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SUMMARY 

Sacituzumab govitecan is in clinical development for the treatment of adult patients with 
hormone receptor positive and human epidermal growth factor 2 negative (HR+/HER2-) 
metastatic breast cancer, whose disease has progressed despite treatment with at least two 
prior rounds of chemotherapy. Survival outcomes for patients with metastatic breast cancer 
are poor and current chemotherapy options are associated with adverse side effects so there 
is a need for additional therapies for these patients.  

 

Sacituzumab govitecan  belongs to a class of medicinal products called antibody drug 
conjugates (ADCs) which are developed by attaching (conjugating) a specific protein, called a 
monoclonal antibody, to an anti-cancer drug. The monoclonal antibody component of 
savicituzumab govitecan specifically targets and attaches to a protein, TROP-2, which is found 
on the surface of cancer cells allowing the entry of the sacituzumab govitecan into the cancer 
cell. Once inside the cell the anti-cancer drug SN-38 is released resulting in DNA damage that 
causes death of the cancerous cells. Sacituzumab govitecan is administered by intravenous 
infusion (IV) and if licensed will offer an additional treatment option for patients with 
HR+/HER2- metastatic breast cancer whose disease has progressed despite treatment with 
at least two prior rounds of chemotherapy. 
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  PROPOSED INDICATION 
 

Treatment of adult patients with HR+/HER2- metastatic breast cancer who have failed at 
least two prior chemotherapy regimens.1 
 

TECHNOLOGY 

DESCRIPTION 

Sacituzumab govitecan (Trodelvy2, GS-0132, IMMU-132) is an ADC, that specifically targets 
TROP-2 expressing cancer cells. It is comprised of a humanised monoclonal TROP-2) antibody 
(RS7) with chemical linkage to the topisomerase 1 inhibitor SN-28, which is a highly potent 
active metabolite of irinotecan. Sacituzumab govitecan targets cancer cells expressing TROP-
2 through the its RS7 component, before subsequently becoming internalized and 
subsequently hydrolysed to release SN-38, a moderately toxic chemotherapeutic agent, which 
induces DNA damage-mediated apoptosis of cancer cells.3,4 
 
Sacituzumab govitecan is currently in clinical development as a treatment option for 
HR+/HER2- metastatic breast cancer patients whose disease has progressed following at least 
two prior chemotherapy regimens. In the phase III clinical trial TROPICS-02 (NCT03901339, 
2018-004201-33) participants receive 10mg/kg via IV injection on days 1 and 8 of a 21-day 
cycle.1,5 
 

INNOVATION AND/OR ADVANTAGES 

ADCs such as sacituzumab govitecan represent an evolving class of therapeutic agents 
specifically designed to improve the delivery of chemotherapeutic agents by exploiting the 
target-selectivity of monoclonal antibodies. The antibody component of the ADC, which binds 
specific cell surface antigens can be individualised to be more selective to antigens which are 
more highly expressed on tumour cells compared to normal cells. Specific targeting of tumour 
cells limits off-target toxicity, thereby reducing the levels of toxicity normally associated with 
chemotherapy.6,7 
 
Further, sacituzumab govitecan has a higher than most drug-to-antibody ratio compared to 
other ADCs permitting a high site-specific coupling of SN-38 per monoclonal antibody 
without altering the pharmacokinetics or decusing the therapeutic index of the conjugated 
antibody. This delivery advantage ensures high concentrations of SN-38 are delivered to 
cancer cells.4,7 
 

DEVELOPMENT STATUS AND/OR REGULATORY DESIGNATIONS 

Sacituzumab govitecan currently has Marketing Authorisation in the EU/UK for the treatment 
of adult patients with unresectable locally advanced or metastatic triple-negative breast 
cancer (mTNBC) who have received two or more prior lines of systemic therapies, at least one 
of them given for unresectable locally advanced or metastatic disease.8 
 
The most common adverse drug reactions (ADRs) (reported at a frequency of ≥20%) in the 
overall TNBC population were diarrhoea, nausea, neutropenia, fatigue, alopecia, anaemia, 
vomiting, constipation, decreased appetite, cough, and abdominal pain. Very common (≥10%) 
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grade 3 or higher ADRs that were reported included neutropenia, leukopenia, diarrhoea and 
anaemia.8 
 
Sacituzumab is also currently in phase II and/or III development for the treatment of a number 
of other solid tumour indications including: ovarian cancer, urothelial carcinoma, gastric cancer 
hepatocellular carcinoma.9 
 

 

