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Background
Breast cancer is the most common type of cancer 
worldwide (1). In Switzerland, more than 6000 wo-
men are diagnosed every year (2). In 15–20 % of all 
breast cancers, the human epidermal growth factor 
receptor 2 (HER2) gene is amplifi ed, overexpressed, 
or both (3). In these patients, the risk of metastases 
and recurrence is higher and outcomes have histori-
cally been poor, until HER2-targeted therapies inclu-
ding monoclonal antibodies, tyrosine kinase inhibi-
tors (TKIs), and antibody-drug conjugates (ADCs) 
have revolutionized patients’ treatment and impro-
ved survival rates (3). As fi rst-line regimen for pati-
ents with newly diagnosed metastatic HER2-positive 
breast cancer, current guidelines recommend dual 
HER2-blockade with the monoclonal antibodies 
trastuzumab and pertuzumab in combination with a 
taxane, based on the results of the CLEOPATRA trial 
(4). As an advancement of anti-HER2 antibodies, 
ADCs offer a combination of tumor-antigen specifi -
city and the potent cytotoxicity of chemotherapeutic 
agents, allowing for increased activity at tumor sites. 
The ADC trastuzumab emtansine (T-DM1) combines 
HER2-targeting with the cytotoxic microtubule inhi-
bitor maytansine. Until now, it was standard practice 
for second-line treatment based on a signifi cant im-
provement of progression free survival (PFS) and 
overall survival (OS) compared with lapatinib/capeci-
tabine in the pivotal phase III trial EMILIA (5). 
Beyond second line treatment, however, an univer-
sal consensus on best practice does not exist due 
to lack of randomized controlled trial data. Unders-
tanding resistance mechanisms remains a major 
challenge in defi ning optimal treatment sequences, 
especially with more effective agents becoming 
available. Currently, in later therapeutic lines, HER2-
blockade with trastuzumab beyond progression or 
TKIs are often maintained in combination with che-
motherapy or endocrine therapy, with limited bene-
fi t in this advanced setting (6). In hormone receptor-
positive (HR+) cases, endocrine treatment in 
combination with trastuzumab is an additional op-
tion.

Trastuzumab deruxtecan (T-DXd) is a next-genera-
tion ADC with different characteristics, including a 
higher antibody-to-drug ratio as compared to ol-
der ADCs. It combines HER2-targeting and the 
cytotoxic topoisomerase I inhibitor deruxtecan 
with a tumor-specifi c, cleavable linker (7). Deruxte-
can is cell membrane permeable, allowing it to 
reach neighboring cancer cells, even if they do not 
express HER2 (bystander effect). In the multicen-
ter open-label phase II trial DESTINY-Breast01 
with 184 heavily pretreated patients with HER2-
positive metastatic breast cancer, who had pro-
gressed under T-DM1, T-DXd achieved unprece-
dented response rates (8). Based on the results of 
this trial, T-DXd was approved for the treatment of 
unresectable or metastatic HER2-positive breast 
cancer after at least two prior lines of HER2-tar-
geted therapies in December 2019 in the United 
States and in January 2021 in Europe. At the time 
of the survey (November 2021), the drug was ap-
proved in Switzerland for the treatment of adult 
patients with unresectable locally advanced or 
metastatic HER2-positive breast cancer who have 
received at least two HER2-directed treatment re-
giments, including trastuzumab, and have had di-
sease progression during or after therapy with 
T-DM1.+ Further clinical trials are investigating T-
DXd in earlier lines of therapy. The open-label, 
randomized phase III trial DESTINY-Breast03 
(NCT03529110) evaluated T-DXd in a head-to-
head comparison versus T-DM1 in 524 patients 
previously treated with trastuzumab and taxane in 
second or later therapy lines. 
In this trial, T-DXd showed a signifi cant improve-
ment in PFS: while the median PFS was not reached 
in the T-DXd group (95% CI: 18.5–not estimable), 
PFS in the T-DM1 group was 6.8 months (95% CI: 
5.6–8.2) (9). OS data are currently not mature. At 12 
months, the percentage of patients who were alive 
without disease progression was 75.8% (95% CI: 
69.8–80.7) in patients who received T-DXd and 
34.1% (95% CI: 27.7–40.5) in patients who received 
T-DM1.
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Selected patients in Switzerland had access to T-DXd 
before its approval, typically through clinical trials 
and compassionate use programs. In this report, we 
share the fi rst clinical experiences and insights that 
we and other treating oncologists have acquired 
with T-DXd, as well as the challenges that were en-
countered with regards to T-DXd management.

