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SUMMARY OF CHANGES 
 
 
Version Number 

 
Brief description summary of changes 

 
Date 

Version 06 – 
Amendment 01, 
02, 03, 04 and 05 – 
Incorporates 
Admin Letter 01 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

The protocol has been updated to clarify that current SOC 
therapy must be monotherapy. 

 

Section 5.3:  

2p: Added exclusion criteria that women who are pregnant 
or breastfeeding are excluded from study participation.  

4h: Exclusion has been modified to clarify that, in addition 
to herbal medications, use of herbal supplements is 
excluded within 30 days of randomization and during the 
course of the study. 

Section 5.4:  

Added exclusion for use of cannabidiol (CBD) oil.  

Section 9.1.2:  

Revised to allow for IP temperature excursions between 
15°C and 20°C (59°F -68°F) 

Section 11.4.2: 

Added clarification based on FDA reveiwer’s comment. 

Since the primary intent of this trial is to evaluate the 
effect of the drug when taken as intended in the protocol, a 
hypothetical strategy will be employed for the intercurrent 
event of treatment/study discontinuation (due to any 
reason). Specifically, the assumption will be that had the 
subjects not discontinued, their efficacy would have been 
similar to the efficacy of subjects from the same treatment 
group who did not discontinue. For other intercurrent 
events that do not cause treatment/study discontinuation 
such as modest treatment non-compliance, protocol 
allowed dose adjustments, or initiation or adjustment of 
concomitant medications related to other symptoms all 
observed values will be used. 

 

General typographical errors have been corrected and 
administrative updates have been made throughout.  

 

 

3 June 2019 
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Version 07 – 
Amendment 01, 
02, 03, 04, 05 and 
06 – Incorporates 
Admin Letter 01 

 

 

 

 

 

 

 

 

 

 

 

 

 

 
Version 08 – 
Amendment 01, 
02, 03, 04, 05, 06 
and 07 – 
Incorporates 
Admin Letter 01 

Added additional window for Week 12 visit in order to 
proactively account for any subjects that may potentially 
be out of visit window due to concerns related to COVID-
19 pandemic. Allowing remote safety visits if needed due 
to COVID-19 concerns. 

Section 4.3 

Added additional guidance regarding remote visits in the 
event that in-office visits are not feasible due to COVID-
19 concerns. 

Footnote B and N modified to address potential extended 
Week 12 visit window and the dispensing/shipment of 
additional study drug 

Section 4.3.2  

Added additional window for Week 12 visit in order to 
proactively account for any subjects that may potentially 
be out of visit window due to concerns related to COVID-
19 pandemic. Allowing remote safety visits if needed due 
to COVID-19 concerns. 

Section 7.7.4 

Added language permitting local safety lab draws in cases 
where subjects may be may potentially be out of visit 
window due to concerns related to COVID-19 pandemic. 

 

Section 9.2.3:  

Revised to permit extended dosing period between Week 
8 and Week 12, if necessary, due to COVID-19 concerns, 
and to not permit entrance into the Extension Phase until a 
Randomization Phase Week 12 visit is conducted in the 
office. 

Section 9.4:  

Revised to permit overnight shipment of study drug, if 
necessary, due to COVID-19 concerns. 

General typographical errors have been corrected and 
administrative updates have been made throughout.  

 

Revised to add an Expanded Extension Phase, which 
provides eligible subjects with an additional 48 weeks of 
open-label treatment with troriluzole. 

16 Mar 2020 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

19 Oct 2020 
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Version 09 – 
Amendment 01, 
02, 03, 04, 05, 06 
07, and 08 – 
Incorporates 
Admin Letter 01 

Section 4.3 

Revised Schedule of Assessments to add an Additional 
Expanded Extension Phase, which provides eligible 
subjects with an additional 48 weeks of open-label 
treatment with troriluzole. 

