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Abstract. Clinical Trials Corner of Journal of Huntington’s Disease will regularly review ongoing and recently completed
clinical trials in Huntington’s disease. In this inaugural issue, we list all currently registered and ongoing clinical trials, expand
on LEGATO-HD and IONIS-HTTgy, and cover two recently finished trials: Amaryllis and Pride-HD.
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INTRODUCTION

Clinical Trials Corner of Journal of Huntington’s
Disease is a new, regular, peer-reviewed section
devoted to highlighting ongoing or recently com-
pleted clinical trials in Huntington’s disease (HD).

To do so, we will gather and curate data from
the World Health Organization (WHO) International
Clinical Trials Search Portal (ICTRP)—a central
database that contains the trial registration datasets
provided by 17 clinical trial registries [1], includ-
ing the EU Clinical Trials Register (EU-CTR), the
USA ClinicalTrials.gov, among others—using the
keywords “Huntington’s” and “Huntington”. As trial
registration has been settled as a condition for pub-
lication by the International Committee of Medical
Journal Editors (ICMIJE) since 2005 [2], and the
following year the WHO supported this measure,
this strategy is expected to harvest the majority of
ongoing clinical trials [3]. We will use only publicly
available information to describe the trials and their
results.

There are only two drugs specifically approved for
HD [4]: tetrabenazine [5] and deutetrabenazine [6],
both with a moderate effect on involuntary move-
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ments. No intervention has shown to modify disease
progression so far [7]. That being said, almost one
hundred clinical trials and 50 different interventions
have been or are currently being tested in HD [8]. Itis
clear that modifying the progression of HD is excep-
tionally difficult; that success in preclinical models
so far has failed to anticipate the outcome of subse-
quent human trials; and that there is a need for not
only better drugs, but better means of deciding which
drugs we should test in patients.

In this inaugural Clinical Trials Corner, we will
list all currently registered and ongoing clinical
trials, expand on LEGATO-HD (NCT02215616)
and IONIS-HTTgrx (NCT02519036), and cover two
recently finished trials: Amaryllis (NCT02197130)
and Pride-HD (NCT02006472). For future editions,
we will summarize current efforts and recent devel-
opments as well as providing in-depth information on
notable trials.

If you would like to draw attention to specific trials,
please feel free to email us at: f.rodrigues @ucl.ac.uk;
e.wild@ucl.ac.uk.

ONGOING CLINICAL TRIALS

A list of ongoing clinical trials is given in
Tables 1, 2 and 3.

ISSN 1879-6397/17/$35.00 © 2017 — IOS Press and the authors. All rights reserved
This article is published online with Open Access and distributed under the terms of the Creative Commons Attribution License (CC-BY 4.0).


mailto:e.wild@ucl.ac.uk
mailto:f.rodrigues@
mailto:ucl.ac.uk
mailto:e.wild@ucl.ac.uk