Methods 
Survey design and study sample 
To obtain numerically evaluable data, a survey with 
25 questions was distributed via e-mail to 17 breast 
oncologists across Switzerland, whose patients ei-
ther had early access to T-DXd by participating in a 
compassionate use program, a clinical trial with T-
DXd, or upon agreement of the patient’s health insu-
rance. 

Questionnaire 
The questionnaire was developed by the medical 
communication agency IACULIS GmbH in collabora-
tion with the authors UB and KZ. The survey consisted 
of 25 questions in English language and required 
15–20 minutes to complete. The survey comprised 
both multiple choice and free text questions (see sup-
plementary Appendix). The setup and analysis of the 
survey provided for physician and patient anonymity.

Analysis
Results are presented either as total values or as per-
centage of total patients or a subset of patients, as 
indicated. The survey was neither designed nor in-
tended to enable statistical evaluations on T-DXd’s 
effi cacy and safety. Hence, statistical means of ana-
lysis were not applied.

Abstract

Summary 

BACKGROUND: HER2 is a prime example of how discovering and targeting oncogenic drivers can revolutionize clinical 
practice and achieve unprecedented outcomes. A new generation of HER2-targeted agents is now tackling the inherent 
challenges of drug resistance and lack of treatment options in later therapeutic lines in HER2-positive and HER2-low bre-
ast cancer. One of these agents is the antibody-drug conjugate trastuzumab deruxtecan, which has been approved in Swit-
zerland in November 2021.

OBJECTIVES: Selected patients in Switzerland had access to trastuzumab deruxtecan before its approval. The aim of this 
survey was to document the fi rst clinical experiences and insights that treating oncologists obtained with trastuzumab de-
ruxtecan therapy and management. These data could be informative for the future prescribers. 

METHODS: An online survey with 25 questions was distributed to 17 breast oncologists across Switzerland, whose pati-
ents either had early access to trastuzumab deruxtecan by participating in a compassionate use program, a clinical trial 
with trastuzumab deruxtecan, or upon agreement of the patient’s health insurance. The survey was open for 17 days, from 
November 12th to November 29th, 2021. 

RESULTS: 11 oncologists completed the survey (response rate: 64.7%), representing a total of 25 patients treated in pri-
vate practices, regional hospitals, university hospitals, as well as certifi ed breast cancer centers. Seventeen patients (68%) 
received trastuzumab deruxtecan in a compassionate use program. Four patients (16%) with HER2-low expressing meta-
static breast cancer (IHC 1+ or 2+, ISH negative) were enrolled in the phase III trial DESTINY-Breast04. Four patients 
(16%) obtained access to trastuzumab deruxtecan via request to their health insurances. T-DXd was most commonly 
(40%) administered as third-line treatment. Prior to trastuzumab deruxtecan, all patients with HER-2-positive disease (IHC 
3+ or ISH-confi rmed) had been exposed to a HER2-targeting monoclonal antibody, i.e., trastuzumab, pertuzumab or both. 
80% of them were exposed to trastuzumab emtansine and 80% had been exposed to a tyrosine kinase inhibitor. Adverse 
events specifi ed most were hematotoxicity (32%), alopecia (28%), nausea (24%), and fatigue (20%). Treatment-emergent 
interstitial lung disease occurred in 8% of the patients and required treatment discontinuation. 44% discontinued treat-
ment, mainly due to progressive disease and interstitial lung disease. 

