
• Stabile o. unbehandelte bzw. 

progrediente ohne direkten 
Bedarf an lokaler Therapie 

1° Endpunkt: 
• PFS (BICR)  

2° Endpunkte: 
• OS, PFS(BrainMets)  

• Confirmed ORR 
 

HER2CLIMB: Tucatinib vs Placebo (+Tras/Cap) 

Murthy et al. | 2019 SABCS | GS1-01 

In allen Subgruppen gleiche Effekte! 

+ 4.5 Monate 
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Phase III, n=612 

HER2+ MBC 

Tucatinib = hoch HER2 
selektiver TKI 

• MUST: prior 
• Trastuzumab 

• Pertuzumab 

• T-DM1 

• Med. 3 prior Lines MBC 

• Hirnmetastasen erlaubt 
• N=391 
• Stabile o. unbehandelte bzw. 

progrediente ohne direkten 
Bedarf an lokaler Therapie 

1° Endpunkt: 
• PFS (BICR)  

2° Endpunkte: 
• OS, PFS(BrainMets)  

• Confirmed ORR 
 

HER2CLIMB: Tucatinib vs Placebo (+Tras/Cap) 

Murthy et al. | 2019 SABCS | GS1-01 
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Phase III, n=612 

HER2+ MBC 

Tucatinib = hoch HER2 
selektiver TKI 

• MUST: prior 
• Trastuzumab 

• Pertuzumab 

• T-DM1 

• Med. 3 prior Lines MBC 

• Hirnmetastasen erlaubt 
• N=391 
• Stabile o. unbehandelte bzw. 

progrediente ohne direkten 
Bedarf an lokaler Therapie 

1° Endpunkt: 
• PFS (BICR)  

2° Endpunkte: 
• OS, PFS(BrainMets)  

• Confirmed ORR 
 

HER2CLIMB: Tucatinib vs Placebo (+Tras/Cap) 

Murthy et al. | 2019 SABCS | GS1-01 

Tuc+Trast+Cap Tras+Cap 

Grade 3 events 55% 49% 

Abbruch wg Tuc /Plac 6% 3% 

Deaths to AE 2% 3% 
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Tucatinib & ZNS Mets. 



San Antonio Breast Cancer Symposium December 4–8, 2018 

0
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           Total patients
           with IDFS event^

           Distant
           recurrence

            Locoregional
            recurrence

           Contralateral
           breast cancer
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           prior event
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%
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Trastuzumab 

T-DM1 

This presentation is the intellectual property of Charles E. Geyer Jr. Contact him at cegeyer@vcu.edu for permission to reprint and/or distribute. 

22.2 

12.2 

15.9 

10.5 

4.6 

1.1 1.3 
0.4 0.4 0.3 

CNS*  

 (4.3) 

CNS*  

(5.9) 

First IDFS Events  

^Patients who experience additional IDFS event(s) within 61 days of their first IDFS event are reported in the category according to the following hierarchy:                                             

[1] Distant recurrence; [2] Locoregional recurrence; [3]  Contralateral breast cancer; [4] Death without prior event.  

*CNS metastases as component of distant recurrence (isolated or with other sites).  

11.6 

4.6 

Trastuzumab T-DM1 

Katherine-Studie: 
Kein Schutz vor ZNS-Metastasen 

durch T-DM1 post-neoadjuvant! 
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Intracranial Response Rate (ORR-IC) in Patients with Active Brain Metastases and Measurable Intracranial Lesions at Baseline 

Presented By Nancy Lin at TBD 
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Phase III, n=612 

HER2+ MBC 

Tucatinib = hoch HER2 
selektiver TKI 

• MUST: prior 
• Trastuzumab 

• Pertuzumab 

• T-DM1 

• Med. 3 prior Lines MBC 

• Hirnmetastasen erlaubt 
• N=391 
• Stabile o. unbehandelte bzw. 

progrediente ohne direkten 
Bedarf an lokaler Therapie 

1° Endpunkt: 
• PFS (BICR)  

2° Endpunkte: 
• OS, PFS(BrainMets)  

• Confirmed ORR 
 

HER2CLIMB: ZNS-PFS u. OS bei ZNS-Mets 

Lin N et al. | J Clin Oncol 38:2610-2619. 
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Phase III, n=612 

HER2+ MBC 

Tucatinib = hoch HER2 
selektiver TKI 

• MUST: prior 
• Trastuzumab 

• Pertuzumab 

• T-DM1 

• Med. 3 prior Lines MBC 

• Hirnmetastasen erlaubt 
• N=391 
• Stabile o. unbehandelte bzw. 