15 Dec 2021 
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V ersi o n 1 0  –  
A m e n d m e nt 0 1, 
0 2, 0 3, 0 4, 0 5, 0 6 
0 7, 0 8 a n d 0 9  –  
I n c or p or at es 
A d mi n L ett er 0 1  

St u d y D esi g n a n d St u d y S c h e m ati c  

R e vis e d St u d y D esi g n s e cti o ns a n d St u d y S c h e m ati c t o 
a d d a n a d diti o n al 4 8 w e e ks of o p e n -l a b el tr e at m e nt wit h 
tr oril u z ol e t o t h e A d diti o n al E x p a n d e d E xt e nsi o n P h as e . 

S e cti o n 4. 3  

R e vis e d S c h e d ul e of A s s es s m e nts t o a d d a n a d diti o n al 4 8 
w e e ks of o p e n -l a b el tr e at m e nt wit h tr oril u z ol e t o t h e 
A d diti o n al E x p a n d e d E xt e nsi o n P h as e  ( T a bl e 7). 

S e cti o n s 4. 3, 4. 3. 2, 7. 7. 4 a n d 1 0. 1. 4  

R e vis e d t o r efl e ct c h a n g e i n M e di c al M o nit or fr o m   
   t o   

S e cti o n 1 7. 1 A p p e n di x I  

R e vis e d t o r efl e ct c h a n g e i n M e di c al M o nit or fr o m   
   t o    a n d a d diti o n of b a c k-

u p M e di c al M o nit or   

G e n er al t y p o gr a p hi c al err ors h a v e b e e n c orr e ct e d a n d 
a d mi nistr ati v e u p d at es h a v e b e e n m a d e t hr o u g h o ut.  

 

1 3 O ct 2 0 2 2  

P P D

P P D P P D P P D

P P D

P P D P P D P P D

P P D P P D
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BHV4157-202 

A RANDOMIZED, DOUBLE-BLIND, PLACEBO-CONTROLLED TRIAL 
OF ADJUNCTIVE TRORILUZOLE IN OBSESSIVE COMPULSIVE 

DISORDER  

CONFIDENTIALITY AND INVESTIGATOR STATEMENT 

The information contained in this protocol and all other information relevant to troriluzole are 
the confidential and proprietary information of Biohaven Pharmaceutical Holding Company 
Limited, and except as may be required by federal, state or local laws or regulation, may not be 
disclosed to others without prior written permission of Biohaven Pharmaceutical Holding 
Company Limited. 

I have read the protocol, including all appendices, and I agree that it contains all of the necessary 
information for me and my staff to conduct this study as described. I will conduct this study as 
outlined herein, in accordance with the regulations stated in the Federal Code of Regulations for 
Good Clinical Practices and International Conference on Harmonization guidelines, and will 
make a reasonable effort to complete the study within the time designated. 

I will provide all study personnel under my supervision copies of the protocol and any 
amendments, and access to all information provided by Biohaven Pharmaceutical Holding 
Company Limited. or specified designees. I will discuss the material with them to ensure that 
they are fully informed about Biohaven and the study. 

 
 

Principal Investigator Name (printed)  Signature 
 

Date      Site Number 
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S T U D Y S U M M A R Y ( S Y N O P SI S)  
 

Titl e:  A r a n d o mi z e d, d o u bl e -bli n d, pl a c e b o -c o ntr oll e d tri al of a dj u n cti v e tr oril u z ol e i n 
O bs es si v e C o m p ulsi v e Dis or d er  

 

R ati o n al e:  

 

First -li n e tr e at m e nt f or O bs es si v e C o m p ulsi v e Dis or d er ( O C D ) i n cl ud es 
c o g niti v e b e h a vi or t h er a p y a n d s el e cti v e s er ot o ni n r e u pt a k e i n hi bit ors ( S S RIs). 
N o n et h el es s, u p t o 6 0 % of p ati e nts h a v e a n i n a d e q u at e r es p o ns e t o c o n v e nti o n al 
p h ar m a c ot h er a p y  1 . W hil e S S RIs a n d cl o mi pr a mi n e h a v e b e e n a p pr o v e d f or 
O C D, t h e m aj orit y of  p ati e nts d o n ot h a v e a n a d e q u at e r es p o ns e t o 
p h ar m a c ol o gi c tr e at m e nt, a n d s o m e s e e k i n v asi v e n e ur os ur gi c al pr o c e d ur es t o 
a m eli or at e s y m pt o ms.  

