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Summary

Background No pharmacological treatments are specifically indicated for painful small fibre neuropathy (SFN).
CONVEY, a phase 2 enriched-enrolment study, evaluated the efficacy and safety of vixotrigine, a voltage- and use-
dependent sodium channel blocker, in participants with idiopathic or diabetes-associated painful SFN.

Methods CONVEY was a phase 2, multicentre, placebo-controlled, double-blind (DB), enriched-enrolment,
randomised withdrawal study. The study was conducted at 68 sites in 13 countries (Europe and Canada) between
May 17, 2018, and April 12, 2021. Following a 4-week open-label period in which 265 adults with painful SFN (a
mixture of large and small fibre neuropathy was not exclusionary) received oral vixotrigine 350 mg twice daily
(BID), 123 participants (with a >30% reduction from baseline in average daily pain [ADP] score during the open-
label period) were randomised 1:1:1 to receive 200 mg BID, 350 mg BID or placebo for a 12-week double-blind
(DB) period. Primary endpoint was change from baseline in ADP at DB Week 12. Secondary endpoints included
the proportion of participants with a >30% reduction from baseline in ADP and the proportion of Patient Global
Impression of Pain (PGIC) responders at DB Week 12. Treatment-emergent adverse events (AEs) were
monitored. Statistical significance was set at 0.10 (2-sided). The trial was registered on ClinicalTrials.gov
(NCT03339336) and on ClinicalTrialsregister.eu (2017-000991-27).

Findings A statistically significant difference from placebo in least squares mean reduction in ADP score from
baseline to DB Week 12 was observed with vixotrigine 200 mg BID (-0.85; SE, 0.43; 95% CI, —1.71 to 0.00; p = 0.050)
but not 350 mg BID (-0.17; SE, 0.43; 95% CI, -1.01 to 0.68; p = 0.70). Numerically, but not statistically significantly,
more participants who received vixotrigine vs placebo experienced a >30% ADP reduction from baseline (68.3-72.5%
vs 52.5%), and only the 350 mg BID group had significantly more PGIC responders vs placebo (48.8% vs 30.0%; odds
ratio = 2.60; 95% CI, 0.97-6.99; p = 0.058) at DB Week 12. AEs were mostly mild to moderate in the vixotrigine
groups. The most common AEs (>5% of vixotrigine-treated participants) in the DB 200 mg BID and 350 mg BID
vixotrigine groups were falls, nasopharyngitis, muscle spasm, and urinary tract infection.

Interpretation In our study, vixotrigine 200 mg BID, but not 350 mg BID, met the primary endpoint; more
vixotrigine-treated participants experienced a >30% reduction from baseline in ADP at DB Week 12. Vixotrigine (at
both dosages) was well tolerated in participants with SFN.
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Tolerability

Research in context

Evidence before this study

A PubMed search was conducted using the term “small fibre
neuropathy” and filtered for English-language systematic
reviews and meta-analyses published between January 1,
2000 and May 1, 2022. The search identified 22 papers, only
one of which reported on treatments. An additional search
using the same term but limited to randomised controlled
trials identified three papers. No treatment has been
approved for SFN; current standard of care includes
antidepressants, anticonvulsants, opioids, and topical
treatments to address symptoms, using a trial-and-error
approach. These standard-of-care treatments are often poorly

Introduction

Small fibre neuropathy (SFN) is a subtype of peripheral
neuropathy. Its frequency in patients with diabetic pe-
ripheral neuropathy varies (1.6-13.5%) due to the
different types and number of criteria applied in diag-
nostic models."” SFN is caused by injury to small nerve
fibres A8 (myelinated) and C (unmyelinated).’ It clini-
cally presents with distal symmetric pain, numbness, or
paraesthesia and is often accompanied by hyperalgesia
or allodynia.* SEN can also impair autonomic nervous
system function.” SFN can be diagnosed using a com-
bination of symptomatic, clinical, quantitative sensory
testing, and histological markers, with a decrease in
intraepidermal nerve fibre density in skin biopsies
considered the ‘silver standard’ (due to some limitations
such as a normal skin biopsy not completely excluding
SFN) for diagnosis.®* Although SFN is commonly
associated with diabetes, it has been considered idio-
pathic’® in 23-93% of cases in recently published original
research articles and systematic reviews.**'

Current therapies for idiopathic SEN are limited to
treating symptoms, but symptom management is chal-
lenging and remains unsatisfactory—responses are
variable, and adverse effects are an issue for patients. No
treatment is specifically approved for idiopathic pain
associated with SFN; consequently, treatment ap-
proaches involve a trial-and-error process.” Treatments
include tricyclic antidepressants, selective serotonin and
norepinephrine reuptake inhibitors, gabapentinoids,
opiates, and topical treatments.”” Autonomic symptoms
are treated as needed.

tolerated and/or associated with inadequate pain
management.

Added value of this study

Very few clinical studies have evaluated treatments specific for
painful SFN. This study suggests vixotrigine, a voltage- and

use-dependent sodium channel blocker, is well tolerated and
potentially efficacious in patients with painful SFN.

Implications of all the available evidence
These data support the potential for vixotrigine as a
nonopioid treatment option for neuropathic pain.

The expression or function of voltage-gated sodium
channels is altered in response to peripheral system
injury or disease, thereby inducing sensory neuron hy-
perexcitability and subsequent ectopic action potentials
that ultimately result in pain." Voltage-gated sodium
channel Na,1.7, expressed in A8 and C nerve fibres, is
the dominant sodium channel in peripheral nerves. The
genes SCN9A, SCN10A, SCN11A encode Navl.7,
Navl1.8, and Nav1.9, respectively. Rare missense variants
in patients with SEN have been reported for SCN9A
(5.1%), SCN10A (3.7%), and SCN11A (2.9%).” Further
research is needed to fully understand the role of rare
missense variants in the aetiology of SFN.

Vixotrigine (BIIB074) is a voltage- and use-
dependent sodium channel blocker that inhibits the
function of the family of voltage-gated sodium channels
(i-e., it is a broad-spectrum sodium channel blocker that
has been shown to block sodium channels found in the
CNS and PNS [including in DRG neurons]) and may
have the potential to treat painful SFN.""" In a previous
enriched enrolment, randomised withdrawal, double-
blind, placebo-controlled phase 2a study, vixotrigine
was investigated in another neuropathic disease, tri-
geminal neuralgia.’* While the primary endpoint was
not met in that study, overall data (e.g., a significant
reduction in number of paroxysms) from the study
supported additional investigation of vixotrigine. Vixo-
trigine doses of 200 mg twice daily (BID) and 350 mg
BID were selected as they were predicted to maintain
mean trough plasma concentrations above 1.12 pg/mL
and 1.96 pg/mL, respectively, which was predicted to
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provide therapeutic effects in participants with painful
SFEN, based on preclinical findings. Based on clinical
trial data, vixotrigine was well tolerated with repeat
dosing up to 450 mg BID in healthy individuals; the BID
dosing interval in the present study was determined
based on a terminal half-life of 7.2-12.7 h.”” CONVEY
was designed to evaluate the efficacy and safety of vix-
otrigine in patients with idiopathic or diabetes-
associated painful SFN.

