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(3.1%). The most common tumour types in which CR/PR were reported
were renal cancer (18%), non small-cell lung cancer (16%), colorectal
cancer (15%) and breast cancer (11%). In the subgroup of drugs for which
the MTD was reached, signs of efficacy were observed at 0−50%, 50−90%,
90–110%, and >110% of the MTD in respectively 15%, 17%, 34% and 30%
of patients (unknown in 6% of cases). Finally, only 27 out of the 86 clinical
situations (31%) in which signs of efficacy in specific tumour types were
observed at doses <110% of the MTD were subsequently evaluated in
phase II/III clinical trials.
Conclusion: Antitumour activity infrequently occurs in phase I trials of
molecularly targeted agents evaluated as single agents. A substantial
proportion of drugs do no pursue clinical development in specific tumour
types even though signs of efficacy have been observed in the phase I
setting.
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Introduction: Chronic inflammation, oxidative stress and renin-angiotensin
system (RAS) play a significant role in chemotherapy-induced cardiotoxicity
(CTX): telmisartan (Tel), an antagonist of angiotensin II type-1 receptor, was
shown to be able to reduce anthracycline (ANT)- induced CTX.
Patients and Methods: We carried out a phase II placebo-controlled
randomized trial, to assess the possible role of Tel in the prevention of the
cardiac sub-clinical damage induced by epirubicin (EPI). Forty-nine patients
(mean age ± SD 53.0±8 years), cardiovascular disease-free with cancer
at different sites and eligible for EPI- based treatment, were randomized
to one of two arms: Tel n = 25; Placebo (PLA) n = 24. A conventional
echocardiography equipped with Tissue Doppler Imaging, Strain and Strain
Rate (SR) was performed as well as serum levels of proinflammatory
cytokines IL-6 and TNF-a and oxidative stress parameters reactive oxygen
species (ROS) and glutathione peroxidase (GPx). All assessments were
carried out at baseline, every 100mg/m2 of EPI dose and 12 month-follow
up (FU).
Results: A significant reduction of the SR peak both in the TEL and
PLA arm was observed at t2 (cumulative dose of 200mg/m

2 of EPI) in
comparison to t0. Conversely, at t3 (300mg/m

2 EPI), t4 (400mg/m
2 EPI)

and 12 month-FU, the SR increased reaching the normal range only in
the Tel arm, whilst in the PLA arm the SR remained significantly lower as
compared to t0 (baseline). The differences between SR changes in the PLA
and Tel arm were significant from 300mg/m2 EPI (t3) up to 12 month-FU.
Serum levels of IL-6 increased significantly in the PLA arm at 200mg/m2

EPI (t2) in comparison to baseline but remained unchanged in the Tel arm.
The same trend was shown by ROS levels which significantly increased at
t2 versus baseline in the PLA arm, whilst remained unchanged in the Tel
arm. The mean change of ROS and IL-6 at t2 was significantly different
between the 2 arms. In the present study, we confirm at 3 month-FU the
trend toward a decrease of ROS and IL-6 from t2 in the PLA arm.
Conclusions: Our results suggest that Tel is able to reverse the acute
(early) EPI-induced myocardial dysfunction and to maintain later a normal
systolic function up to 12 month-FU. These effects are likely to be
due to different mechanisms: RAS blockade and prevention of chronic
inflammation/oxidative stress.
This study was partially funded by AIRC (Associazione Italiana Ricerca per
il Cancro)- project number 8679.
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Background: NIFCT are time and resource-consuming studies whose
main purpose is deliver treatments that are either more convenient to
patients, less toxic or cheaper in comparison to similarly efficacious
standard of care (SOC). Here, we sought to evaluate the characteristics
and the purpose of NIFCT.

