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Substance: Trastuzumab 
Deruxtecan 
 

Brand Name: Enhertu 
 

Originator/licensee: Daiichi 
Sankyo Europe GmbH 
 

Classification: NI 
 

ATC code: L01XC 
 

Orphan Status: 
Eu: No 
Us: No 
 

Mechanism of action:  
T-DXd is a HER2-targeted 
antibody-drug conjugate. 
The antibody trastuzumab 
is  attached to deruxtecan, 
a topoisomerase I inhibitor. 
The function of the 
antibody portion is to bind 
to HER2 expressed on the 
surface of certain tumour 
cells. After binding, the 
trastuzumab deruxtecan 
complex then undergoes 
internalisation and 
intracellular linker cleavage 
by lysosomal enzymes that 
are upregulated in cancer 
cells. Upon release, 
deruxtecan causes DNA 
damage and apoptotic cell 
death [1]. 

Authorized Indication:  
EMA: T-DXd as monotherapy is 
indicated for the treatment of 
adult pts with unresectable or 
metastatic HER2 positive breast 
cancer who have received one or 
more prior anti HER2 based 
regimens [2]. 
FDA: T-DXd is indicated for the 
treatment of adult pts with 
unresectable or metastatic HER2-
positive breast cancer who have 
received a prior anti-HER2-based 
regimen either in the metastatic 
setting, or in the neoadjuvant or 
adjuvant setting and have 
developed disease recurrence 
during or within six months of 
completing therapy [3]. 
 

Route of administration: IV 
 

Licensing status 
EU CHMP P.O. date: 23/06/2022 
FDA M.A. date: 04/05/2022 
 

EU Speed Approval Pathway: Yes 
FDA Speed Approval Pathway: 
No 
 
----- 

ABBREVIATIONS: 
AE: Adverse Event 
HER2: Human epidermal growth factor 
receptor 2 
HR: Hazard Ratio 
IRC: Independent Review Committee 
IV: Intravenous 
MBC: Metastatic Breast Cancer 
PFS: Progression-Free Survival 
Pts: Patients 
Q3W: Every 3 Weeks 
SAE: Serious Adverse Event 
T-DM1: Trastuzumab emtansine 
T-DXd: Trastuzumab deruxtecan 

Summary of clinical EFFICACY: 
DESTINY-Breast03 (NCT03529110) is a phase 3, multicenter, open-label, randomized trial to 
compare T-DXd to T-DM1 in pts with HER2-positive, unresectable, and/or MBC who received 
prior trastuzumab and taxane therapy for metastatic disease or developed disease recurrence 
during or within 6 months of completing neoadjuvant or adjuvant therapy. Pts were 
randomized 1:1 to receive either T-DXd (5.4 mg/kg, n=261) or T-DM1 (3.6 mg/kg, n=263) IV 
Q3W until unacceptable toxicity or disease progression.  
The primary efficacy endpoint was PFS based on blinded IRC. The median PFS was not reached 
(95% CI, 18.5 to could not be estimated) in the T-DXd group and was 6.8 months (95% CI, 5.6 to 
8.2) in the T-DM1 group. At 12 months, the percentage of pts who were alive without disease 
progression, as assessed by blinded IRC, was 75.8% (95% CI, 69.8 to 80.7) with T-DXd as 
compared with 34.1% (95% CI, 27.7 to 40.5) with T-DM1; the HR for disease progression or 
death from any cause was 0.28 (95% CI, 0.22 to 0.37; P<0.001). The median overall survival was 
not reached in either treatment group (HR, 0.55; 95% CI, 0.36 to 0.86; P = 0.007) [4].  
 

Summary of clinical  SAFETY: 
The incidence of AEs was 99.6% in the T-DXd group vs 95.4% in the T-DM1 group. The incidence 
of drug-related AEs was 98.1% with T-DXd and 86.6% with T-DM1. The most common drug-
related AEs of any grade were nausea (72.8% of pts in the T-DXd group vs 27.6% in the T-DM1 
group), fatigue (44.7% vs 29.5%), vomiting (44.0% vs 5.7%), neutropenia (42.8% vs 11.1%) and 
alopecia (36.2% vs 2.3%). SAEs were reported 19.1% of pts in the T-DXd group and in 18.0% of 
pts in the T-DM1 group. The incidence of AEs that resulted in the discontinuation of the trial 
treatment was 13.6% in the T-DXd group and 7.3% in the T-DM1 group [4]. 
 

Ongoing studies: 
● For the same indication: NCT04622319, NCT04739761, NCT04494425, NCT04784715, 

NCT0511325, NCT0352358, NCT03734029 

● For other indications: Yes 

Discontinued studies (for the same indication): NCT04298918 
----- 
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Cost of therapy: 
The cost for T-DXd IV powder for injection 100 mg is 
around $2,563 [5]. The cost for one cycle for a 70 kg 
man is around $10,252. 
 

Epidemiology: 
Approximately 15%-20% of breast cancers harbor 
HER2 overexpression and/or amplification. The 
development of HER2-targeted therapies altered the 
natural course of HER2-positive early and MBC by 
significantly decreasing relapse rates for pts treated 
with curative intent and prolonging survival of pts 
with metastatic disease [6]. 
----- 
POSSIBLE PLACE IN THERAPY 
For pts presenting disease relapse during or within 6 
months after completing adjuvant therapy, the 
preferred treatment option is T-DXd. For pts with 
MBC diagnosed between 6 and 12 months after 
completing adjuvant therapy, if the regimen used in 
the adjuvant setting included pertuzumab, T-DXd 
would be the preferred treatment. For pts with 
treatment-free interval between 6 and 12 months 
after exposure to pertuzumab-free adjuvant 
regimens trastuzumab, pertuzumab and a taxane 
can be considered as first-line option [6]. 
 

OTHER INDICATIONS IN DEVELOPMENT 
Gastric Cancer, Adenocarcinoma, Non-Small Cell 
Lung Cancer [7].  
 

SAME INDICATION IN EARLIER LINE(S) OF 
TREATMENT: 
NCT04784715, NCT05113251 
 

OTHER DRUGS IN DEVELOPMENT for the SAME 
INDICATION  
Pyrotinib, Margetuximab, Alpelisib, Inetetamab [8]. 
 

*Service reorganization: No 
*Possible off label use: Yes 
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