JI0OMION sreLn [o[ered
LXHNOINN ‘pa[10nu0d Anpiqeyun
29 ‘SANIN -ogooerd s IsioSejuy
(19)u2o ‘s[eonnad ‘purjq-o[qnop Syoom H drelopowr 101doooy
NW) VS -BWIRY] UBASZY 801 ‘paziwopuey g1 18 KIIqIsed] 0qadeld pue Aprey ey uissaidosep IYTXIS dIVLS  $8TLOSTOLON
S/V 3d:qpun]
‘H pue ‘19ju0) Syoom
ERliGlRIN [ewn 8 18 $109J0
(19u20 UJ[edH SexaL, 1°qer-uado [e101ABY2q Kyarsinduwr 10)1qIy Ul
ABUIS) VSN Jo Astoatun 07 ‘dnoi3 oSurs  pue 2AnIuS0D - s i TIVINA ~ QUIZeUaqeIR, - €6L60STOLIN
5 [eLn Surpusose
£ asop ‘[orrered
S ‘par[oNu0d
< (191u90 M) ouf -oqooerd Syoom 6T pnos[o
S 3N ‘Aueuion ‘s[eonnad ‘purjq-o[qnop 18 A)1[1qeI0[0) -nuogrjo
lm ‘epeUR)  -BULIRY{ SIUO] oY ‘paziwopuey pue Kopes 0qa28[d a” ssuasnuy  X4LTH-SINOI ~ XULIH-SINOI  9€061STOLON
S “oup
S [eonnaseuLIeyq
~
= xAuaen|n
= “Q[ROIPIIN et orered
~ QYOIYOTY ‘por[onuod
M (19195 M) B[ 9p -oqooerd syuour
5 SPUBTIOUION 19 9ues e[ 9p ‘pur[q-o[qnop 9 18 KoBOTJo Kdexoyy
m ‘uel] [RUOHEN IMNSUL 001 ‘paziwopuey orweukposeuLreyq 0qadeld dH onomopdeuy uroueidoyiy, € dHHIML  T90€SPTOLON
g our A [
S ‘sjonpoid [eo dnoa3 o[3urs dH pue
< (10)u20 -nnaoewIRyJ ‘Toqer-uado Kep 1 1e S[enpIAIpul I9ZITIq.IS
[ 9[3urs) Aueuon popuelg BAQJ, 8¢ ‘asop 9[3uI§ OrwreuAposeuIeyq - Apesy  or8rourwedoq auipidoprig - 687610S0.LON
e [oqrered
‘par[onuod opndad
-oqaoerd skep 8z pue / A1)O01d0IAd "IN
(121U J[3urs) sonnade ‘purjg-o[qnop e AI[1qeId|o) paresie) dH -ST-0ELEOO
SPUELIdYION  -Iaypolg eals ¥C ‘pazIwopuey pue K1o5es 0Qa2e[d dH A[ed  -BLIPUOYDOIA] 020-LdS -IONHTIVHD  -910cd41LDNHA
jusuijoIuyg uonoy
uoneso| Iosuodg  perewmsyg uStsop Apmg owooino urely uostredwo)) uvonendod  JO WISTUBYOOIN UOTJUSAIIU oweu [erl], (] UonensIsoy

7 Iou0dsuel], QUIIBOUOIA Je[NIISAA ‘TIVINA 9SeasIp s, uosunyied ‘dd ‘payroads jou ‘§/N ‘dnoin Apni§ uojSununy ‘OSH 9)ons pue sIopiosi [ed130[0InAN Jo aymnsu] [euoneN ‘SANIN
(@H) 9seasIp s,uojSununy yim afdoad 103 (JYLDI) WHOPR[J YoIeasay] S[BLL], [edIUl]D) [euonewtu] (OHAL) uoneziuesiQ Yi[eaH PHOA\ dU) Je PaId)sISal s[eLn [edrul]d [esrdojooewreyd Suro3uQ