Methods
Study design and participants
CONVEY was a phase 2, multicentre, placebo-

controlled, double-blind (DB), enriched-enrolment,
randomised withdrawal study (Supplemental Fig. S1).
The trial was registered on November 13, 2017 on
ClinicalTrials.gov (NCT03339336; https://clinicaltrials.
gov/ct2/show/NCT03339336) and on October 18, 2017
on ClinicalTrialsregister.eu (2017-000991-27; https://
www.clinicaltrialsregister.eu/ctr-search/trial/2017-0009
91-27/GB). The study was conducted at 68 sites in 13
countries (Europe and Canada) between May 17, 2018
and April 12, 2021. The protocol noted that an interim
analysis may be conducted; an interim analysis was
conducted by a separate unblinded team not involved in
study conduct in April 2020. The prespecified futility
analysis used an O’Brien and Fleming stopping rule and
neither dose met the stopping criteria. The study was
terminated early by the sponsor, for business reasons,
not related to safety, on March 8, 2021. The decision to
terminate the study was made by parties with knowledge
of the results of the interim analysis. The study team
remained blinded until the database was locked.

Key inclusion criteria included age >18 years; a
diagnosis of probable or confirmed length-dependent
SEN (defined by the presence of at least one of four
pain symptoms and at least one of four associated
clinical signs)® of >6 months and <10 years in duration
and confirmed by the presence of an abnormality in a
single skin biopsy, with intraepidermal nerve fibre
density values outside of the normal ranges for age and
sex; stable diabetes for >6 months prior to screening in
participants with diabetes; and a self-reported average
daily pain (ADP) score of >5 and <9 over the 7 days
before screening. Participants were not required to have
isolated SFEN (i.e., copresence of large fibre neuropathy
was not exclusionary). Full eligibility criteria are re-
ported in the Supplemental Material.

During the 3-week screening period, participants
were required to make daily entries in an eDiary to
monitor their pain severity. After screening, participants
tapered their use of pain medications and entered a 5-
day washout period (if applicable) once they had down
titrated and discontinued pain medication use; partici-
pants entered the washout period directly if no tapering
was required. After washout, participants entered the
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open-label (OL) run-in period, during which they
received vixotrigine 350 mg BID for 4 weeks, which was
administered orally.

Participants with an improvement of >30% in mean
ADP score during the last 7 days of the OL period
compared with baseline (mean ADP score during the 5
days prior to the start of the OL period [i.e., the washout
period]) and who met other randomisation eligibility
criteria (Supplemental Material) were randomised 1:1:1
to orally receive vixotrigine 200 mg BID, vixotrigine
350 mg BID, or placebo during a 12-week DB period.
There was no washout period between the OL and DB
periods. During the DB period, participants self-
administered the study drug in the morning and eve-
ning and continued to record their ADP, worst daily
pain (WDP), and sleep interference. Follow-up consisted
of a clinic visit 1 week after the last dose and a telephone
call 4 weeks after the last dose.

The study was conducted in accordance with the
Declaration of Helsinki, the International Conference
on Harmonisation, and the Good Clinical Practice
guidelines. Ethics committee approval was obtained at
each participating site. All participants provided written
informed consent.

Randomisation and masking

Participants were each assigned a unique identification
number via an interactive voice/web response system
during registration for randomisation. Investigators
verified that participants were eligible per random-
isation criteria. During the DB period, investigators,
study personnel, and participants were blinded to the
treatment assignments, which were not shared with the
participants, their families, or anyone involved in con-
ducting the study. An unblinded interim analysis was
performed, but the study team remained blinded.

Study assessments

Patients self-assessed and recorded their pain in an
eDiary. ADP and WDP scores were both entered daily
before bed; scores were based on an 11-point numerical
rating scale, with lower scores indicating less pain, and
pertained to the previous 24-h period. Sleep interference
score (considering only SFN causes) was entered daily
after waking in the morning; scores were based on an
11-point numerical rating scale, with lower scores
indicating less interference. Answers to the following
self-assessments were also entered in the eDiary during
clinic visits: the Neuropathic Pain Symptom Inventory
(NPSI; self-assessment of 10 items corresponding to
pain qualities, with a 0-10 rating scale where 0 = no pain
and 10 = worst pain imaginable, and two items for
assessing pain duration and number of pain parox-
ysms),'® Brief Pain Inventory-Short Form (BPI-SF)
interference score (assesses quality of life by calculating
the mean of seven interference item scores for general
activity, walking, work, mood, enjoyment of life,
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relations with others, and sleep),” and Patient Global
Impression of Change (PGIC; based on a seven-point
scale reflecting the participant’s perceived change in
overall status relative to Day 1 [first day of OL period])."®

Study objectives and endpoints

The primary efficacy endpoint was change from base-
line to Week 12 of the DB period (DB Week 12) in mean
ADP score on the 11-point numerical rating scale
(baseline was defined as the 5 days prior to the first dose
of vixotrigine in the OL period); this is in accordance
with numerous previously conducted chronic pain
studies and enables the assessment of the therapeutic
effect of an investigational drug over a sustained
period.” Change from randomisation to DB Week 12 in
mean ADP score was a secondary endpoint (random-
isation was defined as the 7 days prior to the first dose of
study treatment in the DB period). Other secondary
endpoints included change from baseline to DB Week
12 in WDP score, sleep interference, NPSI total score
and sum score of symptoms of neuropathic pain
(burning and pressing), and BPI-SF interference score;
the proportion of participants with at least a two-point
reduction in mean ADP score from baseline to DB
Week 12; the proportion of participants with at least a
30% reduction in mean ADP score from baseline to DB
Week 12; the amount of rescue medication (paraceta-
mol/acetaminophen) used for SFN pain during the DB
period; and the proportion of responders (those report-
ing being “much improved” or “very much improved”)
on the PGIC questionnaire at DB Week 12. Participants
completed all evaluations in the eDiary either daily at
home or during clinic visits.

To investigate the safety and tolerability of vixo-
trigine, the incidence of adverse events (AEs) and
serious adverse events (SAEs) was recorded during the
DB period. Vital signs, electrocardiogram parameters,
and laboratory safety test results were also monitored
and recorded. AEs were coded using the Medical Dic-
tionary for Regulatory Activities (version 24.0).

Statistical analysis
For assessment of the primary endpoint, assuming a
withdrawal rate of 20% during the DB period, a sample
size of 62 randomised participants per treatment group
in the DB period would provide 80% power to detect a
statistically significant difference in change from base-
line in mean ADP scores between each dose group and
the placebo group at the 2-sided 10% significance level,
assuming a true difference of 1.0 with an SD of 2.0. The
statistical significance level set at p < 0.10 was pre-
specified for this proof-of-concept study. No adjust-
ments for the interim analysis or multiplicity were
made.

The full analysis set included all patients randomised
in the DB period who received at least one dose of DB
vixotrigine or placebo and had at least one

postrandomisation efficacy assessment. The safety
population for the OL and DB periods included all
participants who received at least one dose of OL vixo-
trigine and at least one dose of DB vixotrigine or pla-
cebo, respectively.