CONCLUSION: The fi rst patients who have been treated with trastuzumab Deruxtecan in Switzerland and are represented 
in this survey differed from the participants of the pivotal clinical trials DESTINY-Breast01 and DESTINY-Breast03 with re-
gards to various baseline characteristics including age, performance status, comorbidities, and expression levels of HER2 
and hormone receptors. Yet, the treatment experience with trastuzumab deruxtecan was largely consistent with the fi n-
dings obtained in the pivotal clinical trials DESTINY-Breast01 and DESTINY-Breast03 with regards to side effects and the-
rapy management. The treatment strategy for HER2-positive metastatic breast cancer specifi ed by the participating oncolo-
gists refl ects that of international guidelines, i.e., initial dual HER2-blockade combined with chemo therapy in the fi rst line 
of treatment, followed by trastuzumab emtansine in the second line and a tyrosine kinase inhibitor, or, if accessible, tras-
tuzumab deruxtecan in the third line of treatment. 
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Results 
Response rate and background information on 
treating oncologists
By the data cut-off on November 29th, 2021, 11 on-
cologists had completed the questionnaire (res-
ponse rate 64.7%), representing a total of 25 pati-
ents. Nine of the responding oncologists 
administered T-DXd in the setting of a compassio-
nate use program (17 patients, 68%). One reported 
that their patients (n = 4, 16%) were enrolled in the 
phase III trial DESTINY-Breast04 (NCT03734029), 
which examines the effi cacy of T-DXd in HER2-low 
expressing metastatic breast cancer (HER2 IHC 1+ 

or 2+). One oncologist obtained access to T-DXd via 
request to the patients’ (n = 4, 16%) health insuran-
ces. Responding oncologists were practicing in pri-
vate practices (30.8%), certifi ed breast cancer cen-
ters (46.2%), university hospitals (23.1%), and 
regional hospitals (28.1%) across Switzerland (mul-
tiple answers were possible). 

Baseline characteristics of patients 
represented in this survey
All baseline characteristic and comorbidities asses-
sed in this survey are summarized in Table 1. The 
patients treated in Switzerland were at least 30 years 
of age, with the majority being 50–60 (32%) and 60–
70 (32%) years old. 32% of the patients (n=8) had an 
amplifi cation of HER2 demonstrated by in situ hybri-
dization (ISH). In those patients, information on the 
immunohistochemistry (IHC) status was not covered 
by the survey. Among the 17 patients whose HER2-
status was specifi ed via IHC scores, 10 had a score of 
3+ (40% of all patients, 58.8% of IHC-assessed pati-
ents), none had a score of 2+, and 7 patients had a 
score of 1+ (28% of all patients, 41,2% of IHC-asses-
sed patients). 

Comorbidities 
32% of the patients represented in this survey have 
a history of brain metastases and one patient (4%) 
had active brain metastases during T-DXd therapy 
(Table 1). None of the patients suffered from signi-
fi cant cardiac dysfunction. Liver dysfunction affec-
ted 16% and renal dysfunction affected 4% of the 
patients. Other comorbidities specifi ed via free 
text answers in this survey included diabetes, hy-
pertension, psychiatric disease and pulmonary em-
bolism.

T-DXd was mainly used in the third treatment 
line, after trastuzumab, pertuzumab 
and T-DM1
The patients represented in this survey received 
 T-DXd mainly in the third treatment line (40.0%), 
followed by the fourth (24.0%) (Figure 1). Specifi c 
information on fi rst-line treatment is available for 
16 patients. Three of those had HER2-low expres-
sing disease (IHC 1+) and 13 had HER2-positive 
disease as confi rmed by IHC 3+ or ISH. In 61.5% of 
the 13 patients with HER2-positive disease, fi rst-
line treatment was dual HER2-blockade with trastu-
zumab and pertuzumab, in 23.1% trastuzumab mo-
notherapy, and 15.4% received pertuzumab 
monotherapy (Figure 2A). For 9 HER2-positive pa-
tients, second-line treatment information is availa-
ble. Among those, 77.8% received T-DM1 (Figure 
2B). The remaining patients received either se-
cond-line endocrine therapy (11.1%) or pertuzu-
mab (11.1%). 
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Table 1
BASELINE CHARACTERISTICS

patients represented
in this survey
(n = 25)