progrediente ohne direkten 
Bedarf an lokaler Therapie 

1° Endpunkt: 
• PFS (BICR)  

2° Endpunkte: 
• OS, PFS(BrainMets)  

• Confirmed ORR 
 

HER2CLIMB: Tucatinib bei aktiven ZNS-Mets 

Lin N et al. | J Clin Oncol 38:2610-2619. 
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Neues zu PARPi und DDR 
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TBCRC 048/Olaparib Expanded 

ASCO 2020 
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TBCRC 048/Olaparib Expanded 

Tung et al. | 2020 ASCO Annual Meeting | J Clin Oncol 38: 2020 (suppl; abstr 1002) 

Studiendesign – Einarmige Phase-2-Studie  

bid: 2x täglich; CR: Komplettansprechen; PR: Teilansprechen; SD: Stabile Erkrankung; PD: Progression  

Registrierung 

Tumor-Assessment 
 

Alle 6 Wochen über 24 
Wochen, 

danach alle 12 Wochen 

CR, PR,  
SD 

PD,  
Toxizität, die einen 

Abbruch nötig macht  

Weiterführung 

Studienausschluss 

Forschung 
Biopsie 

Olaparib 
300 mg bid  

3-wöchiger Zyklus 

ATM, ATR, BARD1, BRIP1 (FANCJ), BLM, CHK1 
(CHEK1), CHEK2, CDK12; FANCA, FANCC, FANCD2, 
FANCF, MRE11A, NBN (NBS1), PALB2, RAD5O, 
RAD51C, RAD51D, WRN 

Kohorte 1: Keimbahn-Mutation 
Kohorte 2: somatische Mutation 
                   sBRCA1/2 erlaubt, falls gBRCA-negativ 

Optional Biopsie bei 
Progression 
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Slide 12 

Presented By Nadine Tung at TBD 
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TBCRC 048: Olaparib beyond gBRCA 

Kohorte 1 – germline non-BRCA HRR gene mutations 

Tung et al. J Clin Oncol 2020 

gPALB2mut 

ORRall: 33% 

CBRall: 44% 

ORRPALB2: 82% 

CBRPALB2: 100% 



Name I Folie 81 I Datum 

TBCRC 048: Olaparib beyond gBRCA 

Kohorte 2 – Somatic BRCA1/2 mutations 

Tung et al. J Clin Oncol 2020 

sBRCAmut 

ORRall: 31% 

CBRall: 44% 

ORRsBRCA:  50% 

CBRsBRCA:   66% 
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SWOG S1416 – Cisplatin +/- 
Veliparib 
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SWOG S1416 

Sharma P et al. ASCO 2020 abstract #1001 
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SWOG S1416 

Sharma P et al. ASCO 2020 
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SWOG S1416 

Sharma P et al. ASCO 2020 
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SWOG S1416 
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SWOG S1416 
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PARPi 2021  
Ausblick 
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FAZIT – PARPi 

• gute Hinweise für Wirksamkeit von Olaparib als Monotherapie bei 
 Somatischen BRCA Mutationen 

 sPALB2 Mutationen (überwiegend HR+!) 

• Auch Veliparib + Cisplatin zeigt Wirksamkeitsignal bei gBRCAwt – BRCA-Like 
mTNBC 

• vgl. GeparOla-Studie (HRD+) 

 

• Priorität: Wirksamkeit von PARPi beyond BRCAmut in Zulassungsrelevanten 
Studien überprüfen 

• Olympia-Studie wird frühzeitig ausgewertet (wg. Wirksamkeit) 
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Wichtiges update zum 
PIK3CA/AKT/mTOR pathway 
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PI3K-AKT-mTOR Signalling 

Vasan N et al., Annals of Oncology 30 (Supplement 10): x3–x11, 2019 



PIK3CA INHIBITOREN 
MBC 
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SOLAR1:  
Fulvestrant +/- ALPELISIB in PIK3CAmt ER+/HER2- MBC (Phase III) 

Selektiver PI3K Inhibitor 

(alpha-specific) 

• N=572 

• PIK3CA mutant (small 
non mutant cohort) 

• 1:1 Rando 

• Postmenopausal 

• Progression on/after 
AI 

• Ca. 6% prior CDK4/6 

André F et al.; ESMO 2018 presidential session LBA #3 
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SOLAR1:  
Fulvestrant +/- ALPELISIB in PIK3CAmt ER+/HER2- MBC (Phase III) 