Change from baseline or from randomisation in
ADP and WDP scores and change from baseline in
sleep interference, BPI-SF, and NPSI were analysed
using mixed-model repeated measures (MMRM)
models including terms for treatment, time point,
treatment-by-time point interaction, baseline score,
baseline score-by-time point interaction, and SFN aeti-
ology. Missing data were considered missing at random
(MAR) and handled by the MMRM models. A similar
MMRM model was used for a prespecified exploratory
subgroup analysis of change from baseline in ADP
scores by SFN aetiology. Logistic regression models
were used to analyse the proportion of participants who
achieved significant reductions (>30%, or >2 points)
from baseline in ADP score at DB Week 12 (including
terms for treatment, baseline score and SFN aetiology)
and the proportion of participants who were responders
in the PGIC assessment at DB Week 12 (including
terms for treatment and SFN aetiology). For the ADP
endpoints, missing data at DB Week 12 were imputed
using a MAR approach prior to deriving response status
if the participant had completed study treatment,
otherwise the participant was considered a non-
responder. For PGIC, all participants with missing
data at DB Week 12 were considered non-responders.
Use of rescue medication (paracetamol/acetamino-
phen) was also analysed using logistic regression
(including terms for treatment, previous use of para-
cetamol/acetaminophen and SFN aetiology).

Role of the funding source

The trial was designed primarily by the sponsor (Bio-
gen) with input from external experts. Biogen provided
trial oversight, collection, and analysis of the data. All
the authors reviewed the data and participated in writing
or reviewing the manuscript, and agreed in the decision
to submit the paper for publication. The sponsor paid
for medical writing assistance.

Results

Participants

Of 265 participants enrolled between May 17, 2018, and
April 12, 2021, 234 completed the OL period, of whom
123 were randomised and continued to the DB period
(all but one of the 123 had a >30% reduction in mean
ADP score during the OL period compared with base-
line; the participant with <30% reduction was with-
drawn from the study after a single dose of DB
treatment); 122 were included in the safety population,
and 121 in the full analysis set (Fig. 1). The first dose of
study treatment was administered on May 31, 2018. In
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846 participants
screened

581 excluded
581 did not satisfy inclusion/exclusion criteria

¥

265 enrolled into open-
label phase

31 withdrew
12 adverse events
6 absence of efficacy
5 withdrew consent
2 did not meet randomisation criteria
6 other

A 4

234 completed open-
label phase

111 not randomised
90 did not meet randomisation criteria
> 5lack of efficacy
2 adverse events
2 withdrew consent
12 other

A 4
123 randomised to
double-blind phase?

—>{ 1 withdrew prior to dosing? ‘

A 4
122 included in safety

population :

v v

41 assigned to
matching placebo

40 assigned to
vixotrigine 200 mg BID

41 assigned to

11 discontinued treatment
3 absence of efficacy
3 adverse events
1 failure to meet randomisation criteria
1 death
3 other reason

30 completed
treatment

Y
35 completed
treatment

Fig. 1: Participant Disposition. *Three patients not eligible for randomisation were randomised: one withdrew prior to dosing, one received one dose of double-blind

vixotrigine 350 mg BID ‘

5 discontinued

1 withdrew consent 30

4 discontinued
treatment treatment
> 2 adverse events 1 absence of efficacy

ther reason

2 other reason J

37 completed
treatment

treatment, and one completed the study. BID, twice daily; FAS, full analysis set.

the placebo group, one participant with pre-existing
cardiovascular abnormalities died due to cardiac arrest
after approximately 12 weeks of placebo treatment; the
investigator did not consider the death to be treatment
related. Overall, 83.6% of treated participants completed
DB treatment: 30 of 41 in the placebo group, 35 of 40 in
the vixotrigine 200 mg BID group, and 37 of 41 in the
vixotrigine 350 mg BID group. In the DB period, par-
ticipants were mostly White (91.8%), with a mean (SD)
age of 59.5 (10.4) years (Table 1). These demographics
were similar across treatment arms. Overall, 73.8% of
participants in the DB safety population had SFN asso-
ciated with diabetes, while the remainder had idiopathic
SEN (Table 2). The mean (SD) duration of SFN symp-
toms in DB participants was 59.8 (42.0), 74.3 (60.8), and
60.6 (43.9) months in the placebo, vixotrigine 200 mg
BID, and vixotrigine 350 mg BID groups, respectively.
Over 60% of DB participants took a medication for SFN

www.thelancet.com Vol 59 May, 2023

prior to the OL period (Table 2). The most common
medications were anticonvulsants (45.9%), tricyclic an-
tidepressants (12.3%), antidepressants excluding tricy-
clic antidepressants (11.5%), and opioids/opiates
(17.2%); 13.1% received medications categorised as
“other,” which included thioctic acid, capsaicin, canna-
bidiol, and lidocaine.

Changes in ADP and WDP

In the OL period (in which all participants received
vixotrigine 350 mg BID), the mean (SD) change from
baseline in ADP score at Week 4 was -2.7 (2.0). The
change in scores ranged from +1.8 to —7.7. Over half of
OL participants (50.9%) had a >30% reduction in ADP.
A statistically significantly larger decrease in ADP from
baseline to DB Week 12 was observed in the vixotrigine
200 mg BID group vs the placebo group (least squares
[LS] mean difference —0.85; SE, 0.43; 95% CI, -1.71 to
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Placebo (N = 41)

Vixotrigine 200 mg BID (N = 40)

Vixotrigine 350 mg BID (N = 41)

Overall (N = 122)

Age, mean (SD), y

Sex, n (%)

Female

Male

Ethnicity, n (%)

Hispanic or Latino

Not Hispanic or Latino

Not reported

Race, n (%)

American Indian or Alaska native
Asian

Black or African American

Native Hawaiian or other Pacific Islander
White

Not reported

Other

Height, mean (SD), cm

Weight, mean (SD), kg

Body mass index, mean (SD), kg/m2

57.1 (11.0)

20 (48.8)
21 (51.2)

0
40 (97.6)
1(2.4)

o O O o

40 (97.6)
1(2.4)

0

1715 (8.1)
91.5 (19.0)
312 (633)

Abbreviations: BID, twice daily; DB, double blind; SD, standard deviation.

62.7 (9.8)

20 (50.0)
20 (50.0)

0
37 (92.5)
3 (7.5)

o O O o

37 (92.5)
3(7.5)

0

1701 (8.4)
892 (17.5)
30.7 (5.1)

58.8 (9.8)

16 (39.0)
25 (61.0)

1(2.4)
36 (87.8)
4(98)

124

0

0

35 (85.4)
4(9.8)
1(24)
172.6 (8.6)
88.4 (18.0)
29.7 (6.0)

59.5 (10.4)

56 (45.9)
66 (54.1)

1(0.8)

112 (91.8)
8 (6.6)
1(0.8)
171.4 (8.3)
89.7 (18.1)
30.5 (5.8)

Table 1: Baseline demographics of the DB safety population.

