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Disclaimer
• These educational sessions is conducted for scientific educational purpose, they may contain information relating 

to products not yet approved by BPOM, or contain information that is not within the current product label.

• This material is intended only for healthcare professionals.

• The opinions speakers give are of their own and are not influenced by the sponsoring company or the event owner

• Consent to record and share of this material from individuals involved in it have been obtained

• If a patient becomes pregnant while Kadcyla within 7 months following the last dose of the product, please 
immediately report pregnancy to the Roche Patient Safety via email: indonesia.safety@roche.com

• Additional information will be requested during a product-exposed pregnancy and the first year of the infant’s life. 
This will enable Roche to better understand the safety of the produce and to provide appropriated information to 
health authorities, healthcare providers, and patients.

• For additional information, please refer to the Product information.

mailto:indonesia.safety@roche.com
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DY Oh, et al. Nat Rev Clin Oncol. 2020

Anti-HER2 therapies



Pertuzumab + Trastuzumab + chemotherapy vs Trastuzumab + chemotherapy

HER2 positive
Metastatic breast cancer, First-line

PFS OS

Baselga J, et al., N Engl J Med 2012. 
Swain SM, et al., N Engl J Med 2015.

HR 0.68

CLEOPATRA trial

HR 0.68



CLEOPATRA trial (99.9mo follow-up)

Swain SM, et al. Lancet Oncol 2020; 21:519–530.

OS

PFS

End of study analysis
(10-year follow-up)

PHT
(n = 402)

HT
(n = 406)

Median OS (mo) 57.1 40.8

HR (95% CI) 0.69 (0.58, 0.82)

8-year OS rate 37% 23%

Median PFS(mo) 18.7 12.4

HR (95% CI) 0.69 (0.59, 0.81)

8-year PFS rates 16% 10%



DY Oh, et al. Nat Rev Clin Oncol. 2020

Anti-HER2 therapies





Co-primary endpoints: PFS (by independent review), OS, safety

Key secondary objectives: PFS (by investigator), ORR, TTF, CBR

Verma S, et al. N Engl J Med 2012; 367:1783–1791.

EMILIA trial



Verma S, et al. N Engl J Med 2012; 367:1783–1791.

EMILIA trial

OSPFS L + C: 6.4m
T-DM1: 9.6m  HR: 0.65

L + C: 25.1m
T-DM1: 30.9m   HR:0.68

ORR L + C: 30.8%
T-DM1: 43.6%



* Patients with CNS metastases at baseline or who developed CNS metastases on study were identified retrospectively.

Cap, capecitabine; CI, confidence interval; CNS, central nervous system; HR, hazard ratio; Lap, lapatinib; mBC, metastatic breast cancer; OS, overall survival; PFS, progression-free survival.

1. Krop IE, et al. Ann Oncol 2015; 26:113–119; 2. Montemurro F, et al. Ann Oncol 2020; 31:1350–1358.

T-DM1 in patients with brain metastasis

Effective in patients 
with brain metastasis



Thibaut Sanglier et al  The Breast 69 (2023) 441–45

T-DM1 in patients with brain metastasis(RWE)

Still effective in real-world study



Verma S, et al. N Engl J Med 2012; 367:1783–1791.

EMILIA trial - AE
Kadcyla (n = 490) Lap + Cap (n = 488)

Events of any grade Grade 3 Events of any grade Grade 3

Any event 470 (95.9) 200 (40.8) 477 (97.7) 278 (57.0)

Specific events

Diarrhoea 114 (23.3) 8 (1.6) 389 (79.7) 101 (20.7)

PPE syndrome 6 (1.2) 0 (0) 283 (58.0) 80 (16.4)

Vomiting 93 (19.0) 4 (0.8) 143 (29.3) 22 (4.5)

Hypokalaemia 42 (8.6) 11 (2.2) 42 (8.6) 20 (4.1)

Neutropenia 29 (5.9) 10 (2.0) 42 (8.6) 21 (4.3)

Fatigue 172 (35.1) 12 (2.4) 136 (27.9) 17 (3.5)

Nausea 192 (39.2) 4 (0.8) 218 (44.7) 12 (2.5)

Anaemia 51 (10.4) 13 (2.7) 39 (8.0) 8 (1.6)

Mucosal inflammation 33 (6.7) 1 (0.2) 93 (19.1) 11 (2.3)

Elevated ALT 83 (16.9) 14 (2.9) 43 (8.8) 7 (1.4)

Elevated AST 110 (22.4) 21 (4.3) 46 (9.4) 4 (0.8)

Thrombocytopenia 137 (28.0) 63 (12.9) 12 (2.5) 1 (0.2)



Thrombocytopenia

• For most patients, first occurrence of grade 3-4 thrombocytopenia reported during first two 
cycles of Kadcyla

• With dose modifications, the majority of patients continued treatment

Hepatotoxicity

• Hyperbilirubinemia (any grade) more frequent with lapatinib+capecitabine than with Kadcyla 
(8.2% vs.1.2%) 

• With appropriate dose modifications, most patients with grade 3-4 serum ALT elevations 
continued treatment

Left ventricular ejection fraction

• LVEF of ≥45% maintained in the majority of patients
• Three patients in each group had a decrease from baseline to <40%

LVEF, left ventricular ejection fraction.