T h e pr o p os e d st u d y is b as e d o n r e c e nt pr e cli ni c al, cli ni c al, g e n eti c a n d 
n e ur oi m a gi n g st u di es t h at i m pli c at e gl u t a m at er gi c h y p er a cti vit y i n t h e 
p at h o g e n esis of O C D.  I n m ulti pl e p u blis h e d cli ni c al c as e st u di es, t h e us e of 
a g e nts t h at m o d ul at e br ai n gl ut a m at e h a v e b e e n s u g g est e d t o h a v e effi c a c y i n 
p ati e nts wit h r efr a ct or y O C D  2 -8  .  

Tr oril u z ol e  is a n o v el gl ut a m at e m o d ul ati n g dr u g t h at is b ei n g d e v el o p e d f or t h e 
p ot e nti al tr e at m e nt of  O C D  as  a dj u n cti v e t h er a p y t o st a n d ar d of c ar e tr e at m e nts 
i n s u bj e cts w h o h a v e e x p eri e n c e d a n i n a d e q u at e r es p o ns e  t o c urr e nt 
p h ar m a c ot h er a p y .   

Tr oril u z ol e  is a tri p e pti d e pr o dr u g of t h e gl ut a m at e m o d ul ati n g a g e nt ril u z ol e 
t h at h as b e e n o pti mi z e d f or i m pr o v e d bi o a v ail a bilit y, p h ar m a c o ki n eti cs a n d 
d osi n g. Ril u z ol e is c urr e ntl y o nl y i n di c at e d f or A L S a n d h as a n u m b er of n o n -
d esir a bl e attri b ut es t h at h a v e li mit e d its cli ni c al us e. K e y li mit ati o ns of ril u z ol e 
i n cl u d e: 

•  • P o or or al bi o a v ail a bilit y  — W h e n ril u z ol e is a d mi nist er e d i n a t a bl et f or m, 
a p pr o xi m at el y 4 0 % is eit h er n ot a bs or b e d or is m et a b oli z e d i n t h e li v er 
b ef or e r e a c hi n g s yst e mi c cir c ul ati o n.  

•  • N e g ati v e f o o d eff e ct  — Ril u z ol e m ust b e t a k e n o n a n e m pt y st o m a c h, at 
l e ast o n e h o ur b ef or e or t w o h o urs aft er a m e al. F ail ur e t o a d h er e t o t h es e 
g ui d eli n es r es ults i n l o w er dr u g l e v els a n d p ot e nti all y d e cr e as e d t h er a p e uti c 
eff e cts.  

•  • N e g ati v e eff e ct o n li v er  — Ril u z ol e h as b e e n s h o w n t o h a v e d os e -
d e p e n d e nt li v er eff e cts t h at i n cl u d e el e v ati o ns o n li v er f u n cti o n t e sts. T a ki n g 
ril u z ol e n e c es sit at es r e g ul ar l a b or at or y m o nit ori n g of li v er f u n cti o n.  

•  • P h ar m a c o ki n eti c v ari a bilit y  — D u e t o e xt e nsi v e fir st -p as s m et a b olis m a n d 
C Y P 1 A 2 m et a b olis m.  
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Tr oril u z ol e  w as d e v el o p e d t o a d dr es s li mit ati o ns of ril u z ol e t h at h a v e r estri ct e d 
its br o a d er cli ni c al a p pli c ati o n. B as e d o n t h e pr e cli ni c al f e at ur es of tr oril u z ol e 
a n d d at a fr o m a c o m pl et e d  P h as e 1 st u d y  of  tr oril u z ol e, w e a nti ci p at e t h e 
cli ni c al p h ar m a c ol o g y t o off er f a v or a bl e pr o p erti es a s c o m p ar e d t o a v ail a bl e 
ril u z ol e:  

•  Tr oril u z ol e  is e x p e ct e d t o h a v e b ett er or al bi o a v ail a bilit y ; 

•  Tr oril u z ol e  is e x p e ct e d t o h a v e n o f o o d r estri cti o ns i m p os e d ; 

•  Tr oril u z ol e  is d esi g n e d t o r el e as e ril u z ol e aft er b y p as si n g first-p as s 
m et a b olis m a n d t h us c o nf er l o w er o v er all dr u g b ur d e n t o t h e liv er , w hi c h 
m a y tr a nsl at e i nt o a b ett er s af et y a n d t ol er a bilit y pr ofil e;  

•  Tr oril u z ol e  is e x p e ct e d t o h a v e r e d u c e d p h ar m a c o ki n eti c v ari a bilit y  a n d b e 
d os e d o nl y o n c e d ail y . 