0.00; p = 0.050) but not in the vixotrigine 350 mg BID
group vs the placebo group (LS mean difference, -0.17;
SE, 0.43; 95% CI, -1.01 to 0.68; p = 0.70) (Fig. 2). A
statistically significantly larger decrease in ADP from
randomisation to DB Week 12 was also observed in the
vixotrigine 200 mg BID group vs the placebo group (LS

mean difference, —0.85; SE, 0.44; 95% CI, —1.74 to 0.03;
p = 0.058) but not in the vixotrigine 350 mg BID group
vs the placebo group (LS mean difference, —0.32; SE,
0.44; 95% CI -1.19 to 0.55; p = 0.47). Over the first 9
weeks of the DB period, the change from baseline in
ADP scores numerically favoured both doses of

Placebo (N = 41)

Vixotrigine 200 mg BID (N = 40)

ADP score, mean (SD) 6.70 (0.95) 6.93 (1.12)
WDP score, mean (SD) 7.32 (0.97) 7.42 (1.06)
Time since diagnosis, mean (SD), mo 29.9 (41.6) 36.6 (49.3)
Duration of SFN symptoms, mean (SD), months 59.8 (42.0) 74.3 (60.8)
SEN aetiology, n (%)
Idiopathic 12 (29.3) 7 (17.5)
Diabetes 29 (70.7) 33 (82.5)
Type 1 1 (2.4) 4 (10.0)
Type 2 27 (65.9) 29 (72.5)
Other 1 (2.4) 0
Prior pain treatments, n (%) 29 (70.7) 22 (55.0)
Anticonvulsants 19 (46.3) 19 (47.5)
Opioids/opiates 9 (22.0) 6 (15.0)
NSAIDs 5 (12.2) 5 (12.5)
Tricyclic antidepressants 5(12.2) 1(2.5)
Antidepressants excluding tricyclics 4 (9.8) 4 (10.0)
Paracetamol/acetaminophen 5(12.2) 6 (15.0)
Benzodiazepines 1(2.4) 0
Other 9 (22.0) 2 (5.0)

Abbreviations: ADP, average daily pain; BID, twice daily; DB, double blind; NSAID, nonsteroidal anti-inflammatory drug; SD, standard deviation; SFN, small fibre neuropathy; WDP, worst daily pain.

Vixotrigine 350 mg BID (N = 41) Overall (N = 122)
6.39 (0.90) 6.67 (1.01)
7.28 (0.92) 7.34 (0.98)
25.9 (30.1) 30.8 (40.9)
60.6 (43.9) 64.8 (49.5)
13 (317) 32 (26.2)
28 (68.3) 90 (73.8)
2 (4.9) 7(57)
25 (61.0) 81 (66.4)
1(2.4) 2 (1.6)
25 (61.0) 76 (62.3)
18 (43.9) 56 (45.9)
6 (14.6) 21 (17.2)
5(12.2) 15 (12.3)
9 (22.0) 15 (12.3)
6 (14.6) 14 (11.5)
3(73) 14 (11.5)
1(2.4) 2 (1.6)
5 (12.2) 16 (13.1)

Table 2: Baseline clinical characteristics of the DB population.
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Vixotrigine Vixotrigine
N o Placebo 200 mg BID 350 mg BID
o (n=40)
$ -05 -
3
® -1 4
o
§ -1.5 A _
e 2 E
o ]
< 25 s
= 3
E -3.5 -
£
9 4.5 - | 1)

-5 - LS mean (SE) difference: -0-85 (0-43), p=0-0502

LS mean (SE) difference: -0-17 (0-43), p=0-695

Fig. 2: Change in ADP Scores From Baseline to DB Week 12. *Statistically significant vs placebo, with a priori two-sided a = 0.10. Numbers
evaluable for this analysis: n = 37 (placebo); n = 38 (200 mg BID); n = 41 (350 mg BID). ADP, average daily pain; BID, twice daily; CFB, change

from baseline; DB, double blind; LS, least squares; SE, standard error.

vixotrigine, but after 9 weeks, scores in the 350 mg BID
dose group were similar to those observed with placebo
(Supplemental Fig. S2). The proportion of participants
with a >30% reduction from baseline in ADP score at
DB Week 12 was numerically, but not statistically
significantly, greater with vixotrigine 200 mg BID
(72.5%; odds ratio [OR], 2.18; 95% CI, 0.79-5.96;
p = 0.13) and 350 mg BID (68.3%; OR, 2.20; 95% CI,
0.81-5.99; p = 0.12) vs placebo (52.5%) (Fig. 3). A greater

number of participants in both vixotrigine groups
experienced a reduction in ADP from baseline to DB
Week 12 of at least two points, but compared with the
placebo group, ORs were not statistically significant in
either the 200 mg BID (OR, 2.15; 95% CI, 0.77-5.97;
p = 0.14) or 350 mg BID (OR, 2.33; 95% CI, 0.85-6.43;
p = 0.10) groups.

The SFN-aetiology subgroup analysis showed that
the mean change in ADP scores from baseline to DB

100 _
P-values at DB Week 12
90 230% reduction: vixotrigine 200 mg vs. placebo: p=0-13
1 230% reduction: vixotrigine 350 mg vs. placebo: p=0-12
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Fig. 3: Cumulative Percent Improvement of ADP Scores From Baseline Over the DB Period. ADP, average daily pain; BID, twice daily; DB,

double blind.
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Week 12 in participants with diabetes (N = 86 evaluable)
favoured vixotrigine 200 mg BID, but not 350 mg BID,
over placebo (200 mg: LS mean difference, —0.94; 95%
CI, -1.85 to —0.03; 350 mg: LS mean difference, —0.25;
95% CI -1.18 to 0.69), while no such effect was
observed in those with idiopathic SFN (N = 30 evaluable)
in either vixotrigine group vs placebo (200 mg: LS mean
difference, 0.13; 95% CI, -1.98 to 2.24; 350 mg: LS
mean difference, 0.13, 95% CI, -1.61 to 1.86)
(Supplemental Fig. S3).

At DB Week 12, a statistically significant reduction in
change from baseline WDP score was observed in the
vixotrigine 200 mg BID group vs the placebo group (LS
mean difference, -0.93; SE, 0.46; 95% CI, -1.85
to —0.02; p = 0.046) but not in the 350 mg BID group vs
the placebo group (LS mean difference, —0.25; SE, 0.46;
95% CI, —1.15 to 0.65; p = 0.58) (Supplemental Fig. S4).

PGIC

A statistically significantly larger proportion of the vix-
otrigine 350 mg BID group vs the placebo group re-
ported being “improved” or “very much improved” on
the PGIC questionnaire (48.8% vs 30.0%; OR, 2.60; 95%
CI, 0.97-6.99; p = 0.058) at DB Week 12 (Fig. 4). The
proportion of PGIC responders was similar in the vix-
otrigine 200 mg BID group (37.5%) and the placebo
group (30.0%; OR, 1.18; 95% CI, 0.45-3.14; p = 0.74).