Selektiver PI3K Inhibitor 

(alpha-specific) 

• N=572 

• PIK3CA mutant (small 
non mutant cohort) 

• 1:1 Rando 

• Postmenopausal 

• Progression on/after 
AI 

• Ca. 6% prior CDK4/6 

André F et al.; ESMO 2018 presidential session LBA #3 



Treatment crossover between cohorts is not permitted 

BYLieve: A Phase 2, Open-Label, 3-Cohort, 
Noncomparative Trial (NCT03056755) 

98 Hope S. Rugo 

Goal: In the post-CDKi setting, assess the efficacy and safety of alpelisib + ET (fulvestrant or letrozole)  

in patients with PIK3CA-mutated HR+, HER2– ABC 

aMen in the letrozole cohort and premenopausal women also received goserelin 3.6 mg SC every 28 days or leuprolide 7.5 mg IM every 28 days for adequate gonadal suppression. bEnrollment in each cohort continued until at least 112 patients with a centrally confirmed PIK3CA mutation was reached.  
c IM on D1 and D15 of Cycle 1 and D1 for all other cycles thereafter. dOral QD. 

ABC, advanced breast cancer; AI, aromatase inhibitor; CDKi, cyclin-dependent kinase inhibitor; ECOG PS, Eastern Cooperative Oncology Group performance status; ET, endocrine therapy; CBR, clinical benefit rate; D, day; DOR, duration of response; IM, intramuscularly; ORR, overall response rate; OS, 

overall survival; PD, progressive disease; PFS, progression-free survival; PFS2, PFS on next-line treatment; PIK3CA, phosphatidylinositol-4,5-bisphosphate 3-kinase catalytic subunit alpha; RECIST, Response Evaluation Criteria In Solid Tumors; SC, subcutaneously; QD, once daily. 

Men or pre-/postmenopausala 
women with HR+, HER2– ABC 

with a PIK3CA mutation 

• Last line of prior therapy: CDKi 
+ ET, systemic chemotherapy 
or ET 

• ECOG PS ≤2 

• Measurable disease (per 
RECIST v1.1) or ≥1 
predominantly lytic bone lesion 

Patients who received CDKi + AI  

as immediate prior treatment (N=112)b  

(Cohort A) 

Alpelisib 300 mg oral QD + fulvestrant 500 mgc 

Patients who received CDKi + fulvestrant  

as immediate prior treatment (N=112) 

(Cohort B) 

Alpelisib 300 mg oral QD + letrozole 2.5 mgd  

Primary endpoint  

• Proportion of patients alive without PD 
at 6 months (RECIST v1.1) in each 
cohort  

• Secondary endpoints include 

(assessed in each cohort) 

• PFS 

• PFS2 

• ORR, CBR, DOR 

• OS 

• Safety 

Alpelisib 300 mg oral QD + fulvestrant 500 mgc 

Patients who progressed on/after AI and received 

chemotherapy or ET as immediate prior treatment (N=112) 

(Cohort C) 

Rugo HS et al., Alpelisib + Fulvestrant in Patients With PIK3CA-Mutated Hormone-Receptor Positive (HR+), Human Epidermal 

Growth Factor Receptor-2-Negative (HER2–) Advanced Breast Cancer (ABC) Previously Treated With Cyclin-Dependent Kinase 4/6 

Inhibitor (CDKi) + Aromatase Inhibitor (AI): BYLieve Study Results, ASCO 2020, (Abstract #1006), NCT03056755. 



 
The primary endpoint for the prior CDKi + AI cohort was met (lower bound of 95% CI was > 30%), 

with 50.4% of patients alive without disease progression at 6 months 

 

 
Efficacy: Primary Endpoint and PFS Results 
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AI, aromatase inhibitor; CDKi, cyclin-dependent kinase inhibitor; CI, confidence interval; PFS, progression-free survival; PIK3CA, phosphatidylinositol-4,5-bisphosphate 3-kinase catalytic subunit alpha. 

