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HEALTH TECHNOLOGY ASSESSMENT 

Enhertu  

100 mg powder for concentrate for solution for infusion x 1 (vial) 

INN trastuzumab deruxtecan 

 

Therapeutic indication As monotherapy, it is indicated for the treatment of adult 

patients with unresectable or metastatic breast cancer with 

low HER2 expression who have received prior chemotherapy 

in the presence of metastases or have relapsed during or 

within 6 months of completion of adjuvant chemotherapy. 

Start - end of the procedure 10.04.2023 – 27.10.2023 

Final decision Addition of a therapeutic indication to Annex 2 of the 

Positive Drug List (PDL) for purchase by the healthcare 

facilities with state and/or municipality ownership and under 

Article 5 of the Medical Establishments Act, and 

reimbursement by the NHIF beyond the value of the provided 

medical services. 
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Summary of the report on the clinical and pharmacoeconomic assessment of the health 

technology of the medicinal product Enhertu 

 

Health problem 

 

Breast carcinoma, defined as the uncontrolled abnormal growth of malignant breast tissue, is the 

most common cancer among women worldwide. Breast carcinoma is a heterogeneous disease that 

clinically and morphologically differs among patients and can be classified into the following 

subtypes: 

 Non-invasive breast carcinoma/ductal carcinoma in situ; 

 Invasive breast carcinoma. Invasive lobular carcinoma arising from the lobules of the 

breast is the second most common histological subtype; 

 Metastatic breast carcinoma (mBC). 

 

Breast carcinoma is also subdivided based on the receptor profile expressed on the tumor's cell 

surface. The receptors used in histological categorization are the estrogen receptor (ER) and 

progesterone receptor (PgR), collectively known as hormone receptors (HRs). HR-positive breast 

cancer is a tumor expressing ER and/or progesterone receptor (PgR) - these receptors stimulate 

tumor proliferation. If neither ER nor PgR is expressed on the tumor cells, the cancer is considered 

HR-negative. In addition to HR status, breast tumors are classified based on the expression of the 

human epidermal growth factor receptor 2 (HER2). 

 

Metastatic breast carcinoma (mBC) is an incurable disease. Despite the currently available 

treatment options, it is palliative by nature. The five-year survival rate for mBC is approximately 

27%. During the course of the disease, patients with mBC face challenges such as physical 

symptoms, emotional distress, and impairment in performing daily activities. mBC leads to a 

significant reduction in health-related quality of life (HRQoL), negatively affects work capacity, 

and increases the need for supportive care and the burden on caregivers. 

 

Trastuzumab deruxtecan (Enhertu) is an antibody-drug conjugate targeting HER2. The antibody 

is a humanized anti-HER2 IgG1 linked to deruxtecan, a topoisomerase I inhibitor - (DXd) 

connected through a cleavable linker based on tetrapeptide. The antibody-drug conjugate is stable 

in plasma. The function of the antibody part is to bind to HER2 expressed on the surface of certain 

tumor cells. Upon binding, the trastuzumab deruxtecan complex undergoes internalization and 

intracellular cleavage of the linker by lysosomal enzymes that are upregulated in tumor cells. Once 

released, DXd, which penetrates the membrane, induces DNA damage and leads to cell death 

through apoptosis. DXd, a derivative of exatecan, is approximately 10 times more potent than SN-

38, the active metabolite of irinotecan. 

 

Epidemiological data 
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According to GLOBOCAN data for 2020, the incidence in Bulgaria is 4,061 new cases, and the 

five-year prevalence is 15,207 cases. The gender-neutral mortality rate for 2020 in the country is 

1,533 people. According to the National Statistical Institute, 3,094 new cases of breast carcinoma 

were diagnosed in women in 2021 (46/100,000 people). 

 

Efficacy data 

 

 

The therapeutic efficacy and safety profile of trastuzumab deruxtecan is analyzed in one clinical 

trial: 

 

The DESTINY-Breast04 (NCT03734029) clinical trial is a phase III, randomized, open-label, 

multicenter, two-arm trial to compare the safety and efficacy of T-DXd versus physician's choice 

treatment (TPC) in patients with HER2-low uBC and/or mBC. Primary endpoint was PFS based 

on BICR. Secondary endpoints were overall survival (OS), objective response rate (ORR), 

duration of response (DoR), and investigator-assessed progression-free survival (PFS). 