Other efficacy outcomes

Over the 12-week DB period, there was no statistically
significant reduction (all p > 0.10) in the vixotrigine
200 mg BID group compared with the placebo group
(change from baseline in LS mean differences) in sleep

60 -

interference score (-0.47; 95% CI, —1.30 to 0.36), NPSI
total score (-2.9; 95% CI, —13.3 to 7.6), NPSI sum score
of burning and pressing (—0.47; 95% CI, -2.79 to 1.84)
or mean BPI-SF interference score (0.60; 95% CI, —1.65
to 2.84; number evaluable for vixotrigine 200 mg BID
group = 7; number evaluable for placebo = 16). Simi-
larly, there was no statistically significant reduction in
the vixotrigine 350 mg BID group compared with the
placebo group in sleep interference score (—0.08; 95%
CI, —0.89 to 0.74), NPSI total score (1.30; 95% CI, —11.20
to 8.50), NPSI sum score of burning and pressing (0.07;
95% CI, —-2.11 to 2.26) or mean BPI-SF interference
score (—0.65; 95% CI, —2.52 to 1.22; number evaluable
for vixotrigine 350 mg BID group = 16; number evalu-
able for placebo = 16).

During the DB period, the proportion of participants
who took rescue paracetamol/acetaminophen was
numerically greater in the placebo group (30.0%) than
in the vixotrigine 200 mg BID (22.5%) or 350 mg BID
group (17.1%). However, the ORs vs the placebo group
were not statistically significant in the vixotrigine
200 mg BID (OR, 0.73; 95% CI, 0.26-2.03; p = 0.55) or
350 mg BID groups (OR, 0.46; 95% CI, 0.16-1.34;
p = 0.15).

Safety outcomes

Overall, 41.9% of participants in the OL period experi-
enced at least one AE (Supplemental Table S1). Most
participants experienced AEs that were mild (24.2% of
participants) or moderate (15.1%) in severity. Severe
AEs occurred in 2.6% of participants, and 5.3% of par-
ticipants withdrew from the study due to an AE in the
OL period. Dizziness and headache (9.4% of

OR (95% Cl): 2-60 (0-97-6-99), p=0-058

OR (95% Cl): 1-18 (0-45-3-14), p=0-74

40 -

Proportion (%) of PGIC responders at DB Week 12
w
o

20 -
10 ~
(n=40)
0
Placebo Vixotrigine Vixotrigine
200 mg BID 350 mg BID

Fig. 4: Proportion of PGIC Responders at DB Week 12. BID, twice daily; DB, double blind; OR, odds ratio; PGIC, Patient Global Impression of

Change; SFN, small fibre neuropathy.
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participants each) were the most common AEs. Only
one participant had an SAE, a rash, that was considered
related to treatment. No participant died due to an AE
during the OL period.

During the 12-week DB period, a greater percentage
of placebo-treated participants (61.0%) reported an AE
compared with those treated with vixotrigine 200 mg
BID (47.5%) or 350 mg BID (43.9%); more placebo-
treated participants (7.3%) discontinued study drug
due to an AE than those receiving vixotrigine 200 mg
BID (5.0%) or 350 mg BID (0%) (Table 3). Most par-
ticipants in the vixotrigine treatment groups (200 mg
BID and 350 mg BID) experienced AEs that were mild
(25.0% and 24.4% of participants, respectively) or
moderate (17.5% and 19.5%, respectively). The most
common AEs (>5% of vixotrigine-treated participants)
in the vixotrigine 200 mg BID and 350 mg BID groups
were fall, nasopharyngitis, muscle spasm and urinary
tract infection. The three participants who experienced
events of fall (two were assessed as mild and one was
assessed at moderate in severity) did not report any
concurrent dizziness and the events were assessed as
not related to vixotrigine by the Investigator. SAEs were
reported in four placebo group participants compared
with one each in the vixotrigine-treated groups; none
were considered treatment related. Three participants
(7.3%) in the vixotrigine 350 mg BID group experienced
AEs suggestive of the potential for medication misuse
(one each reporting amnesia, hypoesthesia, and

lethargy), while two participants (4.9%) in the placebo
group experienced AEs suggestive of abuse potential
(one participant each reported depressed mood and
nervousness); no participants in the vixotrigine 200 mg
BID group reported an AE suggestive of the potential for
medication misuse. One participant with pre-existing
cardiovascular abnormalities experienced ventricular
arrhythmia leading to cardiac arrest in the placebo
group approximately 3 months after the last dose of
study treatment in the OL period; the investigator
considered the event unrelated to the study treatment.
No deaths occurred in the vixotrigine treatment groups.

In the 4-week follow-up period, more participants in
the placebo group (26.8%) than in the vixotrigine
200 mg BID (5.0%) or 350 mg BID (12.2%) groups
experienced AEs, suggesting a lack of withdrawal po-
tential after abrupt discontinuation of vixotrigine.

No clinically significant trends in laboratory param-
eters, electrocardiogram or vital signs were found dur-
ing either the OL or DB period; clinically relevant
abnormalities in vital signs were reported infrequently
(Supplemental Table S2).

Discussion

The CONVEY trial evaluated the efficacy and safety of
vixotrigine, a novel voltage- and use-dependent sodium
channel blocker, in participants with idiopathic or diabetes-
associated painful SFN. Despite early termination of the

Preferred term, n (%)* Placebo (N = 41)

Vixotrigine 200 mg BID (N = 40)

Vixotrigine 350 mg BID (N = 41)

Any AE
Severity

Mild

Moderate

Severe

SAE

AE leading to study drug discontinuation

25 (61.0)

H
w » h 0 W
S ceeo
w

S22hy

Common AEs (>2.5% in any treatment group)
Headache (12.2)
Diarrhoea (9.8)
Fall

Nasopharyngitis 3)
Nausea 3)
3)
Muscle spasms

7
7
7
2
Abdominal pain 2
2

Arthralgia .
Hypertension

Influenza

5
4
0
3
3
Urinary tract infection 3
1
1
1
2
2
Pain in extremity 2

2

4)
4)
4)
4.9)
4.9)
4.9)
4.9)

Peripheral swelling

24.0.

19 (47.5) 18 (43.9)
10 (25.0) 10 (24.4)
7 (17.5) 8 (19.5)
2 (5.0)
1(2.5) 1(24)
2 (5.0) 0

Abbreviations: AE, adverse event; BID, twice daily; DB, double blind; MedDRA, Medical Dictionary for Regulatory Activities; SAE, serious adverse event. *MedDRA version
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Table 3: Summary of adverse events during DB treatment.
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study, the primary efficacy endpoint was met in partici-
pants treated with vixotrigine 200 mg BID. Although the
primary outcome was not met in the vixotrigine 350 mg
BID group, a numerically greater proportion of partici-
pants in both vixotrigine dose groups vs the placebo group
achieved a >30% or >50% decrease in ADP at DB Week
12. Both vixotrigine groups also had a larger proportion of
PGIC responders compared with the placebo group; the
comparison was statistically significant only for the 350-mg
dose group. No statistically significant improvements were
recorded for measures of neuropathic pain (NPSI total
score and NPSI sum score for burning and pressing) or
pain interference (BPI-SF). Although the results of some
efficacy assessments of vixotrigine did not reach statistical
significance, several had outcomes numerically favouring
vixotrigine. Vixotrigine was generally well tolerated.