Endpoint 

Prior CDKi + AI 

(Cohort A) 

(n=121) 

Primary endpoint: Patients who were 

alive without disease progression at 6 mo 

50.4%  
(n=61;  

95% CI, 41.2-59.6) 

Secondary endpoint: Median PFS 
7.3 mo  

[n=72 (59.5%) with 

event]; 95% CI, 5.6-8.3) 

Censoring times 

Prior CDKi + AI 

cohort (n=121) 

No of events: 72 
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121 95 77 54 40 15 8 5 4 1 1 1 0 

No. of patients still at risk 

Prior CDKi + AI 

• In SOLAR-1, 44.4% of patients in the PIK3CA-mutant cohort with prior CDKi treated with alpelisib plus fulvestrant  

were alive without disease progression at 6 months 

Rugo HS et al., Alpelisib + Fulvestrant in Patients With PIK3CA-Mutated Hormone-Receptor Positive (HR+), Human Epidermal 

Growth Factor Receptor-2-Negative (HER2–) Advanced Breast Cancer (ABC) Previously Treated With Cyclin-Dependent Kinase 4/6 

Inhibitor (CDKi) + Aromatase Inhibitor (AI): BYLieve Study Results, ASCO 2020, (Abstract #1006), NCT03056755. 



 
 
Efficacy: Best Percent Change From Baseline  
in Tumor Size 
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BYLieve,  

Prior CDKi + AI 

(Cohort A) 

(n=87)a 

SOLAR-1 

(n=116)1 

Decrease in best % change from 

baseline 
70.1% 75.9% 

Increase/zero change in best % 

change from baseline 
26.4% 18.1% 

SOLAR-1 data cutoff date: June 12, 2018; BYLieve data cutoff date: December 17, 2019.  
*Best percentage change in sum of diameters per investigator assessment, for patients with measurable disease at baseline. 
aPatients with missing best percentage change or those with best percentage change in target lesion but overall response of 

Unknown are excluded' 

1. Reprinted from Juric D, et al. SABCS 2018. Abstract GS3-08 (oral). 
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Alpelisib + Fulvestrant 

(127.3) 

Rugo HS et al., Alpelisib + Fulvestrant in Patients With PIK3CA-Mutated Hormone-Receptor Positive (HR+), Human Epidermal 

Growth Factor Receptor-2-Negative (HER2–) Advanced Breast Cancer (ABC) Previously Treated With Cyclin-Dependent Kinase 4/6 

Inhibitor (CDKi) + Aromatase Inhibitor (AI): BYLieve Study Results, ASCO 2020, (Abstract #1006), NCT03056755. 



Name I Folie 101 I Datum 

• Wirksamkeit nach CDK4/6 auch prospektiv gezeigt (BYLieve-Studie) 



AKT INHIBITOREN 
MBC 



Name I Folie 103 I Datum 

FAKTION:  
Capivasertib + Fulvestrant bei HR+ MBC (Phase II) 

Jones R et al., ASCO 2019 annual meeting, oral presentation abstr. # 1005 
Jones R et al., Lancet Oncol. 2020 Mar;21(3):345-357 

ORR    12%        vs   41% 
OS  20 mo.   vs   26 mo. 
  HR 0.6 
  p=0.07 
 

No selection on AKT pathway activation 

PHASE III: CAPItello 

rekurtiert 



Name I Folie 104 I Datum 

AKTi + Paclitaxel in 1st Line mTNBC:  
PAKT trial: CAPIVASERTIB (AZD5363) 

Randomized Phase II 

N=140 

mTNBC 1st Line 

Prior taxan: 57% 

• No biomarker 
preselection 
• 1° EP: PFS 
• 2° EP: PFS in 

PIK3CA/AKT1/PTE
N altered tumors 

• Pathway alteration:  
• 25% (28/112) 
 

• 80% power for HR 0.67 

• 1-sided alpha=10% 

 

Schmid P et al., 2018 ASCO Annual Meeting oral session, abstract # 1007 



Name I Folie 105 I Datum 

AKTi + Paclitaxel in 1st Line mTNBC:  
LOTUS trial: IPATASERTIB 

Kim SB et al., Lancet Oncology 2017 

Randomized Phase II 

n=124 

mTNBC 1st Line 

Prior taxan: >50% 

• No biomarker 
preselection 

• Co-1° EP: PFS in IIT & 
TPENlow 

• 2°: PIK3CA/AKT 
pathway activated 
population 

• Pathway alteration: 

• 41% (42/103) 

 

ITT NGS PI3K/AKT1/PTEN 

Genomic context conditions response to Ipatasertib??? 