PATIENT GROUP 

DISEASE BACKGROUND 

Breast cancer develops when abnormal cells in the breast, most commonly the cells that line 
the milk ducts, begin to grow and divide in an uncontrolled manner and eventually form a 
growth (tumour). Breast cancer predominantly affects women, however some men can also 
develop breast cancer.10  
 
Breast cancers can be categorised according to whether or not they are sensitive to certain 
hormones in the body and the specific genes that the the tumour cells express.11 The most 
common subtype of breast cancer is HR+/HER2-, which is sometimes referred to as luminal 
A breast cancer. This subtype tends to grow at a slower rate than other types of breast cancer 
and the tumour cells are characterised by expressing receptors for the hormones estrogen or 
progesterone, which can promote growth of HR+ tumours, but do not express high levels of 
the protein HER2.12,13 Metastatic (stage IV) breast cancer refers to when the cancer has spread 
beyond the breast to other parts of the body; most commonly the lungs, liver, bones or brain.14 
 
The causes of breast cancer are not fully understood but are thought to be a combination of 
genetic, environmental and lifestyle factors. Risk factors include increasing age; having a 
family history of breast cancer; having previously had a diagnosis of breast cancer or a benign 
lump in the breast; having a higher breast density; exposure to higher levels of oestrogen; 
being overweight or obese; being tall; drinking excess alcohol; exposure to radiation or 
radiotherapy; and taking hormone replacement therapy.15 
 
The first symptom of breast cancer that most women notice is a lump or an area of thickened 
tissue in their breast. Other signs or symptoms of breast cancer include: a change in the size 
or shape of one or both breasts; a discharge of fluid from either of the nipples; a lump or 
swelling in either of the armpits; a change in the look or feel of the skin, such as puckering, 
dimpling, a rash or redness; a rash (like eczema), crusting, scaling or itchy skin or redness 
around the nipple; a change in the appearance of the nipple (e.g. becoming sunken into the 
breast).16 
 

CLINICAL NEED AND BURDEN OF DISEASE 

Breast cancer is the most common cancer in the UK, accounting for 15% of all new cancer 
cases (2016-2018).17 Breast cancer is much more common amongst females than males. In 
England, the European age-standardised incidence rate per 100,000 of the population was 
169.2 amongst females and 1.3 amongst males (2016-2018).18 Breast cancer incidence is 
strongly related to age, with higher incidence rates observed with increasing age. In the UK, 
24% of new breast cancer cases were in people aged 75 and older. The highest incidence rates 
were observed in those aged 90 years and older amongst females and 85-89 amongst males.19 
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In England and Wales (2020-21) there were 202,340 finished consultant episodes (FCE) for 
malignant neoplasm of the breast (ICD-10 code C50), of which 955 were for male patients 
and 201,314 were for female patients. This resulted in 199,266 admissions, 172,062 day cases 
and 47,613 FCE bed days.20 In England (2017) there were 2,372 patients diagnosed with stage 
IV (metastatic) breast cancer. Based on estimates that around 37% of breast cases are the 
luminal A subtype, it can be approximated that of these patients, 878 patients were diagnosed 
with this HR+/HER2- metastatic breast cancer.21,22 
 
In England and Wales (2017) there were 10,219 deaths where malignant neoplasm of the 
breast was recorded as the underlying cause; in England (2017) the directly age-standardised 
registration of death from malignant neoplasm of the breast was 33.3 per 100,000.23,24 For 
adult women in England diagnosed with stage IV breast cancer between 2013 and 2017 and 
followed up to 2018, the 1 year and 5 year age-standardised survival rate was 66.0% and 
26.2% respectively.25 
 

 

PATIENT TREATMENT PATHWAY 

TREATMENT PATHWAY 

Breast cancer is managed by a multidisciplinary team and the type of treatment a patient 
receives will depend on the stage and grade of their cancer, in addition to the general health 
of the patient and whether or not they have experienced menopause. The main treatments 
for breast cancer are: surgery, radiotherapy, chemotherapy, hormone therapy and targeted 
therapy.26 
 

CURRENT TREATMENT OPTIONS 

For HR+/HER2- locally advanced or metastatic breast cancer, NICE currently recommends 
the following third-line treatment options:27 
• Eribulin 
• Chemotherapy; single-agent capecitabine or vinorelbine (whichever was not used as 

second-line treatment) 
 

PLACE OF TECHNOLOGY 

If licenced, sacituzumab govitecan will offer an additional treatment option for patients with 
metastatic HR+/HER2- breast cancer.1 
 

 

CLINICAL TRIAL INFORMATION 
 

Trial NCT01631552; A Phase I/II Study of IMMU-132 (hRS7-
SN38 Antibody Drug Conjugate) in Patients With Epithelial 
Cancer 
Phase III – Completed 
Locations: United States 
Actualy primary completion date: March 2019 