Diabetes is one of the most common causes of SFN,
and neuropathic pain is commonly the first and leading
symptom in patients with SFN, having the most relevant
patient-reported impact on quality of life.***" However,
patients with painful SEN have a significant unmet need
due to a lack of specifically approved treatments. Cur-
rent treatments for painful SFN are those approved for
diabetic peripheral neuropathy*? and are associated with
significant safety and tolerability issues: gabapentinoids
have adverse effects including sleepiness, dizziness,
ataxia, oedema, and tremor; tricyclic antidepressants
have anticholinergic effects and duloxetine often in-
duces nausea and abdominal pain; and opioids and
opiates may cause addiction.” There is a need to develop
safe and well tolerated nonopioid analgesics for neuro-
pathic pain. While there have been investigational
therapies in clinical studies in neuropathic pain, they
mostly had low or moderate response rates owing to
their failure to adequately block the underlying causes of
neuropathic pain; agents with greater target specificity
may result in improved responses.'"”* The development
of voltage-gated sodium channel inhibitors to address
neuropathic pain is a prime example of this approach.
However, many voltage-gated sodium channel in-
hibitors are nonselective, have a narrow therapeutic in-
dex, and are associated with multiple serious AEs.”’ A
Phase 2 study of the Na,1.7 blocker PF-05089771, which
does not penetrate the central nervous system, in par-
ticipants with painful diabetic neuropathy demonstrated
a significant but modest treatment effect on NPSI
burning scores, but no significant reduction was found
in average pain score vs placebo in the last week of the 4-
week DB period.”

The mechanism of action of vixotrigine is distinct
from that of current treatments for painful SFN in that it
inhibits a broad spectrum of Na, subtypes in a voltage-
and use-dependent manner, blocks fast-inactivated
channels, and slows channel recovery from inactivated
states.” Unlike current treatments for painful SEN and
investigational therapies in neuropathic pain, vixotrigine
was found to be well tolerated, with minimal signs of

potential for medication misuse and no withdrawal
syndrome following an abrupt discontinuation of
dosing. AEs were mild in severity, and no deaths related
to the study drug occurred. The safety profile in the OL
period and lack of withdrawal syndrome following
abrupt discontinuation of dosing were consistent with
that observed in previous studies of vixotrigine."'* We
also observed a significant reduction in ADP scores with
vixotrigine compared with placebo, despite having a
smaller sample size than planned, suggesting that vix-
otrigine is indeed effective.

In this study, a statistically significant and clinically
meaningful difference (—0.85) in favour of vixotrigine
200 mg BID over placebo was observed for the primary
endpoint. The magnitude of this treatment difference,
albeit small, is not uncommon when evaluating thera-
pies for neuropathic pain. For example, in nine pub-
lished opioid studies (of which eight focused on
neuropathic pain) that used pain intensity as a primary
outcome, the magnitude of effect on 11-point scales
ranged from 0.68 to 2.0, with a median of 1.1.” The
magnitude of a statistically significant group mean dif-
ference may bear little relation to a clinically meaningful
difference in an individual.”® One way to address this
potential issue is to assess the proportion of responders
between treatment arms.” In this study, the proportion
of participants with a clinically meaningful reduction
(>30%) from baseline in ADP score at DB Week 12 was
numerically, but not statistically significantly, greater
with vixotrigine 200 mg BID and 350 mg BID than with
placebo.

We observed that not all participants in this study
responded to vixotrigine. The efficacy of vixotrigine vs
placebo may depend on the aetiology of painful SEN; in
participants who received vixotrigine 200 mg BID, the
LS mean change from baseline to DB Week 12 in ADP
was greater in those with diabetes (90.9% of whom had
haemoglobin A;. >6) than in those with idiopathic SEN
(14.3% of whom had haemoglobin A;. >6), and the OR
vs placebo for a >30% reduction in ADP was higher in
those with diabetes than in those with idiopathic SFN.
Our findings emphasise the need for future studies to
assess the profiles of responders to determine the pa-
tient population that may best benefit from this treat-
ment. The subgroup findings in this study need to be
interpreted with caution considering there were 86
evaluable participants in the diabetes subgroup and only
30 evaluable participants in the idiopathic aetiology
subgroup.

This study employed an enriched-enrolment rando-
mised withdrawal trial design, which may be open to
criticism regarding the generalisability of the DB data."”
However, this trial design could require fewer patients
and provide a more sensitive option for proof-of-concept
studies assessing new treatments for neuropathic pain.”
The target sample size in this study was calculated using
a standardised effect size of 0.5, which falls within the
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range of standardised effect sizes (0.25-0.72) reported in
other enriched-enrolment randomised withdrawal trials
of treatment for pain.”*?*

Several limitations should be considered when
interpreting the results of this study. Each treatment
arm included fewer participants than planned as the
trial was terminated early by the sponsor for business
reasons that were not related to safety. To detect a
statistically significant and clinically meaningful dif-
ference between treatment arms, 62 participants per
group were needed (see Methods section), but there
were only 40 participants in the vixotrigine 200 mg BID
group and 41 each in the placebo and vixotrigine
350 mg BID groups. Furthermore, participants with
diabetes comprised the majority of the study popula-
tion. The majority of participants included in the DB
period were White, which may limit generalisability of
the study findings to the broader population of patients
with SFN. The small sample size and insufficient sta-
tistical power resulting from early study termination
may also limit the generalisability of the results. The
authors are unaware of the NPSI or BPI-SF being
validated for longitudinal follow-up. However, these
assessments are frequently used in chronic pain
studies and have detected significant treatment differ-
ences in several studies.””** The trial did not exclude
patients with large fibre neuropathy, which may have
contributed to heterogeneity of participants and their
treatment response in the study. The lack of dose
response observed in this study indicates that further
studies are warranted to establish the efficacy of vixo-
trigine. The lack of dose response may be attributable
to a variety of factors, including early termination of
the study (limiting the total sample size) and that the
study was not designed prospectively to assess induc-
tion of response by both vixotrigine doses. The
enriched enrolment, randomised withdrawal design, in
which all participants received 350 mg in the OL run-in
period, may have contributed to the inability to
discriminate between doses in what was effectively a
‘maintenance’ phase of the trial. A larger study or one
that utilises multiple doses prospectively (e.g., a par-
allel design) may elucidate further the dose-response
relationship. As previously alluded to, future research
should assess whether particular patient characteristics
(e.g., history of sodium channel blocker use, genetic
variants in genes that encode sodium channels, and
neuropathic pain phenotype) predict treatment
response to vixotrigine.

In conclusion, vixotrigine 200 mg BID was effective
in participants with painful SEN, particularly in those
with diabetes. Vixotrigine was generally well tolerated in
adults with painful SEN. Our findings suggest that vix-
otrigine is a promising nonopioid treatment option in
neuropathic pain. Given the few clinical studies on the
treatment of idiopathic or diabetes-associated painful
SFN to date, the efficacy, safety and tolerability data
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from this study support the continued development of
vixotrigine as a potential nonopioid treatment for pain-
ful SFN.