Ipatasertib  9.0 months (4.6–NA)  
Placebo  4.9 months (3.6–6.3) 

Ipatasertib  6.2 months (4.6–NA)  
Placebo  4.9 months (3.6–6.3) 



Name I Folie 106 I Datum 

AKTi + Paclitaxel in 1st Line mTNBC:  
LOTUS trial: IPATASERTIB 

Dent R et al., 2020 ESMO Breast abstract # 

Randomized Phase II 

n=124 

mTNBC 1st Line 

Prior taxan: >50% 

• No biomarker 
preselection 

• Co-1° EP: PFS in IIT & 
TPENlow 

• 2°: PIK3CA/AKT 
pathway activated 
population 

• Pathway alteration: 

• 41% (42/103) 
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Name I Folie 109 I Datum 



Name I Folie 110 I Datum 



Name I Folie 111 I Datum 

FAZIT – AKT-Inhibition 

• Capivasertib + Fulvestrant vielversprechend, aktuell keine post CDK4/6 

• Phase III Capitello-Studie validiert Daten der FAKTION Studie post CDK4/6 

 

• Ipatasertib konnte Wirksamkeit in Phase III IPATunity130 Studie nicht 
bestätigen 
 Gänzlich negativ 

 sowohl TNBC als auch HR+/HER2- 

 Trotz PIK3CA/AKT-pathway Aktivierung 

 

• Hoffnungen für die AKTi ruhen auf der Kombi mit ET (Fulvestrant; Capitello) 

 

 



mTORi – Neustes zu Bewährtem! 
MBC 



Name I Folie 113 I Datum 

BOLERO-2: 
Everolimus + Exemestan nach PD unter NSAIDs 

Yardley et al., Adv Ther. 2013 Oct;30(10):870-84 
Piccart M et al., Ann Oncol. 2014 Dec;25(12):2357-62 

PFS  

(investigator = primary endpoint; final analsis) 

OS 

 



Name I Folie 114 I Datum 

Everolimus in Breast Cancer:  
Expanding Into the Adjuvant High-Risk Setting 

 Stratification: 
• Node negative (all RS > 25) 
• 1 - 3 positive lymph nodes  

(all RS > 25) 
• ≥ 4 positive lymph nodes and  

RS ≤ 25 
• ≥ 4 positive lymph nodes and  

RS > 25 
• Neoadjuvant chemotherapy 

SWOG-NSABP 
Phase 3 study; N = 3400 

 
Pre and postmenopausal 
women with HR+ HER2– 

breast cancer 
 

Prior standard neoadjuvant 
or adjuvant chemotherapy 

Primary endpoint:  
Invasive DFS 

 
Secondary endpoints:  
OS, DRFS, biomarkers, 

safety 

Abbreviations: AI, aromatase inhibitor; DFS, disease-free survival; DRFS, distant recurrence-free survival; HER2, human epidermal growth factor 
receptor 2; HR, hormone receptor; SWOG-NSABP, Southwest Oncology Group-National Surgical Adjunct Breast and Bowel Project; OS, overall 
survival; vs, versus; yr, year. 

Everolimus 10 mg/d for 1 yr +  
endocrine therapy for 5 yrs 

Placebo for 1 yr +  
endocrine therapy for 5 yrs 

 Stratification: 
• Endocrine therapy (Tamoxifen  

vs AIs) 
• Adjuvant chemotherapy  

UNICANCER 
Phase 3 study; N = 2010 

 
Pre and postmenopausal 
women with HR+ HER2– 

breast cancer (≥ 4+ nodes) 
 

Relapse-free after 2-3 yrs 
of adjuvant endocrine 

therapy 

Primary endpoint:  
DFS at 2 yr 

 
Secondary endpoints:  
OS, biomarkers, safety 

Everolimus 10 mg/d for 2 yrs 
+ AI or Tamoxifen 

Placebo for 2 yrs  
+ AI or Tamoxifen 
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Name I Folie 118 I Datum 



Name I Folie 119 I Datum 



Name I Folie 120 I Datum 



Name I Folie 121 I Datum 



Name I Folie 122 I Datum 

FAZIT – UNIRAD 

• UNIRAD Studie im Kontext mit PALLAS, PENELOPE B und MonarchE 
 Siehe Vortrag Prof. Loibl 

• geringe Therapieadhärenz und Dosisintensität 
 Vgl. PALLAS (Everolimus vermeintlich schlechter verträglich) 

• Endokrin-basierte Therapien adjuvant: 
 Zytostatisch vs zytotoxisch? 

• Dauer des FU entscheidend? 

•  Bislang nur Penelope-Studie mit ausreichendem FU! 



Prof. Dr. med. Frederik Marmé 
Sektionsleiter Konservative Gynäkologische Onkologie 
Professor für Experimentelle und Translationale Gynäkologische Onkologie  
Medizinische Fakultät Mannheim der Universität Heidelberg 
Universitätsklinikum Mannheim, Frauenklinik 
      frederik.marme@umm.de 

Herzlichen Dank für die Aufmerksamkeit! 