256

I 2I19¥L



257

F.B. Rodrigues and E.J. Wild / Clinical Trials Corner

(panunuo)))
Ksdojooreu
pue sn
-1[oAworeydooua
J13[eAW
e ‘ayons S
(19u20 gV yoIeasoy [°ger-uado syjuowt ¢ pue ‘ewner) 19Z1[1qe3s 60c1uadO -01-SPST00
n[nw) uspams UOSS[IBD 'V 0¥C ‘dnoi3 o[3urg 9 ‘¢ e Kioges - urelq ‘dd ‘dH OIS IOUIEOUO 919nS0-(-) 919N1S0 ~€10TALONH
(191u90 HyNuUI)
vsn N
‘uredg ‘erssny
‘[eSnyiog
‘SpURLIYION
‘Arear
‘[orIs] ‘e1pup Tewn [oqered
‘KueIon ouy Ay ‘PI[[oNU0d
‘Quel] ‘syonpold [ed -oqaoeyd syjuowr
‘orqndoy -nnaoseuLIeyJ ‘pur[q-s[qnop Z1 pue ‘9 Q[nod[oWw
4o9z) ‘epeue) papuelg BAQL,  00% ‘pazIwopuRy ‘¢ ‘1 1e Kovoyyg 0gade[d dH Asorempowounuuwy pourturnbey dH-OLVDAT  9TI9STTTOLON
[ewn [orered
sued ‘par[onuod
op xneyndoy -oqaoerd I8k |
(19u20 —anbrjqng ‘purig-e[qnop 1B SIyIBWOIq juowo[ddns
nnur) doueL{ QURISISSY 701 ‘pazriopuey SurSewromaN 0qade[d dd Areyorg [ONRIDASYY AHATY  €€99€€70LON
Tewn [oqered
‘pa[[onuod syjuowr
-oqaoerd 1Z pue G| Apoqnue
(120 DSH ‘pur[g-s[qnop 18 K)1[1qRI19]0) dH AJed 10 [eUOOOUOW (Jf
npnw) vsn “OU[ XauIdBA 9] ‘paziwopuey pue Kiojeg oqode[d Isojiuewoid aye]  unoydewss-nuy €0ST/SIXA TVNDIS  PLITISYTOLON
(13u0
nw) vsn
I ‘eissny
‘puejod
‘SpURLIYION
‘Areif
‘Aueurion
‘Qouerg
“prewusg UL awd dH-3drdad
‘epeue)) ‘syonpoid [ed JO uoISuXd
‘eusny -nnadseuLeyd 1oqe uado Syoam s1939[dwod 19Z1[1qe)s dH-4drdd
‘elfensny  popuelg BAJL  (0€ ‘dnoig o[Surg 01 1€ K1oges - dH-3dardd ordroururedoq surprdoptig uod)  8LLY6VTOLON



F.B. Rodrigues and E.J. Wild / Clinical Trials Corner

258

el [orered

‘paf[onuod
-oqoaoerd jstuoge fenaed
(10Juad or3uIs) pueppny ‘pur[q-o[qnop syjoom I10ydooar STPIT9T009
pue[esz moN Jo Auisroarun 0¥ ‘pazIwopury 01 1 Adeoyyg oqgaseld dH  PpWEOMUNOodIN QUIOTUaIBA dH-SVOA T9TINYLOV
s10jo1dwos
saLnsnpup [etn dH-LSYIA 10
[eonnad Sumyoyms QUIZBUAqQRI))
(Ioyuoo |nwr)  -eurIeyd BAQL -Snip Uo BAIOYD 1M
VSN ‘epeue)  'ou] ‘s[eonnad ‘Toqer-uado syoom H dreropowr 10M1qIyur
‘BI[ENSNY  -euLreyd xodsny 8€T ‘dnois o[urg 6 1e Koes - pue Aeg TIVINA duizeuaqenaimaq AH-OYV  968L6STOLON
epeur)
Jo Kja100§
uoj3ununy e [orrered skep G¢
‘OSH ‘pa[[onuod Je SONUD0d
‘KNSIOATUN) -oqaoeyd -eurreyd pue
Q0UQIOS pue ‘purjq-s[qnop KNIqeIa[o)
S/N  W[edH uodaiQ 1C ‘pazIwopuey EEVEN 0qgadseld dH poe org [orposifn dH-vOdN  PLLPISO0LON
UL dzd LIVH
‘sjonpoid [ed JO UOTSUdIX s1a301dwod
(19)uad nnu) -nnadewLIRYJ 19qe[ uado aH-adnrdd I9ZI[IqE)S
VSN ‘BpEUED)  PIpuelg BAJ] %4 ‘dnoi3 o[3urg  sxeak e K1ojeg - 10 [dVH  oteururedoq suiprdopud  TMVH-NAAO  67690ET0OLON
‘sured e [oyrered
op xneydoy ‘pa[[o1u0d swojdwAs
(101u00 — onbrjqng ‘Toqer-uado syjuowr opuden 10 [e101ARYRq JO jstuoSe
9[3uIs) ooueL] QOUB)SISSY 081 ‘paziwiopuey 71 Je Aoeoyyq ‘ourzeusqend],  Jojouwl im qH surwedo ourdezue|Q AHOINAN  SH9ZE900LON
e
saLIojeIOqR ] IOAO-SSOID
15910 ‘par[onuod SONNOYJIP
‘03917 ueS -oqaoed UONBIUIIUOD
(101u90 ‘eruIojIfeD ‘purjq-o[qnop syjuowr 9 1o jstuoSejue
nw) vsn Jo Ayis1oAtupny 09 ‘paziwopuey  pue ¢ e Keoyyy 0qode]d Arowow pue (H 101dedar VAN SunueWIN AH-WFIIN  LSPZSI00LION
JuQWOIU uonoy
uoneoso| Josuodg  pojewunsyg uS1sap Apm§ Qwoojno urejy  uostredwo)) uonendod  Jo WISTUBYIIN UOTJUSATAU] oweu [erl], (I uonensiSaY
(panunuoy))
1 219eL