A s a n o pti mi z e d  pr o dr u g of ril u z ol e, th e r e g ul at or y p at h w a y f or tr oril u z ol e will 
r el y o n t o xi c ol o g y d at a wit h tr oril u z ol e i n r o d e nts a n d n o n-h u m a n pri m at es, 
cli ni c al e x p eri e n c e wit h tr oril u z ol e i n ot h er cli ni c al dis or d ers s u c h as 
s pi n o c er e b ell ar at a xi a, a n d t h e w ell-c h ar a ct eri z e d s af et y e x p eri e n c e of ril u z ol e, 
w hi c h h as b e e n m ar k e t e d gl o b all y f or o v er 2 0 y e ars a n d is c o nsi d er e d s af e a n d 
w ell t ol er at e d.  

T a r g et 
P o p ul ati o n:  

M al e a n d f e m al e o ut p ati e nt s u bj e cts b et w e e n t h e a g e s of 1 8 - 6 5  y e ars, 
i n cl usi v e, wit h a pri m ar y  D S M -5 di a g n osis of O bs es si v e C o m p ulsi v e Dis or d er 
( c o nfir m e d b y t he MI NI) w h o h a v e h a d a n i n a d e q u at e r es p o ns e t o St a n d ar d of 
C a r e m e di c ati o ns, i n cl u di n g t h eir c urr e nt st a n d ar d of c ar e.  A n i n a d e q u at e 
r es p o ns e t o t h eir c urr e nt st a n d ar d of c ar e is d efi n e d b y a Y al e– Br o w n 
O bs es si v e C o m p ulsi v e S c al e ( Y -B O C S) s c or e of 1 9  or gr e at er d es pit e at l e ast 
1 0 w e e ks of tr e at m e nt at B as eli n e  8  wit h t h e m a xi m u m t ol er at e d d os e of a n 
S S RI , cl o mi pr a mi n e , v e nl af a xi ne or d es v e nl af a xi n e . A d diti o n all y, O C D 
s y m pt o ms i n s u bj e cts h a d t o b e pr es e nt f or ≥ 1  y e ar a n d at l e ast of m o d er at e 
s e v erit y o n t h e Cli ni c al Gl o b al I m pr es si o n S c al e s e v erit y of ill n es s it e m.  

N u m b e r of 

S u bj e cts:  

A p pr o xi m at el y 2 2 6 r a n d o mi z e d s u bj e cts  
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O bj e cti v es:  P ri m a r y O bj e cti v es  

•  T h e pri m ar y o bj e cti v e of t h e st u d y is t o e v al u at e t h e effi c a c y of Tr oril u z ol e  
as a dj u n cti v e t h er a p y i n s u bj e cts wit h O C D  w h o h a v e h a d a n i n a d e q u at e 
r es p o ns e t o S S RI , cl o mi pr a mi n e , v e nl af a xi n e or d es v e nlaf a xi n e tr e at m e nt  

S e c o n d a r y O bj e cti v es  

•  T o as s es s t h e s af et y a n d t ol er a bilit y of tr oril u z ol e, r el ati v e t o pl a c e b o, i n 
s u bj e cts wit h O C D  

•  E v al u at e t h e effi c a c y of tr oril u z ol e c o m p ar e d t o pl a c e b o o n f u n cti o n al 
dis a bilit y  as m e as ur e d b y t h e S h e e h a n Dis a bilit y S c al e ( S D S ) 

•  E v al u at e t h e effi c a c y of tr oril u z ol e c o m p ar e d t o pl a c e b o o n gl o b al 
f u n cti o ni n g as m e as ur e d b y t h e Cli ni c al Gl o b al I m pr es si o n  - S e v erit y S c al e  
( C GI-S ) 

