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Rationale/Introduction

In MBC:
« Trastuzumab elicits objective clinical responses in patients with HER2+ MBC
Clinical improved

h as paclitaxel
+ Cardiac toxicity may be limiting when Herceptin is used with anthracyclines.
+ Docetaxel and platinum salts are active agents In first line MBC

In-Vivo and In-Vitro synergy findings

+ Platinum salts ynerg

TCH is a novel regimen for incorporation into the adjuvant
treatment of HER2 positive, early breast cancer due to the
documented synergy and possibility of avoiding the cardiac
toxicity of anthracyclines and Herceptin

These studies piloted both platinum salts in TCH prior to
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Treatment Administration (I)

Treatment Dosage

BCIRG 101 BCIRG 102
TCisH TCarboH
 Taxotere 75 mg/m? 75 mg/m?
. Cisplatin Carboplatin
Platinum Salt 75 mg/m? 6 AUC
. 4mg/kg loading | 4mg/kg loading
Herceptin 2 mg/kg weekly | 2 mg/kg weekly

Treatment Administration (II)
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« Primary: Safety Median (Range) 6(3-8) 6(2-13) >6 19 (31%) 16 (26%)
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Enrollment Criteria Patient and Tumor Characteristics
+ Metastatic breast cancer BCIRG 101 BCIRG 102 Pri
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(Dako 2+or 3+) or fluorescence in situ hybridization (FISH) Number of centers 17 21 BCIRG 101 | BCIRG 102
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* TCisH: Not allowed - Liver 24 (39%) 16 (26%)
+ Measurable disease (including lytic bone lesions by MRI) - Lung 25 (40%) 31 (51%) N
+ ECOG<2 - Brain 1(2%) 3 (5%) Prior MBC CT 0 3 (5%)
- Normal baseline LVEF, and hepatic, renal, and bone marrow Bone Metastases 29 (47%) 28 (46%)
function within acceptable range Bone Lytic only 4(6%) 5 (8%)

Non-Hematological Toxicity Cardiac Toxicity Monitoring
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TCisH TCarboH Asthenia 58 (94%) | 11 (18%) | 50 (81%) | 11 (18%) « Cardiac toxicity was recorded by NCI Toxicity scale
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N 62 62 Nausea 56 (90%) | 11 (18%) | 43 (69%) 7 (11%) H ici
Febrile Neutropenia 8 (13%) 10 (16%) Vomiting 43 (69%) | 7 (11%) | 26 (42%) | 5 (8%) Cardiac Toxicity
Infection 2 (3%) 0 Diarrhea 45 (73%) | 7 (11%) | 32 (52%) 3 (5%) BCIRG 101 | BCIRG 102
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CI Cardiac Term Grade 1]2]3]4]1)2|3]14
Otots 23 (37% 1% 2(3% 0
Thrombocytopenia 0 7 (12%) N;:’g’:‘;;t“é (37%) (2%) (3%) Fonction Sl 1]ols o1l o
Sensory 37(60%) | 2(3%) | 26 (42%) 0 Dysthythmia 2(2[0]o0]ofol1]0
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Peripheral edema 25(40%) | 1(2%) | 20 (32%) | 1(2%) .
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Nail changes 17 (27%) 0 9 (15%) 0 > 20 points 4 2
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