DESTINY- 
Breast01
(n = 184) (8)

DESTINY-Breast03, 
T-DXd arm 
(n = 261) (9)

Median age, years median spana: 
60–70 

55 54.3

female 100% 100% 99.6%

Race

White 100% 54.9% n/s

Asian 0.0% 38.0% n/s

      Other or missing data 0.0% 7.1% n/s

HR+ disease 68.0% 53.0% 50.2%

HER2 expression

IHC 3+ ≥40%* 83.7% 89.7%

      IHC 1+ ≥28%* 15%** 0.4%

ECOG performance status

      0 54.2% 55.4% 59.0%

      1 33.3% 44.0% 40.6%

      2 12.5% 0.2%± 0%±

Comorbidities 

 Brain metastases

treated, asymptomatic 32.0% 13.0% 23.8%

active 4.0% 0.0%± 0.0%±

visceral disease 92.0% 91.8% 70.5%

cardiac dysfunction 0.0% n/s n/s

liver dysfunction 16.0% n/s n/s

renal dysfunction 4.0% n/s n/s

Baseline characteristics of patients represented in this survey (answers from 11 oncologists, representing 
25 patients) and participants of the DESTINY-Breast01 trial and the T-DXd-arm of the DESTINY-Breast03 
trial. 

* aage options in this survey: <20, 20–30, 30–40, 40–50, 50–60, 70–80, >80; IHC information on 8 patients with ISH+ di-
sease is missing. Therefore, percentages might be higher. **patients with IHC 1+ or IHC2+ and ISH+ disease. ECOG: Eas-
tern Cooperative Oncology Group scale; HR+: hormone receptor-positive; IHC: immunohistochemistry; ISH: in situ hybridi-
zation; n/s: not  specifi ed.
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Third-line treatment has been specifi ed for 7 pati-
ents with HER2-positive disease. These patients 
mainly received HER2-directed TKIs (62.5%), T-DM1 
(14.3%) or a combination of both (14.3%) (Figure 
2C). For 5 HER2-positive metastatic breast cancer 
patients, the complete regimen of previous treat-
ment lines prior to T-DXd is available: All these pa-
tients received trastuzumab, pertuzumab or both 
(Figure 2D). 80% were exposed to T-DM1, and 80% 
were exposed to an anti-HER2 TKI prior to T-DXd 
therapy. 
Patients with HER2-low expressing metastatic bre-
ast cancer (IHC 1+) received chemotherapy without 
HER2-targeting as fi rst-line therapy (n = 2), followed 
by endocrine therapy (n = 1) prior to T-DXd therapy. 
Another patient with IHC 1+ disease was treated 
with trastuzumab as fi rst-line therapy, followed by 
T-DM1 and a TKI, before she received T-DXd. For 
the other 4 patients with HER2-low disease in this 
survey, no information on previous therapies was 
specifi ed. 

Most common adverse events were 
hematotoxicity, alopecia, nausea, and fatigue 
Treatment-emergent adverse events (TEAEs) of 
any grade as specifi ed by free text answers were 
hematotoxicity (not further specifi ed), alopecia, 
nausea, fatigue, asthenia, weight loss, and diarrhea 
(Table 2). Five patients (20%) did not experience 
any side effects during T-DXd therapy. T-DXd the-
rapy is associated with a 0.5–15% risk of interstitial 
lung disease (10), which also occurred in 8% of the 
patients represented in this survey and required 
treatment discontinuation. TEAEs required dose 
reductions in 20% of patients and treatment di-
scontinuation in 12%. 
Most patients (88%) started T-DXd treatment with 
the recommended starting dose of 5.4 mg/kg ad-
ministered in the pivotal T-DXd trials (8, 9). For three 
patients (12%), lower starting doses were adminis-
tered, due to bone marrow toxicity of a prior the-
rapy, impaired liver function, and limited availability 
of the drug, respectively, as specifi ed by free text 
answers. 