•  E v al u at e t h e effi c a c y of tr oril u z ol e c o m p ar e d t o pl a c e b o o n o bs es si v e 
s y m pt o m at ol o g y as m e as ur e d b y t h e c h a n g e i n t h e Y al e Br o w n O bs es si v e  
C o m p ulsi v e S c al e ( Y -B O C S ) o bs es si o ns s u bs c al e  

E x pl o r at o r y O bj e cti v es  

•  E v al u at e t h e effi c a c y of tr oril u z ol e c o m p ar e d t o pl a c e b o o n d e pr es si v e 
s y m pt o m at ol o g y as m e as ur e d b y t h e Q ui c k I n v e nt or y of D e pr es si v e 
S y m pt o m at ol o g y - S elf R e p ort ( QI D S -S R ) 

•  E v al u at e t h e effi c a c y of tr oril u z ol e c o m p ar e d t o pl a c e b o o n a n xi et y 
s y m pt o ms as m e as ur e d b y t h e B e c k A n xi et y I n v e nt or y  (B AI ) 

•  E v al u at e t h e effi c a c y of tr oril u z ol e c o m p ar e d t o pl a c e b o o n i nsi g ht 
r e g ar di n g o bs es si o n al b eli efs as m e as ur e d b y t h e Br o w n A s s ess m e nt of 
B eli efs S c al e ( B A B S ) 

•  T o as s es s p h ar m a c o d y n a mi c eff e cts of tr oril u z ol e vs. pl a c e b o o n m ar k ers of 
s y n a pti c pl asti c it y as m e as ur e d b y pl as m a l e v els of B D N F a n d pr o B D N F  

•  T o c h ar a ct eri z e t h e p h ar m a c o ki n eti cs of tr oril u z ol e b as e d o n s p ars e 
s a m pli n g  



BHV4157-202; Clinical Protocol V10 Confidential 
Troriluzole (BHV4157) in Adult Subjects with Obsessive Compulsive Disorder Page 10 of 97 
 

Draft Version 10; 13 Oct 2022 
 

Study 
Design: 

BHV4157-202 is a Phase IIb/III, multicenter, randomized, double-blind, 
placebo-controlled, 2- arm study designed to assess safety, tolerability, and 
efficacy of troriluzole as adjunctive therapy when added to standard of care 
treatment in subjects with Obsessive Compulsive Disorder who failed to 
respond adequately to prior pharmacotherapy. Current treatment failure is 
defined by a Yale–Brown Obsessive Compulsive Scale (Y-BOCS) score of 19 
or greater despite at least 8 weeks of treatment at screening and at least 10 
weeks of treatment at baseline with an adequate dose of an SSRI, clomipramine, 
venlafaxine or desvenlafaxine. 

Subjects who are stable on Standard of Care (SOC) medication and having an 
inadequate response (as defined above) will be randomized to additionally 
receive placebo (QD) or troriluzole (200 mg QD, after four weeks at 140 mg 
QD). 

Dosing will continue for approximately 12 weeks. Eligible subjects will have 
the opportunity to continue in a 48 week open-label extension phase. Those 
subjects not continuing in the 48 week extension will return to the clinic two 
weeks after discontinuing study medication for a follow-up safety visit.  

For subjects entering the Extension Phase, their first in-person extension visit 
will be four weeks after the Week 12 Randomization Phase visit. Subjects will 
undergo visits every fourth week through Week 12 of this phase. Then subjects 
will undergo visits every 12 weeks up to Week 48 of this phase. Subjects who 
complete the 48 week extension may have the opportunity to receive an 
additional 48 weeks of open-label treatment with troriluzole in an Expanded 
Extension Phase depending on when they completed the first 48 weeks. Those 
subjects not continuing in the 48 week Expanded Extension Phase will return to 
the clinic two weeks after discontinuing study medication for a follow-up safety 
visit. 

