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Target population

• Patients with HER2-positive metastatic breast cancer treated with 1st line anti-HER2 

based therapy from year 2000 to 2021 

Study objectives

• To identify clinico-pathological characteristics predictive of achieving a rCR (CR with TTD > 3 

months) to a 1st line anti-HER2 based therapy

• To assess the impact of rCR on overall survival (OS)



 
 
Figure 1. The strobe diagram summarizing the process for the identification of eligible patients 
Abbreviations: MBC=metastatic breast cancer; ET=endocrine therapy; TTD=time-to-treatment discontinuation 

 

Assessed for eligibility in July, 2022

(n=3,423)

Excluded (n=2,609)

• HER2-negative MBC

HER2-positive MBC patients

(n=814)

Excluded (n=269)

• treated with ET + anti-HER2 therapy (n=68)

• TTD < 3 months (n=90)

• missing data about best radiological response (n=111)

Patients included in the final analysis

(n=545)

Strobe diagram summarizing the process for 

the identification of eligible patients. 

• 3423 patients enrolled in GIM14 study at the 

moment of data cut-off

• After excluding patients not respecting 

inclusion criteria, 545 patients were included 

in this analysis. 

Patient selection



 

Type of Response No. of patients Percentage (%) 

CR 80 15 

RP 250 46 

SD 181 33 

PD 34 6 

TOTAL 545 100 

 
Table 1. Best radiologic response experienced by the entire cohort of patients with HER2-positive metastatic 
breast cancer included in the present analysis 
Abbreviations: CR=complete response; PR=partial response; SD=stable disease; PD=progressive disease 

 

Results

clinico-pathological characteristics and best response outcome

• median age was 53 years old and most patients were in 

post-menopause

• 68% were HR+ and 59% had HER2 IHC score 3+

• 60% had recurrent MBC

• 58% presented visceral metastases 

• 47% had 1 metastatic site 

• 93% had no CNS involvement 

• Taxanes were the main CT backbone (73%) and 54% of 

patients received the trastuzumab-pertuzumab doublet. 



Results
Association amongst clinico-pathological variables and rCR 
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(A) rCR in all patients. (B) rCR in patients treated with trastuzumab-pertuzumab. (C) CR in patients with TTD > 18 months. Abbreviations: rCR=radiologic complete response; CR=complete response; TTD=time-to-treatment 
discontinuation

Forest plots of subgroup analysesFigure 2. 

At multivariable analysis, HER2 IHC score 3+ (OR 2.03, p-value = 0.01), the presence of non-visceral metastases (OR 1.51, p-value=0.01) 

and 1 metastatic site (OR 2.49, p-value=0.01) were significantly associated with higher odds of obtaining a rCR. 



Results
Subpopulation with sustained response (TTD > 18 months) 

 

Type of 
Response 

TTD < 18 months TTD > 18 months 
TOTAL No. of 

patients 
Percentage 

% 
No. of 

patients 
Percentage 

% 

CR 21 8 56 24  

RP 139 49 96 41  

SD 87 31 83 35  

PD 34 12 0 0  

TOTAL 281 52 235 43 

516 + 29 

incomplete 

observation = 545 

 
Supplementary Table 3. Best radiologic response experienced by patients with HER2-positive metastatic breast 
cancer and with TTD > 18 months 
Abbreviations: TTD=time-to-treatment discontinuation; CR=complete response; PR=partial response; SD=stable 

disease; PD=progressive disease 

  

• most patients were in post-menopause

• 50% were HR+ and 79% had HER2 IHC 

score 3+

• 50% presented visceral metastases 

• 66% had 1 metastatic site 

• 95% had no CNS involvement 

• Taxanes were the main CT backbone (73%) 

and 58% of patients received the 

trastuzumab-pertuzumab doublet. 



Results
Association amongst clinico-pathological variables CR with TTD > 18 months 
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discontinuation

Forest plots of subgroup analysesFigure 2. At multivariable analysis, only type of anti-HER2 therapy (OR 0.13 p-value < 0.01 for trastuzumab-based therapy and OR 0.08, p-value = 0.04 

for other anti-HER2 therapy) was found to be related to a higher probability of achieving a CR with a TTD > 18 months. 



Results
Survival outcomes in all patients with TTD > 3 months



Results
Survival outcome in patients with TTD > 18 months



Conclusions



Study limits



What we know now…

standard first-line therapy for HER2-positive MBC consists of taxane + pertuzumab-

trastuzumab for 6-8 cycles, followed by maintenance treatment…

… but for how long? 



… and what about the future?

GIM36/INSPIRE.1



Thank you for 

your attention!
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