Treatment discontinuation rate and disease 
progression 
Upon data cut-off on November 29, 2021, respon-
ding oncologists indicated that 44% of the patients 
(n = 11) had discontinued T-DXd treatment (Figure 
3A). The majority of the respondents specifi ed the 
time to treatment discontinuation as 3–6 months or 
more than 6 months (both 45.5% of patients who 
discontinued T-DXd). For 36% of all patients (n = 9), 
disease progression under T-DXd therapy was re-
ported. All of them discontinued treatment. Of the 
9 patients who suffered from disease progression 
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Figure 1:

Figure 1: T-DXd administration by treatment line in patients with HER2-posi-
tive and HER2-low expressing disease, respectively. Graphs show percentage 
of (A) 18 patients with HER2-positive disease (IHC 3+ or ISH-confi rmed) and 
(B) 7 patients with HER2-low disease (IHC 1+).
ISH: in situ hybridization; mBC: metastatic breast cancer. 

Figure 2: Previous systemic therapies in HER2-positive metastatic breast 
 cancer patients represented in this survey (IHC 3+ or ISH-confi rmed). A-C: 
 Graphs show percentage of patients for whom fi rst to third line regimens 
were specifi ed by the responding oncologists. D: Complete regimens for all 
treatment lines prior to T-DXd were available for 5 patients. 
HER2+: HER2-positive; mBC: metastatic breast cancer; T-DM1: trastuzumab 
 emtansine;  T-DXd: trastuzumab deruxtecan; TKI: tyrosine kinase inhibitor. 
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under T-DXd therapy, 56% progressed within 3–6 
months of T-DXd therapy and 33% progressed wit-
hin more than 6 months. In the DESTINY-Breast01 
trial, 28.8% of the patients discontinued due to 
progressive disease (median follow-up: 11.1 
months). In the DESTINY-Breast03 trial, 25.3% of 
the T-DXd-treated patients discontinued treatment 
due to progressive disease after a median follow-
up of 16.2 months.

Safety monitoring is considered manageable, 
with exceptions
The patients represented in this survey were moni-
tored weekly during the fi rst 2–3 cycles and every 3 
weeks, once the dose was stably adjusted and no 
additional adverse events occurred. For over two 
thirds of the patients (68%), the questioned physi-
cians described the required amount of safety mo-
nitoring as manageable and rated the correspon-
ding survey question with a score of 5, the best 
score on a scale from 1 (burdensome) to 5 (mana-
geable) (data not shown). For the great majority of 
the responding oncologists (82.8%), the safety pro-
fi le they observed in their own patients refl ects the 
fi ndings from the two clinical trials DESTINY- 
Breast01 and DESTINY-Breast03.
Overall, physicians as well as the patients (as repor-
ted by the physicians) were satisfi ed with the tole-
rability of T-DXd (Figure 4). However, adverse 
events compromised the tolerability of T-DXd in 
some cases of severe nausea and hematological 
toxicities (both grade 3), ILD and asthenia. 

Discussion
Novel HER2-targeted TKIs and ADCs provide promi-
sing new therapeutic options for patients with HER2-

Table 2
Treatment-emergent Adverse Events

patients represented
in this survey
(n = 25)

DESTINY- 
Breast01
(n = 184) (8)

DESTINY-Breast03, 
T-DXd arm
(n = 257) (9)