259

F.B. Rodrigues and E.J. Wild / Clinical Trials Corner

SEISOUDYSAp punosenyn
ampadsoxd [e1oejoIOo J0 ‘gL UONB[QROIPEI  PASnI0,] pPapInn
(101u00 et [oqer-uado oy 103y ‘eruoIsAp ‘qm J1)01)001)S Q0UBUOSY
9[3uIs) epeue) 291y3ISur 01 ‘dnoi3 o[SUIS  SIUSAQ ISIIAPY - ‘dd ‘LH ‘14 ‘dH [eTuRIORIIXH onougeN - 08€TSTZOLON
[ewn [o[rered
[endsoy uejuer], ‘pa[[onuod
Suileg ‘pr1 -0gaoe|d
(101u00 0D [eOIPIN ‘pur[q-o[qnop SIuoW  UOTB[NWINS uone[nwns
o[3uts) eury) suid Suiltog 8 ‘paziwopuey [ e Lowdyyg weys  ealoyod pim dH urerq doo(q S4da do - 0€YE9ITTOLON
syuour
9 18 $1091J0 juerdsuern
(19190 Jung ‘rendsoy [e1n [oqe-uado [eI01ABY2q juedsuen DNIA PaALRQ
o[3urs) erpuy eAURIIRYD 0S ‘dnoi3 o[Surg  pue aAnmUs0D) - BAIOYD MM (OH molIew duog MmoIRIN duogd  DHDOVINA  €SOPESTOLON
*ou] ‘uonepunoj
IAHD ‘NAHA
‘umnsuy
3581090 Tewn [oqrered
AL, ‘OTUONPIN ‘par[oNu0d
(191u90 HyNuUI) NIOMZION -weys
PUBIOZIIMS S ‘ANSIOATUN) ‘purjq-s[qnop SYIUOWI  UONUIAIUI BOIOYD YIIM uone[nwns
‘Aueurron ‘ernsny QUISH-YSLUIH 0s ‘paziwopuey 7T e Loedyyg weys H °1eIopoN urerq doo(q s4ddo S4d-dH  $88SESTOLON
JuwIOIug uonoy Jo
uoneso| Josuodg pajewnsyg uSisop Apmi§  owoono urejy  uostedwo)) uonendog WISTUBYIIJA! UONUOAIQIU]  QweU [BL], ([ uonensisoy

QSBISIP S, UOS[IA\ ‘A SBISQUDYSAP QAIPIR], ‘(L ‘9SBISIP S, UOSUD[IR]
‘Ad s1190 Ieaponuououwr ‘ONJA Jowdl], saw[oy ‘LH ‘snpijjed snqo[n go Iowal], [enuassyg ‘I SHomIN 2sedsiq s,uoidununy ueadoing ‘N@HH ‘uone[nwns ureiq dosp ‘sqgd (QH) 2seasIp
s, uoi3ununy yum drdoad 10J (JYLD]) WIOHE[J Y2Ieasay S[eLL], [eIIUI]D) [euoneuIdiu] (OHM) UoneziuesiQ Yi[eaH PHOA Y3 18 PAIdISISAI S[eLY) [eorul[d [eor3ojodeuLreyd-uou aarseaur SuroguQ

