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* Plenary Session 



Å Approval was based on positive results from the DESTINY-Breast03 Phase III trial
Å Enhertu® reduced the risk of disease progression or death by 72% vs. trastuzumab emtansine (T-DM1) (HR 0.28; 

95% CI: 0.22-0.37; p<0.0001) in patients with HER2+ unresectable and/or metastatic breast cancer previously 
treated with trastuzumab and a taxane----safety data updated at ASCO 2022

ÅNCCN guidelines: Enhertu® is a preferred category 1 treatment in the 2nd line setting for HER2-
positive BC 
Å Fam-trastuzumab deruxtecan-nxkimay be considered in the first-line setting as an option for select patients (i.e., 

those with rapid progression within 6 months of neoadjuvant or adjuvant therapy [12 months for pertuzumab-
containing regimens]).
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On May 4, 2022, the FDA approved fam-trastuzumab deruxtecan-nxki (Enhertu®) for 
adult patients with unresectable or metastatic HER2+ 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 6 months of completing therapy.

FDA APPROVAL



¦ǇŘŀǘŜŘ ǎŀŦŜǘȅ Řŀǘŀ ǇǊŜǎŜƴǘŜŘ ŀǘ !{/h нлнн

Å aƻǎǘ ¢9!9ǎ ǿŜǊŜ ƎǊŀŘŜ м ƻǊ н ǿƛǘƘ ŜȄǇƻǎǳǊŜπŀŘƧǳǎǘŜŘ 
ƛƴŎƛŘŜƴŎŜ ǊŀǘŜǎ ƻŦ ƎǊŀŘŜ җо ¢9!9ǎ ŀƴŘ ǎŜǊƛƻǳǎ ¢9!9ǎ 
ǿŜǊŜ ƭƻǿŜǊ ǿƛǘƘ ¢π5·ŘǘƘŀƴ ¢π5aм

Å wƛǎƪ ƻŦ ƴŀǳǎŜŀΣ ǾƻƳƛǘƛƴƎΣ ŦŀǘƛƎǳŜ ŀƴŘ ŀƭƻǇŜŎƛŀ ǿŀǎ 
ƘƛƎƘŜǊ ŦƻǊ ¢π5·Ř

Å ¢ƘŜǊŜ ǿŜǊŜ ƴƻ ŀŘŘƛǘƛƻƴŀƭ ƎǊŀŘŜ о ŀŘƧǳŘƛŎŀǘŜŘ 
L[5κǇƴŜǳƳƻƴƛǘƛǎ ŜǾŜƴǘǎ ǿƛǘƘ ¢π5·ŘŀƴŘ ƴƻ ƎǊŀŘŜ п ƻǊ 
р ŜǾŜƴǘǎ ƻǾŜǊŀƭƭ
ÅaŜŘƛŀƴ ǘƛƳŜ ǘƻ мǎǘƻƴǎŜǘΥ с ƳƻƴǘƘǎ

Å/ƻƴǘƛƴǳŜ ǘƻ ƳƻƴƛǘƻǊ ŦƻǊ L[5κǇƴŜǳƳƻƴƛǘƛǎ

DESTINY-Breast03
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Adjudicated Drug-Related 
ILD/Pneumonitis

ŀtŀǘƛŜƴǘƘŀŘ ŀƴ ŜǾŜƴǘ ƻŦ ǇǳƭƳƻƴŀǊȅ ŜƳōƻƭƛǎƳ ǘƘŀǘ ǘƘŜ ƛƴǾŜǎǘƛƎŀǘƻǊ ŎƻƴǎƛŘŜǊŜŘ ǘƻ ōŜ ƎǊŀŘŜ рΦ ¢Ƙƛǎ ǿŀǎ ƛƴƛǘƛŀƭƭȅ ǊŜǇƻǊǘŜŘ ŀǎ ǊŜǎǇƛǊŀǘƻǊȅ ŦŀƛƭǳǊŜ 
ōǳǘ ǎǳōǎŜǉǳŜƴǘƭȅ ǳǇŘŀǘŜŘ ǘƻ ǇǳƭƳƻƴŀǊȅ ŜƳōƻƭƛǎƳΦ ¢ƘŜ L[5 ŀŘƧǳŘƛŎŀǘƛƻƴ ŎƻƳƳƛǘǘŜŜ ŀŘƧǳŘƛŎŀǘŜŘ ǘƘƛǎ ŜǾŜƴǘ ŀǎ ŘǊǳƎ ςǊŜƭŀǘŜŘ ƎǊŀŘŜ м 
L[5κǇƴŜǳƳƻƴƛǘƛǎΦ ¢ƘŜ ŘŜŀǘƘ ǿŀǎ ƴƻǘ ŜǾŀƭǳŀōƭŜ ŦƻǊ ŀŘƧǳŘƛŎŀǘƛƻƴΦ ¢ƘŜ ƛƴǾŜǎǘƛƎŀǘƻǊ ǊŜŎƻǊŘŜŘ ŘƛǎŜŀǎŜ ǇǊƻƎǊŜǎǎƛƻƴ ŀǎ ǘƘŜ ǇǊƛƳŀǊȅ ŎŀǳǎŜ ƻŦ ŘŜŀǘƘΦ

Drug-wŜƭŀǘŜŘ ¢9!9ǎ wŜǇƻǊǘŜŘ ƛƴ җнл҈ ƻŦ tŀǘƛŜƴǘǎ ƛƴ 9ƛǘƘŜǊ ¢ǊŜŀǘƳŜƴǘ !ǊƳ

SUMMARY

ASCO 2022. Abstr1000. 