Trial design Non-randomised, sequential assignment, open-label 

https://clinicaltrials.gov/ct2/show/NCT01631552
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Population N=515; adults aged 18 years and older; histologically or 
cytologically confirmed epithelial cancers including non-triple 
negative breast cancer; refractory or relapsed to at least one 
prior standard therapeutic regemin 

Intervention(s) Sacituzumab Govitecan IV injection 

Comparator(s) No comparator  
Outcome(s) Primary outcome measure: 

• Percentage of participants experiencing any treatment 
emergent adverse events (TEAEs) and serious TEAEs. 
[ Time Frame: First dose up to last dose for data cutoff 
date of 01 March 2019 (maximumum duration: 55.2 
months) plus 30 days] 

 
*See trial record for full list of outcome measures 

Results (efficacy) At a median follow-up of 11.5 months, the ORR was 31.5% 
[95% confidence interval (CI), 19.5%–45.6%; 17 partial 
responses]; median DOR was 8.7 months (95% CI 3.7–12.7), 
median PFS was 5.5 months (95% CI 3.6–7.6), and median OS 
was 12 months (95% CI 9.0–18.2).28 

Results (safety) At data cut-off (1 March 2019), 12 patients were still alive. 
Key grade ≥ 3 treatment-related toxicities included 
neutropenia (50.0%), anemia (11.1%), and diarrhea (7.4%). 
Two patients discontinued treatment due to treatment-
related adverse events. No treatment-related deaths 
occurred.28 

 

Trial TROPiCS-02, NCT03901339, 2018-004201-33; Phase 3 
Study of Sacituzumab Govitecan (IMMU-132) Versus 
Treatment of Physician's Choice (TPC) in Subjects With 
Hormonal Receptor-Positive (HR+) Human Epidermal 
Growth Factor Receptor 2 (HER2) Negative Metastatic 
Breast Cancer (MBC) Who Have Failed at Least Two Prior 
Chemotherapy Regimens 
Phase III – Active, not recruiting 
Locations: 6 EU countries, UK, USA and Canada 
Estimated primary completion date: November 2021 

Trial design Randomised, parallel assignment, open-label 
Population N=543; adults aged 18 years and older; documented 

evidence of HR+/HER2- metastatic breast cancer; refractory 
to or relapsed after at least two and no more than four prior 
systemic chemotherapy regimens 

Intervention(s) Sacituzumab Govitecan IV injection 

Comparator(s) Treatment of physician’s choice with one of the following 
options, dosing as per the national comprehensive cancer 
network (NCCN) guidelines: 
• Eribulin (IV) 
• Capecitabine (oral administration) 
• Gemcitabine (IV) 
• Vinorelbine (IV) 

Outcome(s) Primary outcome measure: 

https://clinicaltrials.gov/ct2/show/NCT03901339
https://www.clinicaltrialsregister.eu/ctr-search/trial/2018-004201-33/GB
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• Progression free survival (PFS) [ time Frame: Up to 
approximately 3 years] 

 
*See trial record for full list of outcome measures 

Results (efficacy) - 
Results (safety) - 

ESTIMATED COST 
The estimated cost of sacituzumab govitecan is not yet known. 
 

 

RELEVANT GUIDANCE 

NICE GUIDANCE 

• NICE technology appraisal. Eribulin for treating locally advanced or metastatic breast 
cancer after 2 or more chemotherapy regimens (TA423). December 2016  

• NICE clinical guideline. Advanced breast cancer: diagnosis and treatment (CG81). August 
2017 

• NICE cancer service guideline. Improving outcomes in breast cancer (CSG1). August 2002 
• NICE quality standard. Breast cancer. (QS12). June 2016. 
 

NHS ENGLAND (POLICY/COMMISSIONING) GUIDANCE 

• NHS England. 2013/14 NHS Standard Contract for Cancer: Chemotherapy (Adult). 
B15/S/a. 

• NHS England. 2013/14 NHS Standard Contract for Cancer: Radiotherapy (All Ages). 
B01/S/a. 

 

OTHER GUIDANCE 

• European School of Oncology (ESO) and the European Society for Medical Oncology 
(ESMO). 5th ESO-ESMO International Consensus Guidelines for Advanced Breast Cancer 
(ABC 5). 2020.29 

• National Comprehensive Cancer Network (NCCN). Breast Cancer, Version 4.2017, NCCN 
Clinical Practice Guidelines in Oncology. 2018.30 

 

ADDITIONAL INFORMATION 

 
 
 

♦ 
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