For subjects completing the initial 48 week Extension Phase and continuing 
directly into the Expanded Extension Phase with no dose interruption, their first 
in-person expanded extension visit will be 12 weeks after the extension week 48 
visit. Subjects will undergo visits every 12 weeks up to Week 96 of this phase. 
Subjects who complete the 48 week Expanded Extension Phase may have the 
opportunity to receive an additional 96 weeks of open-label treatment with 
troriluzole in the Additional Expanded Extension Phase, for a total of 192 
weeks of open-label treatment, depending on when they completed the first 96 
weeks. Those subjects not continuing in the Additional Expanded Extension 
Phase will return to the clinic two weeks after discontinuing study medication 
for a follow-up safety visit. 

Subjects who previously completed the initial 48 week Extension Phase and 
have exited the study will have the opportunity to return and receive an 
additional 48 weeks of open-label treatment with troriluzole provided it has not 
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b e e n m or e t h a n 3 m o nt hs si n c e t h e y c o m pl et e d t h e st u d y  a n d  t h e PI b eli e v es it 
off ers a n a c c e pt a bl e ris k -b e n efit pr ofil e . All s u bj e cts will u n d er g o a p ost st u d y 
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1 INTRODUCTION AND RATIONALE 

1.1 Background 

Biohaven Pharmaceutical Holding Company Limited [Biohaven] is developing a new drug, 
troriluzole, for the treatment of OCD as well as for other neurologic and psychiatric disorders.  
Troriluzole is a novel and optimized prodrug of the glutamatergic agent riluzole. The FDA 
originally approved riluzole (RILUTEK®) 50 mg twice-a-day (NDA #20-599) for the treatment 
of patients with Amyotrophic Lateral Sclerosis (ALS). Riluzole is only indicated for ALS and 
has a number of non-desirable attributes that have limited its clinical use.  Troriluzole is a 
tripeptide prodrug of the glutamate modulating agent riluzole that has been optimized for 
improved bioavailability, pharmacokinetics and dosing. The proposed study in OCD is based on 
recent preclinical, clinical and neuroimaging studies that implicate glutamatergic hyperactivity in 
the pathogenesis of OCD 6-10. Biohaven hypothesizes that the pleiotropic effects of riluzole (e.g., 
glutamate modulation) may target mechanisms underlying pathologic brain function that is 
associated with OCD, and thus provide symptomatic benefit in patients suffering from OCD. 

1.1.1 Obsessive Compulsive Disorder (OCD) 

Obsessive-compulsive disorder (OCD) is a prevalent psychiatric disease, affecting 2-3% of the 
general population 11. According to the National Comorbidity Survey, approximately half of 
OCD cases are characterized as severe 1. Patients with OCD suffer from intrusive, obsessional 
thoughts that are typically ego-dystonic and commonly engage in time-consuming compulsive 
behaviors in in an attempt to attenuate their anxiety. The anxiety associated with OCD symptoms 
can be intense and persist chronically over time. Existing therapies, including pharmacotherapy 
and well-established cognitive-behavioral techniques, can significantly reduce symptoms in 
many patients. However, persistent residual symptoms are the norm and can lead to markedly 
restricted lives even in treated patients; and a substantial number of patients are treatment 
refractory 12. Indeed, treatment refractory OCD is a sufficiently debilitating condition that it is 
the only psychiatric disease for which psychosurgery still remains an established therapy of last 
resort 13,14. Augmentation strategies with neuroleptic medications can improve the effectiveness 
of selective serotonin inhibitors (SRIs) therapy but do not eliminate OCD symptoms 15,16.  
Additionally, neuroleptic medications are associated with adverse effects including tardive 
dyskinesia, extrapyramidal symptoms and metabolic syndrome. The clinical observation that few 
patients experience a complete response to SRIs or dopamine antagonists suggests that other 
neurochemical systems are involved in the pathophysiology of OCD. Novel pharmacological 
treatments are needed to improve treatment outcomes. 