5ƻŜǎ ŦŀƳπǘǊŀǎǘǳȊǳƳŀō ŘŜǊǳȄǘŜŎŀƴό¢π5·Řύ 
ǇǊƻǾƛŘŜ ōŜƴŜŦƛǘ ǘƻ ǇŀǘƛŜƴǘǎ ǿƛǘƘ ǇǊŜǾƛƻǳǎƭȅ 

ǘǊŜŀǘŜŘ I9wнπƭƻǿ Ƴ./Κ

DESTINY-Breast04CLINICAL QUESTION
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I9wнπκIwҌ

Current Classification and Treatment  based on  HER2  testing 

HER2-/HR-
(TNBC)

HER2+ 
(IHC 3+ or ISH+)
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Endocrine therapy 
ET combinations

CDK 4/6 inhibitors
PARP inhibitors

Chemotherapy
PD-1 inhibitor

PARP inhibitors
Sacituzumab govitecan

DESTINY-Breast04
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How is HER2-low defined?

CLINICAL QUESTION 

HER2-low
(IHC 1+, 2+/ISH-)

I9wнπ
όLI/ лύ
ό¢b./ύ

New Classification after DESTINY-Breast 04? 

Missing on this definition is 
IHC 0-1, but ISH+

HER2+ 
(IHC 3+ or 2+/ISH+)

5ŀƛŎƘƛƛ{ŀƴƪȅƻ ŘŜŦƛƴƛǘƛƻƴTraditional definition

HER2+ 
(IHC 3+ or 2+/ISH+)

DaichiiSankyo definition



{ǘǳŘȅ 5ŜǎƛƎƴΥ aǳƭǘƛŎŜƴǘŜǊΣ ǊŀƴŘƻƳƛȊŜŘΣ ƻǇŜƴπƭŀōŜƭ ǇƘŀǎŜ LLL ǘǊƛŀƭ

ASCO 2022. AbstrLBA03. 

Primary endpoints: PFS by BICR (HR+)
Key secondary endpoints: PFS by BICR (all patients); OS (HR+ and all patients)

DESTINY-Breast04
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Å HER2-low (IHC 1+ or IHC 2+/ISH-)
unresectable or metastatic BC

Å 1-2 lines of chemotherapy in the 
ƳŜǘŀǎǘŀǘƛŎ ǎŜǘǘƛƴƎ ƻǊ ǊŜŎǳǊǊŜƴŎŜ Җс Ƴƻ 
after adjuvant CT

Å җм 9¢ ƛŦ IwҌ 
Å Treated, stable brain metastases eligible

(N = 557)

T-DXd 5.4 mg/kg q3w
(n = 373) 

¢ǊŜŀǘƳŜƴǘ ƻŦ ǇƘȅǎƛŎƛŀƴΩǎ ŎƘƻƛŎŜ ό¢t/ύ
(capecitabine, eribulin, gemcitabine, paclitaxel, 

or nab-paclitaxel)
(n = 184)

{ǘǊŀǘƛŦƛŜŘ ōȅ I9wнπƭƻǿ ǎǘŀǘǳǎ όLI/мҌ Ǿǎ LI/нҌ ŀƴŘ 
L{IπύΣ І ƻŦ ǇǊƛƻǊ ƭƛƴŜǎ ƻŦ ŎƘŜƳƻǘƘŜǊŀǇȅ όм Ǿǎ нύΣ Iw 
ǎǘŀǘǳǎ όIwҌ ώǿƛǘƘ Ǿǎ ǿƛǘƘƻǳǘ ǇǊŜǾƛƻǳǎ /5Yпκс 

ƛƴƘƛōƛǘƻǊϐ Ǿǎ Iwπύ

IwҌ Ғ пул              Iw-Ғ слR
2:1

KEY DATA

5ŀǘŀ ŎǳǘƻŦŦΥ WŀƴǳŀǊȅ ммΣ нлнн



ASCO 2022. AbstrLBA03. 