 

The results of the clinical trial showed that at the end date of the primary efficacy analysis, the 

median PFS in the HR-positive cohort was 10.1 months in the trastuzumab deruxtecan group and 

5.4 months in the physician's choice treatment (TPC) group (hazard ratio for disease progression 

or death). Median PFS in the HR-negative cohort was 6.6 months in the trastuzumab deruxtecan 

group and 2.9 months in the TPC group. In all patients, the median PFS was 9.9 months in the 

trastuzumab deruxtecan group and 5.1 months in the TPC group. Median OS in the HR-positive 

cohort was 23.9 months in the trastuzumab deruxtecan group and 17.5 months in the TPC group. 

Median OS in the HR-negative cohort was 16.6 months in the trastuzumab deruxtecan group and 

10.3 months in the TPC group. Among all patients, median OS was 23.4 months in the trastuzumab 

deruxtecan group and 16.8 months in the TPC group. The percentage of patients with a confirmed 

objective response in the HR-positive cohort was 52.6% in the trastuzumab deruxtecan group and 

16.3% in the TPC group. Median DoR was 10.7 months in the trastuzumab deruxtecan group and 

6.8 months in the TPC group. Median DoR in the HR-positive cohort was 10.7 months in the 

trastuzumab deruxtecan group and 6.8 months in the TPC group. 

 

Safety data 

 

 

The most common side effects were nausea (76.8%), fatigue (56.1%), vomiting (44.6%), alopecia 

(39.1%), anemia (35.1%), neutropenia (34, 4%), constipation (34.3%), decreased appetite (33.1%), 

diarrhea (29.3%), elevated transaminases (27.6%), musculoskeletal pain (26.5%), leukopenia 

(24.3%) and thrombocytopenia (24.2%). 
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Data on comparators 

 

 

Comparable alternatives are capecitabine, eribulin, gemcitabine, paclitaxel, nab-paclitaxel). 

 

Pharmacoeconomic indicators 

 

 

Published health technology assessments performed by governmental institutions intended 

for the health care systems of other countries 

 

One positive assessment has been published by other government institution - Haute Autorité de 

Santé – HAS (France). 

 

Applied analysis 

Pharmacoeconomic cost-effectiveness analysis (CEA), in which the final outcome in terms of 

health benefits is presented as life-years gained (LYG), and cost-utility analysis (CUA), in which 

the final outcome in terms of health benefits is presented as quality-adjusted life-years gained 

(QALY), were applied. A comparative alternative is chemotherapy of the oncologist's choice, 

including capecitabine, eribulin, gemcitabine, paclitaxel, nab-paclitaxe. The perspective of the 

analysis is that of the paying institution - the National Health Insurance Fund (NHIF). Health 

benefits and costs are discounted at an annual discount factor of 3.5%. The selected time horizon 

is lifetime. A cohort-based survival model with three health states—progression-free, progressive 

disease, and death—was used for modeling. 

 

Health technology Enhertu is not cost-effective compared to current treatment practice, as the 

ICER on both measures is above the cost-effectiveness threshold of 3xGDP/capita. However, 

despite the higher costs, the health technology is associated with significantly better outcomes in 

terms of LYGs and QALYs, which are about 2 times higher in values compared to current therapy. 

 

Costs for the assessed health technology 

Costs included in the model are costs of the health technology and comparative alternatives, 

application costs, patient follow-up costs, and adverse event costs. 

 

Subgroup analysis 

Not attached. 

 

Budget impact analysis 

The budget impact analysis is conducted from the perspective of a paying institution - NHIF. The 

time horizon is 5 years. The target population included patients with unresectable or metastatic 

breast cancer with low HER2 expression who were treated with chemotherapy at the metastatic 

stage or had relapsed disease during or within 6 months of completing adjuvant chemotherapy. 
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The estimated number of patients in the first year is 50, and in the fifth - 83. The analysis was 

carried out, developing 2 scenarios "World with Enhertu" and "World without Enhertu". 

 

The analysis forecasted an increase in costs over a five-year period to NHIFs, excluding risk-

sharing agreements and patient access schemes. 

 

Conclusion 

 

 

Health technology trastuzumab deruxtecan (Enhertu) demonstrates median overall survival in 

patients of 23.4 months versus 16.8 months with physician's choice treatment. Median 

progression-free survival was 9.9 months with Enhertu versus 5.1 months with physician's choice 

treatment. Enhertu is also an alternative specifically indicated for the treatment of patients with 

unresectable or metastatic breast cancer with low HER2 expression. However, despite the higher 

costs, the health technology is associated with significantly better outcomes in terms of LYGs and 

QALYs. The budget impact analysis forecasts an increase in NHIF expenditure over the five-year 

period. 