1.1.2 Rationale for Troriluzole in the Treatment of OCD 

The proposed study is based on recent preclinical, clinical, genetic and neuroimaging studies that 
implicate glutamatergic hyperactivity in the pathogenesis of OCD 4,5,9,10,17-25. The Glutamate 
transporter gene SLC1A1 has been associated with the transmission of OCD in some studies, 
providing some genetic evidence of the association between altered glutamate neurotransmission 
and OCD 24. Further genome-wide association studies have identified the glutamate related 
SAPAP/DLGAP proteins as additional genes of interest 26,27. 
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N e ur oi m a gi n g st u di es h a v e als o c o nsist e ntl y i d e ntifi e d i n cr e as e d bl o o d fl o w, m et a b olis m a n d 
br ai n a cti vit y i n t h e or bit ofr o nt al c ort e x ( O F C), stri at u m, a n d t h al a m us of i n di vi d u als wit h O C D 
2 8 . T h e stri at u m is t h e pri m ar y i n p ut n u cl e us of t h e b as al g a n gli a, a n et w or k of s u b c orti c al 
str u ct ur es; t h e O F C is t h e m aj or t ar g et of c orti c al i n p ut t o t h e b as al g a n gli a a n d t h e t h al a m us is a 
m aj or o ut p ut; it pr oj e cts b a c k t o t h e c ort e x, f or mi n g  a f e e d b a c k l o o p.  T h es e str u ct ur es, w hi c h 
ar e h y p er a cti v e i n O C D, t h us c o nstit ut e p art of t h e c orti c o -stri at o -t h al a m o-c orti c al ( C S T C) 
cir c uitr y.  I nf or m ati o n fl o w s t hr o u g h t his cir c uitr y i n t w o p ar all el l o o ps: t h e dir e ct p at h w a y, 
w hi c h pr o vi d e s  n et p ositi v e f e e d b a c k t o t h e c ort e x, a n d t h e i n dir e ct p at h w a y, w hi c h pr o vi d es n et 
n e g ati v e f e e d b a c k.  A cti vit y i n t h es e p ar all el cir c uitri es e xists i n a ti g htl y r e g ul at e d d y n a mi c 
b al a n c e.  A l e a di n g e x pl a n at or y m o d el f or O C D s u g g ests t h at o v er a cti vit y i n t h e dir e ct p at h w a y 
r el ati v e t o t h e i n dir e ct p at h w a y r es ults i n a disi n hi bit e d t h al a m us a n d t h e cr e ati o n of a s elf -
p er p et u ati n g cir c uit b et w e e n t h e t h al a m us a n d t h e or bit ofr o nt al c ort e x t h at dri v es O C D 
s y m pt o ms  2 9 ,3 0 . Cli ni c al st u di es s u p p ort t his m o d el. C o m p ar e d t o c o ntr ols, tr e at m e nt n aï v e O C D 
p ati e nts h a v e si g nifi c a ntl y i n cr e as e d gl ut a m at er gi c a cti vit y as m e as ur e d b y pr ot o n m a g n eti c 
r es o n a n c e s p e ctr os c o p y ( 1 H-M R S) 3 1 ,3 2 .  M or e o v er, tr e at m e nt wit h a n S RI w as as s o ci at e d wit h a 
si g nifi c a nt d e cli n e i n c a u d at e gl ut a m at e c o n c e ntr ati o n i n t h os e i n di vi d u als w h o r es p o n d e d t o S RI 
tr e at m e nt  3 1 -3 4 . T h es e cli ni c al fi n di n gs ar e c o nsist e nt wit h p h ar m a c ol o gi c al st u di es 
d e m o nstr ati n g a n S RI -i n d u c e d i n hi biti o n of gl ut a m at e r el e as e 3 5 .  

O p e n l a b el d at a a n d s m all cli ni c al st u di es als o s u g g est b e n efit fr o m t h e gl ut a m at e m o d ul at or 
ril u z ol e i n i n di vi d u als wit h O C D 8 ,3 6 ,3 7 . I n a st u d y b y E m a m z a d e hf ar d  4 , p ati e nts tr e at e d wit h 
ril u z ol e a u g m e nt ati o n of t h e S S RI fl u v o x a mi n e s h o w e d si g nifi c a ntl y gr e at er r e d u cti o ns i n t h eir 
Y -B O C S s c or e a n d m or e p ati e nts a c hi e v e d r e mis si o n c o m p ar e d t o pl a c e b o o v er t h e 1 0 w e e k 
c o urs e of t h e tri al. Ril u z ol e h as s e v er al m o d es of a cti o n; pr o mi n e nt a m o n g t h e m, ar e a n 
i n hi biti o n of pr es y n a pti c gl ut a m at e r el e as e a n d i n cr e as e d gl ut a m at e c y cli n g d u e t o eff e cts o n t h e 
e x cit at or y a mi n o a ci d tr a ns p ort ers ( E A A Ts) l o c at e d o n gli a 3 8 . 

