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ABSTRACT

Background. Peripheral neuropathy (PN) is a recognized
side effect of microtubule-targeting agents and the most
clinically relevant toxicity observed with the epothilone
sagopilone (SAG). Studies suggest that acetyl-L-carnitine
(ALC) may prevent chemotherapy-induced PN. We con- | |
ducted a prospective, placebo (PBO)-controlled, double- n=38
blind, randomized trial to investigate the safety and
efficacy of ALC for the prevention of SAG-induced PN.

Screened patients

n=188

Screening failures

Methods. Patients with ovarian cancer (OC) or castration-
resistant prostate cancer (CRPC) and no evidence of neu-
ropathy received SAG (16 mg/m? intravenously over 3
hours every 3 weeks) with ALC (1,000 mg every 3 days) or
placebo (PBO). The primary endpoint was incidence of PN
within six or fewer cycles in both treatment groups.
Results. Overall, 150 patients enrolled (98 OC patients, 52
CRPC patients), with 75 per treatment arm. No significant
difference in overall PN incidence was observed between
treatment arms. The incidence of grade =3 PN was signifi-
cantlylowerinthe ALCarmin OC patients. Median duration
of neuropathy was similar between treatment arms. The
best overall response (according to the modified Response
Evaluation Criteria in Solid Tumors), response according to
tumor markers, time-to-event variables, and discontinua-
tions because of adverse events (AEs) were comparable be-
tween treatment arms.

Conclusion. Administration of ALC with SAG did not resultina
significant difference in overall PN incidence compared with a
PBO. OC patients inthe SAG/ALC arm had a significantly lower
incidence of grade 3 or 4 PN compared with OC patientsin the
SAG/PBO arm. The Oncologist 2013;18:1190-1191
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Per protocol set
n=121

(n = 58, SAG/ALC;
n =63, SAG/PBO)

Randomized patients
(full analysis set)
n=150

(n =75, SAG/ALC;
n =75, SAG/PBO)

Patients who prematurely
discontinued the study

,,,,,, n=239

* Death: n = 9, SAG/ALC; n = 8, SAG/PBO

* Inclusion in other trial: n = 4, SAG/ALC; n = 2 SAG/PBO

* Withdrawal of consent: n = 2, SAG/ALC

* Other reasons: n = 7, SAG/ALC; n = 7, SAG/PBO

Patients who
completed the study

n=111
(n =53, SAG/ALC;
n = 58, SAG/PBO)

Figure 1. CONSORT diagram.
Abbreviations: ALC, acetyl-L-carnitine; PBO, placebo; SAG,
sagopilone.

DISCUSSION

In this first randomized, prospective study of ALC for the pre-
vention of chemotherapy-induced PN, no significant differ-
ence was observed in PN incidence between the two
treatment arms. Consistent with previous clinical findings,
however, ALC appeared to significantly reduce the incidence
of high-grade neuropathy. Consequently, ALC given concur-
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rently with SAG appears to significantly reduce the intensity of
neurotoxicity but not the incidence.

The reasons for the greater reduction in high-grade
neuropathy in patients with recurrent OC, compared with
those with CRPC, are not entirely clear. AlImost all patients
in this study had received prior taxane-based therapy, and
itis possible that some patients developed taxane-induced
PN diagnosed only after taxane cessation. A previously pub-
lished SAG clinical study of patients with OC, however, sug-
gested that SAG-induced PN does not appear to correlate
with prior taxane treatment [1].

Our study supports previously reported safety findings
that demonstrated SAG to be well tolerated by patients with
CRPCorOC.PNwasthe mostcommonly reported grade =3 AE
in our study, as also reported in earlier studies [1-6]. Inci-
dence and types of AEs were broadly similar across treatment
arms, with slightly more serious AEs and grade 3 or 4 AEs re-
ported in the SAG/PBO arm. Few patients reported ALC-re-
lated AEs, and, consistent with previous studies, ALC appears
to be very well tolerated [7, 8]. In our study, there was no no-
table difference in response, progression-free survival, or
time to progression between the two treatment arms. This
finding suggests that, consistent with previous clinical reports
in patients treated with taxanes, ALC did not appear to com-
promise the antitumor activity of SAG [7, 8].

—— SAG + ALC (n = 58); median (95% ClI) time to onset of neuropathy 8 days (range: 6-22 days)

SAG + PBO (n = 63); median (95% ClI) time to onset of neuropathy 15 days (range: 8-27 days)
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Figure 2. Time to recovery from neuropathy (per protocol set).
Abbreviations: ALC, acetyl-L-carnitine; Cl, confidence inter-
val; PBO, placebo; SAG, sagopilone.

In conclusion, our study findings are encouraging re-
garding the therapeutic role of ALC in combination with
SAG.
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