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The phase Ill ICE study (GBG 32, BIG 4-04) compared adjuvant ibandronate with or without
capecitabine in elderly patients with moderate or high-risk early breast cancer.

1358 (96.4%) from 1409 randomized patients started treatment. 564 (83.4%) completed 6 cycles of capecitabine. 513 (77.7%) and 516 (78.8%) completed ibandronate in the capecitabine/ibandronate and ibandronate arm,
respectively (Figure 2). Median age was 71 (range 64-88) years, 1099 (81%) were hormone receptor (HR)-positive, 705 (51.9%) node-negative, 794 (58.5%) had a CCI of O (Table 1). HR-positive patients received additional adjuvant
endocrine treatment. After an updated median follow-up time of 74 (IQR 56-126) months for OS in the entire cohort (Figure 3), 7-year OS was 83.5% for capecitabine/ibandronate versus 80.9% for ibandronate, and 10-year OS was
The majority of breast cancers occur in women over the age of 65, but older breast cancer 73.1% for capecitabine/ibandronate versus 70.8% for ibandronate (P=0.413), (Table 2). Lack of effect was independent from age, nodal and HR status (Figure 4). Addition of capecitabine caused significantly higher skin and
patients are largely underrepresented in clinical trials.!> Based on the increasing rate of
hormone receptor (HR)-positive tumors and sensitivity to endocrine therapy with increasing
age, the importance of endocrine therapy as a mainstay in HR-positive elderly breast cancer

patients is underlined.*> A large meta-analysis with only a few women over 70 years of age,

gastrointestinal toxicities.

Table 2: Overall survival for 3, 5, 7 and 10 years in two
randomized treatment groups

Figure 2: Consort diagram Figure 3: Overall survival in two randomized treatment groups,
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» Age O 3 32 (4.7) 34 (5.0) 66 (4.9) ICE | is still the largest ever conducted randomize phase lll trial in elderly breast cancer patients. The adjuvant combination of capecitabine and
~ Receptor status N Grading 3 242 (35.8) 231 (33.9) 473 (34.9) ibandronate resulted in a numerically improved OS by 2.9% at 5 years compared to ibandronate alone in elderly breast cancer patients. The improvement
HR positive 548 (80.9) 551 (81.0) 1099 (81.0) did not reach statistical significance due to the relative small sample size and OS not being the primary endpoint. The improvement of OS by the addition
~IFER and/or PR & : Anastrozol Img p.o. daily Syrs (in sequence to Capecitabine) Biological HE,RZ* 88 (17.9) 95 (19.7) 183 (18.8) of capecitabine in the HR-negative subgroup is more pronounced and reaches almost statistical significance.
»In Amendment 2 any endocrine treatment was allowed, not only Anastrozol. subtype pC_)r?iltl;/ee Overall, mono-chemotherapy added to a bone modifying agent is a well tolerated treatment option and might be an alternative to standard
negaptive 72 (14.6) 65 (13.5) 137 (14.1) chemotherapy in elderly patients in need for chemotherapy.

Note that for the time period assessed in the chemotherapy safety analysis the patients of
»ibandronate alone“ arm also received endocrine therapy and the patients of ibandronate plus
capecitabine arm received no endocrine therapy.

*Missing in 383 patients.
HR: hormone receptor
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