Colq9eL



F.B. Rodrigues and E.J. Wild / Clinical Trials Corner

260

uLre

[onuod Ayjjeay
[errered yirm
‘[BLI) JOAO-SSOID

‘paf[onuod
-oqooeyd H Surpnjour uone[nwns
(1u20 Kys1oAIu) ‘purjg-o[3uts qjuow ‘oewrep onouew
9[3uIs) VSN sunydoy suyog (UY] ‘pazIwiopury [ % AvOUyH UOnE[NWINS WEYS  UTRIq [EONI0IqNS [eTuBIOSURL], soa - 9LTTO9TOLON
Kmfur
p109 Teurds
10 9xyonssod
‘dd ‘SN
(ued  HAW “d'N ¥ e [oqe-uado syoam § 1B ‘Knfur ureiq Adexoyg,
9[3uIs) YS 2I0pody], ‘umorg T ‘dnoi3 o[3uIg s109p9 [eIoIARYSg - ‘STV ‘AV ‘i Adeiay) aantuso) 19)y3ne| - 7860SLTOLON
weyIuruLrg
Jo Ays1oAtun)
9sniy, [eL1) IOAO-SSOIO
uonepunoq ‘pa[[onuod
SHN WeeH -oqooerd uone[NWNS
[RIUSIA [[NYI[OS ‘purjq-o[qnop syoom QWOIPUAS onoudew
(10Ju0o oSurs) 3}  pue weySuruLrg 001 ‘pazrwiopuey| 7 e Aoeoyyy uome[nWs WeyS — 9)Inox 1o qH [eTueIOSURI], SO - PLYOTTZOLON
Isniy,
uonepunoj
SHN s[endsoy
Kyis1oAtun
19)SOUOUBIA Ieak swojdwAs Adeioyg,
[enua) [ pue syjuowr [eIo1ABYDq aAnuso)
‘ANIsIoATUN) et [oqer-uado € ‘Syoom 7 Je P qH Apred paseq
(191udd 9[3uIs) 3N I19)seouR| 91 ‘dnoi3 o[3uIg 1099 [eIOIARBY] - pue jsojiuewald Aderoy) oantu3o)  -ssounjpury - €6TPIPTOLON
urre
s[onuod Ayreay
orrered yim Sururen
(101uad 9[3uls) younz [e1n [oqe[-uado sypuou S[01Nu0d ISIOIOXd
PUB[IOZ)IMS Jo Kyis1oArun) ov ‘dnoid o[Surg 9 $399JJ9 IOJON - Aypresy pue qH AdelayorsAyg QoueInpuyg - L9T6LSTOLON
e [orered Sururery,
‘pa[[o1u0d sIeak aAnugo)
(10Ju0o oSurs) [ ANSIOATU) JFIpIED) 0S ‘Toqel-uadQ) e AN(IQISE9]  UOTJUSAISIUL ON H Sumren oanmso) pozueindwo) HUTEILS0D 9.9066T0LDN

uoneI0|

juawI[oIu
Josuodg  pajewnsyg

uonoy

ugisop Apmig QWI0JINO UTRIA! uostredwo) uonendod JO WSTUBYIIA

UONUIAIJU] QWel [ell], (I uonensisoy

RISQUD{SAP QAIPIB], ‘(L $9SBaSIP S uosunyIed ‘qd ‘S1s019[oS o[dn[niA ‘SN {Iowal], SSW[oH ‘LH I0WAI], [BNUSSH ‘L H $SIS0I9[0S [eIa1e] drydonoAwry ‘ST aseasip s Jowoyzly ‘qQy (qH) seasip
s uojSununy yPIm 9[doad 103 (FYLDI) WIOJIB[J YOIeasay S[eLL], [eTUI[D) [eUONeuINU] (OHAM ) UoneZIueSIO YI[eaH PHIOA\ 2U) J& PaI2)ISISal S[eln [edTu[o [ed13ojoorwreyd-uou 2AISeAUT-uou 3urosuQ

€ 9lq8L



F.B. Rodrigues and E.J. Wild / Clinical Trials Corner 261

LEGATO-HD (NCT02215616)

Study title: A Clinical Study in Subjects With
Huntington’s Disease to Assess the Efficacy and
Safety of Three Oral Doses of Laquinimod [9].