TEAEs, all grades

     Hematological toxicity 32% n/s* n/s*

     Alopecia 28% 48.4% 36.2%

     Nausea 24% 77.3% 72.8%

     Fatigue 20% 49.5% 44.7%

     Asthenia 12% 14.1% n/s

     Weight loss 8% n/s n/s

     Diarrhea 8% 29.2% 23,7%

     Dysphagia 4% n/s n/s

     Decreased appetite 4% 31.0% 26.1%

     Constipation 4% 35.9% 22.6%

TEAEs of special interest

     Interstitial lung disease 8% 13.6% 10.5%

TEAEs leading 
to dose reduction

20% 23.4% 21.4%

    Hematological toxicity 
Gr. 3

8% n/a n/a

Hematological toxicity Gr.3 
and nausea Gr. 3

4% n/a n/a

    Asthenia 4% n/a n/a

Not further specifi ed 4% n/a n/a

TEAEs leading 
to treatment 
discontinuation

12% 15.2% 12.8%

     Interstitial lung disease 8% 2.7% 8.2%

     Not further specifi ed 4% n/a n/a

Treatment-emergent Adverse Events (TEAEs) in patients represented in this survey (answers from 11 
 oncologists, representing 25 patients) and participants of the DESTINY-Breast01 trial and the T-DXd-arm of 
the DESTINY-Breast03 trial. 

*Only specifi c hematological toxicities were assessed. Gr.: Grade; n/a: not applicable; n/s: not specifi ed.

Figure 3: Treatment discontinuation among the patients represented in this survey at the cut-off date on November 29th, 2021. 
AE: adverse events; ILD: interstitial lung disease; T-DXd: trastuzumab deruxtecan.
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positive and HER2-low metastatic breast cancer in 
different clinical settings and treatment lines. The 
next-generation ADC trastuzumab deruxtecan has 
shown impressive outcomes in second line therapy 
and later lines. This report summarizes the fi rst expe-
riences made with T-DXd management in Switzer-
land. 

Baseline characteristics differ from those 
of clinical trial populations  
As compared to the participants of the pivotal T-
DXd trials DESTINY-Breast01 and DESTINY-Bre-
ast03, the fi rst patients treated with T-DXd in 
Switzerland covered by this survey are less di-
verse with regards to their ethnicity. While the 
patients represented in the survey were exclusi-
vely white, the DESTINY-Breast01 trial comprised 
38% of patients of Asian origin (8). In the DE-
STINY-Breast03 trial, 57.1% of the participants 
received T-DXd treatment in Asia (race not speci-
fi ed) (9). 

Further, the patients represented in this survey 
show a greater burden of comorbidities and are 
more restricted in their functional status as com-
pared to the participants of the DESTINIY-Bre-
ast01 and -03 trials (8, 9). Specifi cally, 32% of the 
survey patients have a history of brain metasta-
ses, which is in line with the overall prevalence of 
brain metastases of 30–55% in patients with 
HER2-positive metastatic breast cancer (3). The 
percentage of patients with treated, asymptoma-
tic brain metastases in the DESTINY-Breast01 
and DESTINY-Breast03 trials was 13.0% and 
23.8% (T-DXd arm), respectively (8, 9). While these 
trials excluded patients with active brain meta-
stases, the patient population of the survey inclu-
des one individual (4%) with active brain metasta-
ses. Similarly, while patients with a performance 
status score above 1 on the ECOG scale were not 
eligible to participate in these trials, 12.5% of the 
patients in this survey had an ECOG performance 
score of 2. In addition, the patients in the survey 
were older and the prevalence of confi rmed 
HER2-low expressing disease (IHC 1+) as well as 
the prevalence of hormone receptor (HR)-posi-
tive disease was higher as compared to the pati-
ents treated with T-DXd in the DESTINY-Breast01 
and DESTINY-Breast03 trials (8, 9). The higher 
prevalence of confi rmed HER2-low cases is, ho-
wever, not surprising, given that the pivotal trials 
DESTINY-Breast01 and DESTINY-Breast03 exclu-
ded patients with HER2-low cancers, while this 
survey specifi cally addressed oncologists whose 
patients participated in the DESTINY-Breast04 
trial with HER2-low expressing metastatic breast 
cancer patients.