Verma S, et al. N Engl J Med 2012; 367:1783–1791.

Management AE



Kadcyla US FDA PI_20220202 version

Management of AE
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Pan-Asian adapted ESMO guideline for HER2+ MBC

First line

Dual blockade + docetaxel

2023 Pan-Asian adapted ESMO clinical practice guideline



Pan-Asian adapted ESMO guideline for HER2+ MBC

2nd line

T-DXd or T-DM1

2023 Pan-Asian adapted ESMO clinical practice guideline







23Nakada. Chem Pharm Bull (Tokyo). 2019. Trail. Pharmacol Ther. 2018. 
Ogitani. Cancer Sci. 2016.

T-DXd (Enhertu) T-DM1 (Kadcyla)

Drug-antibody ratio (DAR) 8:1 3.5:1

Payload
Deruxtecan

(topoisomerase I 
inhibitor)

Emtansine 
(anti-microtubule 

agent)

Membrane permeability High Low

Linker Cleavable Non-cleavable

Bystander killing effect Strong Minimal



Javier Cortés, et al. N Engl J Med 2022

Destiny Breast 03



Destiny Breast 03

PFS

OS
Follow-up 16.2 months (2022)

T-DXd T-DM1

Median OS (mo) NR NR

HR (95% CI) 0.55 (0.36, 0.86)

Median PFS(mo) NR 6.8

HR (95% CI) 0.28 (0.22, 0.37)

Javier Cortés, et al. N Engl J Med 2022



Sara A Hurvitz et al. Lancet 2023

Destiny Breast 03

PFS

OS 2023 updated result

T-DXd T-DM1

Median OS (mo) NR NR

HR (95% CI) 0.64 (0.47, 0.87)

Median PFS(mo) 28.8 6.8

HR (95% CI) 0.33 (0.26, 0.43)



Destiny Breast 03

16.2 months follow-up 
(2022)

28 months follow-up 
(2023)

43 months follow-up 
(2024)

T-DXd T-DM1 T-DXd T-DM1 T-DXd T-DM1

Median OS (mo) NR NR NR NR 52.6 42.7

HR (95% CI) 0.55 (0.36, 0.86) 0.64 (0.47, 0.87) 0.73 (0.56, 0.94)

Median PFS(mo) NR 6.8 28.8 6.8 29.0 7.2

HR (95% CI) 0.28 (0.22, 0.37) 0.33 (0.26, 0.43) 0.30 (0.24, 0.38)

Javier Cortés, et al. N Engl J Med 2022; Sara A Hurvitz et al. Lancet 2023; Javier Cortés, et al. Nature Medicine 2024

The benefit of overall survival persisted, but less significant 



DB 03 subsequent treatment

Javier Cortés, et al. Nature Medicine 2024

Only 32.3% cross-over



Sara A Hurvitz et al. Lancet 2023

AE in Destiny Breast 03

T-DXd T-DM1
More WBC 
decreased

More PLT 
decreased

More N/V



Sara A Hurvitz et al. Lancet 2023

AE in Destiny Breast 03

T-DXd T-DM1
More WBC 
decreased

More PLT 
decreased

More G3/4 
neutropenia

More N/V, 
decreased 
appetite

More liver 
function 

abnormality

More Alopecia



DB 03 ILD 2024 updated

Javier Cortés, et al. Nature Medicine 2024



Interstitial lung disease(ILD) in DB 03

Sara A Hurvitz et al. Lancet 2023; Javier Cortés, et al. Nature Medicine 

2024

Kyoko Gocho et al.  Respirology Case Reports 2022

T-DXd T-DM1

Incidence (%) 16.7 3.4

Time to ILD (mo) 8.1 11.7

A 57 y/o woman received 4 cycles of T-DXd…



AE in Destiny Breast 03

Javier Cortés, et al. Nature Medicine 2024

More TEAE with T-DXd



AE in Destiny Breast 03

Javier Cortés, et al. Nature Medicine 2024

More drug interruption with T-DXd



Pan-Asian adapted ESMO guideline for HER2+ MBC

2nd line

T-DXd or T-DM1

2023 Pan-Asian adapted ESMO clinical practice guideline



† T-DXd may be considered in 1L for patients who relapse within 6 months of neo/adjuvant therapy (or 12 months for PERJETA-containing regimens). 
1L, first-line; 2L, second-line; 3L, third-line; BMs, brain metastases, mBC, metastatic breast cancer; SoC, standard of care; pts, patients.
1. NCCN Breast Cancer Guidelines. Version 4, 2024; 2. Gennari A, et al. Ann Oncol 2021; 32:1475–1495; 3. AGO BC Guidelines 2023; 4. Giordano S, et al. J Clin Oncol 2022