DESTINY-Breast04
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Characteristic
HR+ Patients All Patients

T-DXd 
(n = 331)

TPC
(n = 163)

T-DXd 
(n = 373)

TPC
(n = 184)

Median age, yr (range) 57 (32-80) 56 (28-80) 58 (32-80) 56 (28-80)

Female, n (%) 329 (99) 163 (100) 371 (99) 184 (100)

Region, n (%)
ÅEurope + Israel
ÅAsia
ÅNorth America

149 (45)
128 (39)
54 (16)

73 (45)
60 (37)
30 (18)

166 (45)
147 (39)
60 (16)

85 (46)
66 (36)
33 (18)

HER2 status (IHC), n (%)
Å1+
Å2+/ISH-

193 (58)
138 (42)

95 (58)
68 (42)

215 (58)
158 (42)

106 (58)
78 (42)

ECOG PS, n (%)
Å0
Å1

187 (57)
144 (44)

95 (58)
68 (42)

200 (54)
173 (46)

105 (57)
79 (43)

HR, n (%)
ÅPositive
ÅNegative

328 (99)
3 (1)

162 (99)
1 (1)

333 (89)
40 (11)

166 (90)
18 (10)

Brain metastases, n (%) 18 (5) 7 (4) 24 (6) 8 (4)

Liver metastases, n (%) 247 (75) 116 (71) 266 (71) 123 (67)

Lung metastases, n (%) 98 (30) 58 (36) 120 (32) 63 (34)

Baseline Characteristics



ASCO 2022. AbstrLBA03. 

DESTINY-Breast04
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KEY DATA

Prior Therapies

Prior Therapy
HR+ Patients All Patients

T-DXd 
(n = 331)

TPC
(n = 163)

T-DXd 
(n = 373)

TPC
(n = 184)

Median lines of systemic therapy,* n (range)
# of prior lines of systemic therapy*, n (%)

Å 1
Å 2
Åҗ3

3 (1-9)

23 (7)
85 (26)
223 (67)

3 (1-8)

14 (9)
41 (25)
108 (66)

3 (1-9)

39 (10)
100 (27)
234 (63)

3 (1-8)

19 (10)
53 (29)
112 (61)

Median lines of chemotherapy,* n (range)
# of prior lines of chemotherapy*, n (%)

Å 0
Å 1
Å 2
Åҗ3

1 (0-3)

1 (0.3)
203 (61.3)
124 (37.5)

3 (0.9)

1 (0-2)

1 (0.6)
93 (57.1)
69 (42.3)

0

1 (0-3)

1 (0-3)
221 (59.2)
145 (38.9)

6 (1.6)

1 (0-2)

1 (0.5)
100 (54.3)
83 (45.1)

0

Median lines of ET,* n (range)
# of prior lines of ET,* n (%)

Å 0
Å 1
Å 2
Åҗ3

2 (0-7)

28 (8)
105 (32)
110 (33)
88 (37)

2 (0-6)

17 (10)
49 (30)
53 (33)
44 (27)

2 (0-7)

60 (16)
108 (29)
115 (31)
90 (24)

2 (0-6)

34 (18)
51 (28)
54 (29)
45 (24)

Prior targeted cancer therapy, n (%)
ÅCDK4/6 inhibitor

259 (78)
233 (70)

132 (81)
115 (71)

279 (75)
239 (64)

140 (76)
119 (65)



ASCO 2022. AbstrLBA03. 
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KEY DATA

Progression-Free Survival

IwҌ tŀǘƛŜƴǘǎ όмŀǊȅ ŜƴŘǇƻƛƴǘύ All Patients



ASCO 2022. AbstrLBA03. 

DESTINY-Breast04
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KEY DATA

Overall Survival

HR+ Patients !ƭƭ tŀǘƛŜƴǘǎ
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DESTINY-Breast04
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PFS and OS in 58 patients with HR- Breast Cancer ςtraditionally defined based on IHC 0-1 or 2/ISH neg, and 
ER/PR neg) TNBC ----Exploratory Endpoints

PFS HR- Patients OS HR- Patients

¢ƘŜǎŜ Řŀǘŀ ŎƘŀƭƭŜƴƎŜ ǇǊŜǾƛƻǳǎ ŀǇǇǊƻŀŎƘŜǎ ŦƻǊ ά¢b./έΦ Lƴ ƻǘƘŜǊ ǿƻǊŘǎΣ ǘƘŜ άƴŜǿ ¢b./ǎέ ǿƛƭƭ ōŜ ŀ ǎƳŀƭƭŜǊ ҈ ƻŦ Ǉǘǎ
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DESTINY-Breast04
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KEY DATA

Confirmed ORR
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DESTINY-Breast04
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KEY DATA

hǾŜǊŀƭƭ {ŀŦŜǘȅ

Å Median treatment duration
Å T-DXd: 8.2 months(range: 0.2 ς33.3)
Å TPC: 3.5 months (range: 0.3 ς17.6)

Å Most common TEAE associated with treatment 
discontinuation
Å T-DXd: 8.2%, ILD/pneumonitisc

Å TPC: 2.3%, peripheral sensory neuropathy

Å Most common TEAE associated with dose 
reduction
Å T-DXd: 4.6%, nausea and fatigued

Å TPC: 14.0%, neutropeniad

Å Total on-treatment deathse

Å T-DXd: 3.8%
Å TPC: 4.7%