First patients received T-DXd in later lines, 
while previous exposure is comparable to trial 
population 
In the DESTINY-Breast01 trial, patients had a me-
dian of six (range 2–27) previous cancer regimens, 
while most of the participants of the DESTINY-Bre-
ast03 trial received T-DXd in the second (49.8%) or 
third (21.5%) treatment line (8, 9). The patients re-
presented in this survey received T-DXd mainly in 
the third treatment line (40.0%), followed by the 
fourth (24.0%).
In the trials DESTINY-Breast01 and DESTINY- 
Breast03, all patients (100% and 99.6%, respecti-
vely) have been previously exposed to trastuzu-
mab. Comparably, all HER2-positive patients 
represented in this survey have also been exposed 
to a HER2-targeting antibody. In the HER2-positive 

Figure 4: Physician-assessed tolerability of T-DXd. 
Graphs show percentage values of answers from 11 oncologists, represen-
ting 25 patients. 
T-DXd: trastuzumab deruxtecan. 
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population of this survey, the most common se-
cond-line treatment was T-DM1, followed by a 
HER2-targeting TKIs in the third line. Hence, the 
HER2-targeted approaches pursued by the partici-
pating physicians in Switzerland conforms with in-
ternational guidelines. These recommend initial 
dual HER2-blockade combined with chemother-
apy in the fi rst line, followed by T-DM1 in the se-
cond line and a TKI, or, if accessible, T-DXd in the 
third line of treatment (4). These sequences can be 
modifi ed for the patients having received some of 
these drugs in the adjuvant setting. 

Distribution of adverse events is similar, 
although with lower overall prevalence 
Overall, the types of adverse events as well as the 
frequency of dose reductions specifi ed in this survey 
are consistent with those observed in the DESTINY-
Breast01 trial and the T-DXd arm of the DESTINY-
Breast03 trial (8, 9). Specifi cally, hematotoxicity, nau-
sea, fatigue, and alopecia were specifi ed most in 
free text answers in this survey and were also the 
most abundant adverse events in the trials DESTINY-
Breast01 and -03 (8, 9). Of note, hematological ad-
verse events reported in these trials were specifi ed 
and categorized into lymphopenia, neutropenia, 
and thrombocytopenia, while the responses of this 
survey were not specifi ed beyond the term «hemato-
toxicity». 

Interstitial lung disease is a notable risk
ILD is a critical risk for patients treated with T-DXd, 
requiring active surveillance and management. In 
the DESTINY-Breast01 and DESTINY-Breast03 trials, 
patients with a history of noninfectious ILD or pneu-
monitis requiring the use of glucocorticoids, or a 
current or suspected ILD or pneumonitis were exclu-
ded. 13.6% of the participants of the DESTINY-Bre-
ast01 trial developed ILD, which led to death in 16% 
of these patients (2.2% of the total patient popula-
tion) (8). In the DESTINY-Breast03 trial, 10.5% of the 
patients who received T-DXd developed a drug-re-
lated ILD, with no ILD-related deaths reported (cut-
off date: May 21, 2021) (9). In the patient population 
represented in this survey, 2 patients (8%) develo-
ped ILD, requiring for treatment discontinuation. 
Early diagnosis and intervention are key for optimal 
ILD management. Patients must be counseled and 

educated to monitor and report respiratory symp-
toms such as cough, dyspnea, or even fever 
promptly.

Conclusion 
Although patients represented in this survey differed 
from the participants in T-DXd clinical trials with re-
gards to various baseline criteria, the fi rst experien-
ces oncologists obtained with T-DXd therapy in Swit-
zerland are in accordance with the reports from the 
two pivotal T-DXd trials DESTINY-Breast01 and DE-
STINY-Breast03. While nausea, hematotoxicity, and 
ILD need to be monitored carefully and handled di-
ligently, T-DXd was generally rated well tolerated. 
The overall safety profi le was considered manage-
able by the respondents of this survey. 
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+Since June 2022, trastuzumab deruxtecan is approved in Switzerland for Mono-
therapy treatment of adult patients with unresectable or metastatic HER2-positive 
breast cancer who have received at least one HER2-directed treatment regimen, 
including trastuzumab and a taxane, and have had disease progressive either at 
the metastatic stage or within 6 months of the end of adjuvant or neoadjuvant 
therapy.
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