Contributors

C.G.F, G.L, RF.,, and H.N. were involved in the conceptualization of
the study. C.G.F., N.A,, G.L, KT.D., A.H., H.N,, C.J.M., and M.K. were
involved in the investigation process. N.A., K.T.D., and H.F. were
involved in the development of methodology. N.A. was involved in study
supervision. N.A. and H.F. directly accessed and verified the underlying
data reported in the manuscript. R.F. was involved in data curation. R.F.,
K.T.D., H.F., M.S., and M.K. were involved in the formal analysis and/or
interpretation of data. C.G.F., RH.D., A H., CJ.M., and M.K. were
involved in writing the original draft. C.G.F., N.A,, G.L, RH.D,, R.F,,
K.T.D., H.F.,, AH., HN., M.S.,, and M.K. reviewed and edited the
manuscript. All the authors reviewed the data and participated in writing
or reviewing the manuscript, and agreed in the decision to submit the
paper for publication.

Data sharing statement

The authors and Biogen are fully supportive of data sharing. Biogen has
established processes to share protocols, clinical study reports, study-
level data, and de-identified patient-level data. Proposals should be
submitted through Vivli (https://vivli.org). To gain access, data re-
questors will need to sign a data sharing agreement. Data are made
available for 1 year on a secure platform. For general inquiries, please
contact datasharing@biogen.com. Biogen’s data-sharing policies and
processes are detailed on the website http://clinicalresearch.biogen.
com.

Declaration of interests

C.G.F. discloses grants from the European Union’s Horizon 2020
research and innovation program under the Marie Sklodowska-Curie
grant for PAIN-Net, molecule-to-man pain network (grant no.
721841), from Grifols and Lamepro for a trial on IVIg in small fibre
neuropathy, and from Prinses Beatrix Spierfonds and serving on
steering committees and advisory boards for Biogen Inc, Vertex
Pharmaceuticals Incorporated, Lilly, and OliPass for studies in small
fibre neuropathy. N.A. discloses grants from DOLORisk (European
Union’s Horizon) and honoraria from Pfizer Inc, Sanofi, Novartis AG,
Griinenthal, Air Liquide, and Merz outside the submitted work and
from Biogen Inc for scientific advice on vixotrigine over the past 3
years. G.L. discloses support from the European Commission, Italian
Ministry of Health, Lombardy Foundation for Biomedical Research
(FRRB), and Italian Research Foundation for Amyotrophic Lateral
Sclerosis (AriSLA) and scientific advisory for CSL Behring, Biogen Inc,
Vertex Pharmaceuticals Incorporated, Chromocell Corporation, Jans-
sen Pharmaceuticals, Inc, Lilly, and the Bracco Group. R.H.D. dis-
closes research grants and contracts received from the US Food and
Drug Administration and the US National Institutes of Health in the
past 5 years and compensation for serving on advisory boards or
consulting on clinical trial methods from Abide, Acadia, Adynxx,
Analgesic Solutions, Aptinyx, Aquinox, Asahi Kasei, Astellas, Beckley,
Biogen, Biohaven, Biosplice, Boston Scientific, Braeburn, Cardialen,
Celgene, Centrexion, Chiesi, Chromocell, Clexio, Collegium, Concert,
Confo, Decibel, Editas, Eli Lilly, Endo, Ethismos (equity), Eupraxia,
Exicure, Glenmark, Gloriana, Grace, Hope, Lotus, Mainstay, Merck,
Mind Medicine (equity), Neumentum, Neurana, NeuroBo, Novar-
emed, Novartis, OCT, OliPass, Pfizer, Q-State, Reckitt Benckiser,
Regenacy (also equity), Sangamo, Sanifit, Scilex, Semnur, SIMR
Biotech, Sinfonia, SK Biopharmaceuticals, Sollis, SPRIM, Teva,
Theranexus, Toray, Vertex, Vizuri, and WCG. R.F. discloses personal
compensation and/or stock options for serving on scientific advisory
boards for AlgoRx, Allergan, Applied Therapeutics, Clexio, Collegium,
CND Life Sciences, Glenmark, GW Pharma, GlaxoSmithKline, Eli
Lilly, Lundbeck, Maxona, Novartis, NeuroBo, Regenacy, Vertex, and
Worwag. K.T.D., H.F,, M.S., C.].M., and M.K. are employees of and
may hold stock and/or stock options in Biogen Inc. A.H. and H.N. are

11


https://vivli.org
mailto:datasharing@biogen.com
http://clinicalresearch.biogen.com
http://clinicalresearch.biogen.com
www.thelancet.com/digital-health

Articles

12

former employees of Biogen. A.H. is currently employed by Pfizer,
Inc, and H.N. by Sumitovant Biopharma.

Acknowledgments

This study was sponsored by Biogen (Cambridge, MA, USA). Writing
and editorial support for the preparation of this manuscript was pro-
vided by Liting Hang, PhD and Ted Huang, PhD of MediTech Media,
Ltd. (Atlanta, GA, USA); funding was provided by Biogen.

Appendix A. Supplementary data
Supplementary data related to this article can be found at https://doi.
0rg/10.1016/j.eclinm.2023.101971.

References

1

10

11

12

13

Itani M, Gylfadottir SS, Keigard T, et al. Small and large fiber
sensory neuropathy in type 2 diabetes: influence of diagnostic
criteria on neuropathy subtypes. | Peripher Nerv Syst. 2020;26(1):55—
65.

Peters M]J, Bakkers M, Merkies IS, Hoeijmakers ]G, van Raak EP,
Faber CG. Incidence and prevalence of small-fiber neuropathy: a
survey in the Netherlands. Neurology. 2013;81(15):1356-1360.
Basantsova N, Starshinova AA, Dori A, Zinchenko YS,
Yablonskiy PK, Shoenfield Y. Small-fiber neuropathy definition,
diagnosis, and treatment. Neurol Sci. 2019;40(7):1343-1350.
Haroutounian S, Todorovic MS, Leinders M, et al. Diagnostic
criteria for idiopathic small fiber neuropathy: a systematic review.
Muscle Nerve. 2021;63(2):170-177.

Devigili G, Cazzato D, Lauria G. Clinical diagnosis and manage-
ment of small fiber neuropathy: an update on best practice. Exp Rev
Neurother. 2020;20(9):967-980.

Freeman R, Gewandter JS, Faber CG, et al. Idiopathic distal sensory
polyneuropathy: ~ACTTION  diagnostic  criteria.  Neurology.
2020;95(22):1005-1014.

Voortman M, Fritz D, Vogels OJM, et al. Small fiber neuropathy: a
disabling and underrecognized syndrome. Curr Opin Pulm Med.
2017;23(5):447-457.

Devigili G, Rinaldo S, Lombardi R, et al. Diagnostic criteria for
small fibre neuropathy in clinical practice and research. Brain.
2019;142(12):3728-3736.