Methods: We performed a systematic review of NIFCT of cancer-directed
therapy and supportive care (SC) agents in oncology which were either
published in the PubMed in the last 10 years or as ASCO abstracts (last
5 years). Study characteristics, data on primary endpoint and sponsorship
were extracted; authors’ conclusions (positive, negative, neutral, implied
positive, not reported) and study purpose were independently analyzed
and classified by two blinded investigators.
Results: 76 of 163 studies were eligible (34 abstracts and 42 full articles):
32(42%) were partially or entirely sponsored by industry while 21 (28%)
did not report source of funding; 18 (24%) were SC trials, followed by
breast, colorectal and lung cancer trials (12 each; 16%). The median
number of patients per arm was 478 (40–3148). The most common primary
endpoint was overall survival (N = 19; 25%), followed by progression free
survival and response rate (N = 14 each; 18%). Sixty percent of NIFCT
were positive as per the primary endpoint. For trials with a pre-specified
absolute non-inferiority margin, the median absolute difference was 12.5%
(range 4−25%). For trials that used a pre-specified Hazard Ratio for non-
inferiority, the median upper boundary was 1.25 (range 1.10–1.50). The
purpose of NIFCT was clear in all studies: 23(30%) offered more convenient
schedule, 17(22%) showed similar efficacy without any clear advantage
against SOC, 12(16%) described less toxic drugs, and 12(16%) used lower
doses. Despite the fact that 12 studies were clearly negative, authors’
conclusions were either clearly positive or implied positive in 8 instances.
Response rate was more associated with a positive conclusion reported
by authors when compared to other study endpoints (p = 0.018).
Conclusion: While most NIFCT of cancer therapeutics report positive
results many use large pre-specified difference margins. Studies that use
response rate as their primary endpoint tend to report more favorable
conclusions. Their most frequent purposes were to test more conveniently
administered drugs or to show similar efficacy to SOC.
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Background: Among surrogate endpoints for overall survival (OS) in
oncology trials, progression-free survival (PFS) is increasingly taking the
lead. Although there have been some empirical investigations on inter-
dependence of OS and PFS in different tumour types, new ways to model
and interpret this inter-dependence are scarce, and only limited evidence
is available for metastatic renal cell carcinoma (mRCC).
Methods: We assessed the relationship between PFS (the primary
endpoint) and OS in 750 patients with treatment-naı̈ve mRCC randomized
1:1 to receive sunitinib (SU) or interferon-alfa (IFN) in a pivotal phase III
study, pooling data for all available patients across treatment arms. Kaplan–
Meier curves for OS were fit to three groups of patients based on PFS:
PFS <10.2 weeks (<33.3 percentile); 10.2 � PFS <34.6 weeks (33.3-to-
66.6 percentile); and PFS � 34.6 weeks (>66.6 percentile). A parametric
model to failure-time data was also fit to the same set of patients. We used
the difference between OS and PFS as the outcome to remove inherent
dependencies between PFS and OS. By excluding PFS time from OS time
we obtain a distinct measure of survival beyond PFS, i.e. post-progression
survival (PPS).
Results: Non-parametric Kaplan–Meier analysis indicated that incremental
PFS may be associated with longer PPS; curves for OS according to
duration of PFS were statistically significantly different (log-rank test,
P < 0.0001). The parametric model clearly demonstrated that longer PFS
was significantly predictive of longer PPS (P < 0.001). Estimated median
PPS time was linked to a particular PFS time. For example, for PFS of
20 weeks, the median PPS time was 43.9 weeks (95% confidence interval
[CI]: 40.1, 48.1); for PFS of 60 weeks, the median PPS time was 57.9
weeks (95%CI: 50.3, 66.7).
Conclusions: In this study, for patients with mRCC randomized to either
sunitinib or IFN, a discernible and quantifiable relationship was found
between PFS and PPS time. This suggests that PFS can be used as a
surrogate measure for OS in mRCC, although more research is needed
to generalize this finding beyond this particular study. This novel statistical
approach enriches the interpretation and understanding of that relationship,
with potential implications for clinical trial design.