Intervention: Laquinimod, an immunomodulatory
molecule [10].

Description: The LEGATO-HD trial aims to com-
pare the efficacy and safety of laquinimod 0.5 mg
qd, I mg qd, 1.5mg qd, and placebo qd, for disease
modification in people with HD (CAG repeat num-
ber > 36 plus Unified Huntington’s Disease Rating
Scale (UHDRS) Total Motor Score (TMS) >5), aged
between 21 and 55 years old.

Participant involvement will last for 12 months of
treatment. The trial is a phase 2, international, multi-
center, randomized, placebo controlled, double blind,
parallel study. The recruitment aim is 400 participants
in Canada, Czech Republic, France, Germany, India,
Israel, Italy, Netherlands, Portugal, Russia, Spain,
United Kingdom, and United States of America.

The primary outcome is change from baseline
in the UHDRS TMS after 1, 3, 6, and 12 months
of treatment. The secondary outcomes involve the
UHDRS Total Functional Capacity (TFC), the Clin-
ician’s Interview-Based Impression of Change Plus
Caregiver Input (CIBIC-Plus) global score, the
Huntington’s Disease Cognitive Assessment Battery
(HD-CAB), and caudate volume.

Sponsors/funders: Teva Branded Pharmaceutical
Products, R&D Inc.

Comments: Along the course of this study, due
to safety concerns derived from a study of laquini-
mod in multiple sclerosis, the sponsor opted to stop
the 1.5mg qd dosage but maintain the others. This
study is now fully recruited [11] with an expected
completion date of August 2018.

IONIS-HTTg, (NCT02519036)

Study title: Safety, Tolerability, Pharmacokinetics,
and Pharmacodynamics of IONIS-HTTRy in Patients
With Early Manifest Huntington’s Disease [12]

Intervention:  IONIS-HTTRrx, an antisense
oligonucleotide against the huntingtin pre-messenger
RNA [13].

Description: The IONIS-HTTgry trial aims to
assess the safety, tolerability, pharmacokinetics and
pharmacodynamics of multiple ascending doses of
IONIS-HTTRrx administered intrathecally, compar-
ing with intrathecal placebo, for disease modification
in people with HD, aged between 25 and 65 years old.

HTTRy is an antisense oligonucleotide targeting the
pre-mRNA transcript of the HTT gene in an allele-
nonselective manner, with the aim of reducing the
production of mutant huntingtin protein. The inter-
vention is administered 4 times at 4 week intervals
over the course of 13 weeks. The dose has ascended
consecutively throughout the study.

Each participant’s involvement will last for 29
weeks. It is a phase 1b/2a, international multi-center,
randomized, placebo controlled, double blind, par-
allel, dose-ascending study, taking place in Canada,
Germany and the United Kingdom. The recruit-
ment goal of 46 participants was reached in June
2017 [14].

The primary outcome is safety and tolerability at
29 weeks. The secondary outcomes involve phar-
macokinetic and pharmacodynamic measures in the
cerebrospinal fluid, such as peak drug concentrations,
time to peak dose concentrations, huntingtin concen-
tration, neurofilament light concentration, and also
ventricular volume and performance on the HD Cog-
nitive Assessment Battery (HD-CAB).

Sponsors/funders: lonis Pharmaceuticals, Inc.

Comments: This trial is currently fully recruited
and an open-label extension was announced in June
2017 for the participants in the original trial.

COMPLETED CLINICAL TRIALS
Amaryllis (NCT02197130)

Study title: Randomized, Placebo Controlled Study
Of The Efficacy And Safety Of PF-02545920 In Sub-
jects With Huntington’s Disease [15].

Intervention: PF-02545920, a phosphodiesterase
10a inhibitor [16].

Description: The goal of the Amaryllis trial was
to compare the efficacy and safety of PF-02545920
5 mg bid, PF-02545920 20 mg bid, and placebo bid,
for symptomatic relief of motor impairment in peo-
ple with early HD (CAG repeat number > 36 plus
UHDRS TFC > 7) and chorea (UHDRS TMS > 10),
aged between 30 and 65 years old.