Samuelsson K, Kostulas K, Vrethem M, Rolfs A, Press R. Idiopathic
small fiber neuropathy: phenotype etiologies, and the search for
Fabry disease. J Clin Neurol. 2014;10(2):108-118.

de Greef BTA, Hoeijmakers ]GJ, Gorissen-Brouwers CML,
Geerts M, Faber CG, Merkies 1S]. Associated conditions in small
fiber neuropathy-a large cohort study and review of the literature.
Eur ] Neurol. 2018;25(2):348-355.

Woolf CJ. Capturing novel non-opioid pain targets. Biol Psychiatry.
2020;87(1):74-81.

Eijkenboom I, Sopacua M, Hoeijmakers JGJ, et al. Yield of pe-
ripheral sodium channel screening in pure small fibre neuropathy.
J Neurol Neurosurg Psychiatry. 2019;90(3):342-352.

Hinckley CA, Kuryshev Y, Sers A, et al. Characterization of vixo-
trigine, a broad-spectrum voltage-gated sodium channel blocker.
Mol Pharmacol. 2021;99:49-59.

14

15

16

17

18

19

20

21

22

23

24

25

26

27

28

29

30

Zakrzewska JM, Palmer ], Morisset V, et al. Safety and efficacy of a
Na,1.7 selective sodium channel blocker in patients with trigeminal
neuralgia: a double-blind, placebo-controlled, randomised with-
drawal phase 2a trial. Lancet Neurol. 2017;16(4):291-300.

Naik H, Steiner DJ, Versavel M, Palmer |, Fong R. Safety, tolera-
bility and pharmacokinetics of single and repeat doses of vixo-
trigine in healthy volunteers. Clin Transl Sci. 2021;14:1272-1279.
Bouhassira D, Attal N, Fermanian J, et al. Development and vali-
dation of the neuropathic pain symptom inventory. Pain.
2004;108(3):248-257.

Im DD, Jambaulikar GD, Kikut A, Gale ], Weiner SG. Brief pain
inventory-short form: a new method for assessing pain in the
emergency department. Pain Med. 2020;21(12):3263-3269.
Ferguson L, Scheman ]. Patient global impression of change scores
within the context of a chronic pain rehabilitation program. J Pain.
2009;10(4):S73.

Kopsky DJ, Szadek KM, Schober P, Vrancken AFJE, Steegers MAH.
Study design characteristics and endpoints for enriched enrollment
randomized withdrawal trials for chronic pain patients: a system-
atic review. J Pain Res. 2022;15:479-496.

Dohrn MF, Dumke C, Hornemann T, et al. Deoxy-sphingolipids,
oxidative stress, and vitamin C correlate with qualitative and
quantitative patterns of small fiber dysfunction and degeneration.
Pain. 2022;163(9):1800-1811.

Bakkers M, Faber CG, Hoeijmakers JG, Lauria G, Merkies IS.
Small fibers, large impact: quality of life in small-fiber neuropathy.
Muscle Nerve. 2014;49(3):329-336.

Attal N, Bouhassira D. Pharmacotherapy of neuropathic pain:
which drugs, which treatment algorithms? Pain. 2015;156(Suppl
1):S104-S114.

Kushnarev M, Pirvulescu IP, Candido KD, Knezevic NN. Neuro-
pathic pain: preclinical and early clinical progress with voltage-
gated sodium channel blockers. Expert Opin Investig Drugs.
2020;29(3):259-271.

McDonnell A, Collins S, Ali Z, et al. Efficacy of Na,1.7 blocker PF-
05089771 in a randomised, placebo-controlled, double-blind clinical
study in subjects with painful diabetic peripheral neuropathy. Pain.
2018;159(8):1465-1476.

Katz N. Methodological issues in clinical trials of opioids for
chronic pain. Neurology. 2005;65(12 suppl 4):S32-S49.

Dworkin RH, Turk DC, Wyrwich KW, et al. Interpreting the clinical
importance of treatment outcomes in chronic pain trials:
IMMPACT recommendations. | Pain. 2008;9(2):105-121.

Hewitt D, Bolognese ], Gammaitoni A, et al. The potential of the
enriched enrollment randomized withdrawal (EERW) paradigm for
proof of concept studies of novel agents for the treatment of
neuropathic pain (NP). J Pain. 2009;10(4):S40.

Dworkin RH, Evans SR, Mbowe O, McDermott MP. Essential
statistical principles of clinical trials of pain treatments. Pain Rep.
2020;6(1):€863.

Haanpii M, Attal N, Backonja M, et al. NeuPSIG guidelines on
neuropathic pain assessment. Pain. 2011;152(1):14-27.

Vinik AI, Shapiro DY, Rauschkolb C, et al. A randomized withdrawal,
placebo-controlled study evaluating the efficacy and tolerability of
tapentadol extended release in patients with chronic painful diabetic
peripheral neuropathy. Diabetes Care. 2014;37(8):2302-2309.

www.thelancet.com Vol 59 May, 2023


https://doi.org/10.1016/j.eclinm.2023.101971
https://doi.org/10.1016/j.eclinm.2023.101971
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref1
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref1
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref1
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref1
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref2
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref2
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref2
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref3
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref3
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref3
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref4
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref4
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref4
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref5
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref5
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref5
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref6
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref6
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref6
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref7
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref7
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref7
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref8
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref8
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref8
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref9
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref9
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref9
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref10
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref10
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref10
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref10
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref11
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref11
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref12
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref12
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref12
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref13
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref13
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref13
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref14
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref14
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref14
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref14
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref14
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref15
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref15
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref15
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref16
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref16
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref16
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref17
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref17
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref17
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref18
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref18
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref18
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref19
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref19
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref19
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref19
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref20
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref20
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref20
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref20
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref21
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref21
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref21
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref22
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref22
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref22
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref23
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref23
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref23
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref23
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref24
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref24
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref24
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref24
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref24
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref25
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref25
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref26
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref26
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref26
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref27
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref27
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref27
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref27
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref28
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref28
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref28
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref29
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref29
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref30
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref30
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref30
http://refhub.elsevier.com/S2589-5370(23)00148-7/sref30
www.thelancet.com/digital-health

	Efficacy and safety of vixotrigine in idiopathic or diabetes-associated painful small fibre neuropathy (CONVEY): a phase 2  ...
	Introduction
	Methods
	Study design and participants
	Randomisation and masking
	Study assessments
	Study objectives and endpoints
	Statistical analysis
	Role of the funding source

	Results
	Participants
	Changes in ADP and WDP
	PGIC
	Other efficacy outcomes
	Safety outcomes

	Discussion
	ContributorsC.G.F., G.L., R.F., and H.N. were involved in the conceptualization of the study. C.G.F., N.A., G.L., K.T.D., A ...
	Data sharing statementThe authors and Biogen are fully supportive of data sharing. Biogen has established processes to shar ...
	Declaration of interests
	Acknowledgments
	Appendix A. Supplementary data
	References