Guidelines are starting to recommend T-DXd (if available);
while T-DM1 remains as a valid option in the 2L setting

T-DM1 T-DXd

NCCN 2L option if not a candidate for T-DXd;
3L+ option

Preferred 2L option† 

ESMO 2L option in cases where T-DXd is
unavailable; 
3L option for pts who have not 
received Kadcyla in 2L

Preferred 2L option; 
may also be used in the 3L+ setting

ASCO 3L+ for pts who have not received
Kadcyla in 2L

Preferred regimen in 2L; 
may also be used in the 3L+ setting



T-DXd is still effective in 3rd line

DB03 (2-3 line) DB02 (3-4 line)

T-DXd arm T-DM1 arm T-DXd arm TPC arm

Prior line of Tx 1 prior line: 41.4%
2 prior line: 23.0%

1 prior line:  38.8%
2 prior line:24.3% 

2 prior line: 47%
3 prior line: 30%

2 prior line:  46%
3 prior line: 31% 

ORR 78.9% 36.9% 70% 29%

CR 12.6% 4.2% 14% 5%

PR 66.3% 32.7% 56% 24%

Median PFS 29.0 m 7.2 m 17.8 m 6.9 m

HR 0.30 0.35

Median OS 52.6m 42.7m 39.2 m 26.5 m

HR 0.73 0.65

Javier Cortés, et al. Nature Medicine 2024  Fabrice André et al. Lancet Oncology 2023
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Pan-Asian adapted ESMO guideline for HER2+ MBC

3rd line

Tucatinib
T-DXd
T-DM1

2023 Pan-Asian adapted ESMO clinical practice guideline



NCCN guideline for HER2+ MBC

If tucatinib is not available, consider T-DM1

2023 Pan-Asian adapted ESMO clinical practice guideline



TH3RESA
T-DM1 has shown PFS and OS benefit vs. TPC in 2L+ patients

Clinical data cut-off: 13 February 2015. 1. Krop IE, et al. Lancet Oncol 2014;15:689–699. 2. Krop IE, et al. Lancet Oncol 2017;18:743–754.

All patients had received prior 
treatment with trastuzumab, 

lapatinib and a taxane

T-DM1 TPC

ORR (%) 31 9

PFS (m) 6.2 3.3

HR:0.528(0.422, 0.661) 
p<0.0001

OS (m) 22.7 15.8

HR:0.68(0.54, 0.85) p<0.0007



T-DM1 provide longer OS than other trastuzumab-based Tx

Clinical data cut-off: 13 February 2015. 1. Krop IE, et al. Lancet Oncol 2014;15:689–699. 2. Krop IE, et al. Lancet Oncol 2017;18:743–754.



T-DM1 provide longer OS in later line MBC



• 2002 patients(cohort 1, Global) and 181 patients(cohort 2, Asian)  with HER2-positive breast cancer were treated 
with T-DM1 in a single-arm, open-label, international, Phase IIIb study. The majority of patients received ≥2 prior 
metastatic treatment lines

R. Wuerstlein, et al. ESMO Open. 2022 Oct;7(5):100561..

KAMILLA: Efficacy results for the largest cohort of T-DM1-treated 
participants to date were consistent with prior randomised studies

Cohort 1, Global N=2002 Cohort 2, Asian N=181



Kadcyla: The first ADC for treating metastatic breast cancer(MBC)1

ADC, antibody–drug conjugate;; mBC, metastatic breast cancer; 

Contents

Treatment Recommendations in 2L HER2-positive MBC2

Optimal treatment sequence beyond 2L HER2+ MBC3

Summary4



• Kadcyla (T-DM1) is one of the effective 2L treatments for HER2-positive MBC
patients including those with brain metastases

• For patients who have progressive disease after T-DXd, Kadcyla is also a valid 3L 
option

• Kadcyla is well tolerated with a favorable toxicity profile

• Adverse effects may be considered when determining the treatment sequence 
for HER2+ metastatic breast cancer (MBC) in the real-world setting

Summary



Thank you!
Contact :bajingli28@gmail.com
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