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Design: Randomized clinical trial

Population/sample size/setting:

244 patients (145 men, 99 women, mean age 59trdat painful diabetic
neuropathy at 12 centers in the United States

Eligibility based upon at least 3 months of bilatetistal neuropathic pain at
least 40 on a scale from 0-100, with metabolicsible type 1 or 2 DM
Exclusion based on clinically significant psychiattisorders or recent
drug/alcohol abuse, medical comorbidity (heartatehepatic), abnormal
EKG or lab tests, or use of antidepressants, ayticgpsedative-hypnotic, or
anticonvulsant drugs; analgesic drugs were perdhdtay if the patient was
able to reduce their use to 1 dose per day aténeds the study (tramadol
was not permitted, but opioids were allowed duthmg study)

Exclusion was also based on Beck Depression Inestmres of 13 or
greater and a score of 9 or greater on the Rastprd3sion Scale
(representing moderate depression)

Main outcome measures:

Randomized to placebo (n=81), low dose venlafagktended release (75
mg/d, n=81) or high dose venlafaxine XR (150-223dng=82)

In order to maintain blinding, a 2-bottle systemswaed, with capsules
containing placebo, 37.5, 75 mg, 150 mg, or 225/argafaxine, with dose
titration occurring during the first 3 weeks of ttheuble-blind phase; from
week 4 to week 6, patients took 3 capsules pewolithe targeted dose of the
drug, based on individual tolerance

Drug dose was tapered over a 2 week period follgwe 6' week of the
double-blind study

Primary outcome was reduction in mean weekly paimes calculated from
daily diary ratings between the baseline valuewaeek 6

Several secondary outcomes were also measuredihegotiinicians’ and
patient global impressions of change, body weiBKi(5, and laboratory
determinations

For the primary outcome, high-dose venlafaxine mase effective than low-
dose venlafaxine and placebo; low-dose venlafawiz® not more effective
than placebo

Reduction in mean pain intensity from baseline ézkv6 was 50% for high-
dose venlafaxine, 32% for low-dose venlafaxine, 2n% for placebo

For a 50% reduction in pain scores, high-dose Vaxilze was successful in
56% of patients, vs. 34% for placebo

Clinicians’ and patients global assessments ofighavere also in favor of
high-dose venlafaxine



Treatment-emergent adverse effects were report@®¥%yof placebo
patients, 88% of low-dose venlafaxine patients, layn89% in the high-dose
venlafaxine group; these were not significantlyetiént

The most common adverse events were mild to maslaratisea, dyspepsia,
sweating, somnolence, and insomnia

Attrition was similar in the 3 groups: 15% for pédoo, 15% for low-dose
venlafaxine, and 22% for high-dose venlafaxine

EKG changes occurred more often with venlafaxir@ thlacebo: the medical
monitor determined that 7 patients (4 on low-dase &.on high dose
venlafaxine) had clinically important changes, &mahatients were withdrawn
from the study

The high-dose venlafaxine group had an increafieeimean QRS interval,
but no group had significant increase in the Q&rnvel

The low-dose venlafaxine group had postural deeseassystolic BP more
often (20%) than the high-dose group (12%) or tlegho group (13%)

Authors’ conclusions:

Venlafaxine ER at doses of 150-225 mg effectivelierve diabetic
neuropathic pain

Lower doses of venlafaxine exert serotonergic éffeghile the higher doses
also have noradrenergic effects

The 6 weeks of study in this trial do not nece$garedict whether the effect
of venlafaxine will persist for longer periods, hhis is a proof-of-concept
study showing its efficacy and tolerability

The fact that patients with depression were exdudan the study suggests
that the changes in pain score are due to an asialgect of venlafaxine and
not due to an antidepressant effect

Comments:

Although the randomization is described as occgmirblocks of size 6, the
method (if any) of concealment of allocation is olearly described

Two measures of pain response were used, both bassdisual analog scale
(VAS); one is for pain intensity and one for pagtief; there is some
redundancy between them, and it is expected teat¢brrelation should be
equal to -1; the need for the two scales is narcle

The patients were metabolically stable at entry;the meaning of this (and
the laboratory measurements) are not clear; prdsiynsome peak level of
HbAlc was an entry criterion, but this is not sfiedi

Efforts at blinding were done, but the successlioflng is not described

A six week trial period, as the authors acknowledgéong enough for proof-
of-concept, but longer term effectiveness is naivkm

Assessment: Adequate for evidence that 150—225fragroafaxine reduce neuropathic

pain