Participant involvement lasted for 26 weeks. It
was a phase 2, international, multi-center, random-
ized, placebo controlled, double blind, parallel study
conducted in Canada, Germany, Poland, United
Kingdom, and United States of America. 272 par-
ticipants were recruited.

The primary outcome was change from baseline
in the UHDRS TMS after 26 weeks of treatment.
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The secondary outcomes involved the UHDRS TFC,
the Clinical Global Impression-Improvement, the
Columbia Suicide Severity Rating Scale (C-SSRS),
extrapyramidal symptoms, and white cell counts and
neutrophil counts.

Sponsors/funders: Pfizer

Results: The trial was completed on September
2016. Although the results have not been released
in a peer-reviewed publication, Pfizer has officially
announced that the phosphodiesterase 10a inhibitor
did not meet its goals in improving motor impairment
in people with HD. Indeed several other secondary
outcomes remained unchanged, such as functional
ability [17]. As a consequence, the ongoing 12
month-long open-label extension (NCT02342548) of
PF-02545920 20 mg bid was discontinued in Febru-
ary 2017 [18].

Pride-HD (NCT02006472)

Study title: A Phase 2, to Evaluating the Safety and
Efficacy of Pridopidine Versus Placebo for Symp-
tomatic Treatment in Patients With Huntington’s
Disease [19].

Intervention: Pridopidine, a dopaminergic stabi-
lizer [20].

Description: Pride-HD trial aimed to compare the
efficacy and safety of pridopidine 45 mg bid, 67.5 mg
bid, 90 mg bid, 112.5 mg bid, and placebo bid, for
symptomatic relief of motor impairment in people
with HD (CAG repeat number > 36 plus UHDRS
Independence Score < 90%) and chorea (UHDRS
TMS > 25), aged > 21 years old.

It lasted for 52 weeks, was a phase 2, international,
multi-center, randomized, placebo controlled, dou-
ble blind, parallel study taking place in Australia,
Austria, Canada, Czech Republic, Denmark, France,
Germany, Italy, Netherlands, Poland, Russia, United
Kingdom, and United States of America. It recruited
408 participants.

The primary outcome was change from baseline in
the UHDRS TMS after 26 weeks of treatment. The
secondary outcomes involved the modified Physical
Performance Test, and adverse events. Early in the
course of the study, the sponsors instituted a change
in the study design, from a 26-week study focused
primarily on changes in motor symptoms as mea-
sured by the TMS, to a longer 52-week study to
explore pridopidine’s potential impact on functional
endpoints.

Sponsors/funders: Teva Branded Pharmaceutical
Products, R&D Inc., European Huntington’s Disease

Network (EHDN) and Huntington’s Study Group
(HSG).

Results: The trial was completed on July 2016. On
September 2016 Teva announced on its website that
“pridopidine demonstrates slowing of progression of
Huntington disease in Pride-HD study as measured
by total functional capacity” [21]. This announce-
ment sparked some controversy [22], since the data
presented by Teva at the 9th EHDN Plenary Meeting
2016 The Hague showed that Pride-HD failed to meet
its primary endpoint — change in UHDRS TMS at
26 weeks [21]. The interpretation of potential bene-
fit hinged upon of a lack of decline in the UHDRS
TFEC at the extended 52-week timepoint. The effect
was only significant in patients taking the lowest dose
of pridopidine. The sponsor also pointed out “an
unusually high placebo effect” that complicated inter-
pretation of the findings. The Chairs of the EHDN
Executive Committee issued a statement responding
to Teva’s announcement, saying “there has been dis-
cussion over the statement in the press release that
these results indicate that pridopidine slows down
disease progression in HD. This statement needs
to be read in the context of the whole document,
which clearly speaks about slowing decline in func-
tional capacity. This should not be misunderstood
as a demonstration of disease modification or of
neuroprotection” [23].

Still, the final results of this study have not yet
been published, and we look forward to seeing them
after peer review. The open label extension of this
trial—Open PRIDE-HD (NCT02494778)—is still
ongoing, according to the latest public information.
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