1. 1. 3  Tr oril u z ol e  

1. 1. 3. 1  Pr e -Cli ni c al St u di e s  

C CI
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1. 1. 3. 2. 1  T r oril u z ol e P h a s e  I - St u d y B H V 4 1 5 7 -1 0 1  

1. 1. 3. 2. 2  B H V 4 1 5 7 P h a s e 2 –  B H V 4 1 5 7 -2 0 1  

B H V 4 1 5 7 -2 0 1 w as a P h as e 2 b/ 3, m ulti c e nt er, r a n d o mi z e d, d o u bl e -bli n d, pl a c e b o -c o ntr oll e d 
p ar all el -gr o u p st u d y d esi g n e d t o as s es s t h e s af et y, t ol er a bilit y, a n d effi c a c y of tr oril u z ol e i n 
s u bj e cts wit h s pi n o c er e b ell ar at a xi a ( S C A). S u bj e cts w er e r a n d o mi z e d t o  r e c ei v e tr oril u z ol e ( 1 4 0 

C CI
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m g P O o n c e d ail y [ Q D]) or pl a c e b o f or 8 w e e ks. A t ot al of 1 4 1 s u bj e cts w er e r a n d o mi z e d i nt o 
t h e d o u bl e-bli n d r a n d o mi z ati o n p h as e ( 7 1 s u bj e cts i n t h e tr oril u z ol e 1 4 0 m g Q D gr o u p a n d 
7 0  s u bj e cts i n t h e pl a c e b o gr o u p).  

D uri n g t h e d o u bl e -bli n d r a n d o mi z ati o n p h as e, a d mi nistr ati o n of tr oril u z ol e at 1 4 0 m g Q D f or 
8  w e e ks w as w ell t ol er at e d i n a d ult s u bj e cts wit h S C A. T h er e w er e n o d e at hs r e p ort e d d uri n g t h e 
r a n d o mi z ati o n p h as e of t his st u d y. Tr e at m e nt-e m er g e nt S A Es w er e r e p ort e d f or 5 ( 3 . 5 5 %) 
s u bj e cts , i n cl u di n g 4 tr oril u z ol e -tr e at e d s u bj e cts ( ast h e ni a, atri al fi brill ati o n, bl o o d cr e ati n e 
p h os p h o ki n as e i n cr e as e d, d e h y dr ati o n, b a c k p ai n a n d c er e br al i nf ar cti o n), a n d 1  pl a c e b o -tr e at e d 
s u bj e ct ( c h est dis c o mf ort).  N o cli ni c all y m e a ni n gf ul tr e n ds i n l a b or at or y v al u es w er e i d e ntifi e d 
i n t his st u d y. N o s u bj e ct h a d A S T or A L T l a b or at or y a b n or m aliti es > 3 X U L N. 

S u bj e cts c o m pl eti n g t h e d o u bl e -bli n d r a n d o mi z ati o n p h as e w er e off er e d 4 8 w e e ks of o p e n -l a b el 
tr e at m e nt wit h tr oril u z ol e ( 1 4 0 m g P O Q D) i n a n e xt e nsi o n p h as e. O n e h u n dr e d a n d t hirt y (1 3 1 ) 
s u bj e cts c o nti n u e d i nt o t h e o p e n -l a b el e xt e nsi o n p h a s e, w hi c h w as o n g oi n g as of O ct o b er 2 0 1 7.  
At t h at ti m e, t h e pr eli mi n ar y s af et y pr ofil e of tr oril u z ol e 1 4 0 m g Q D w as c o nsist e nt wit h t h e 
tr oril u z ol e s af ety pr ofil e o bs er v e d d uri n g t h e r a n d o mi z ati o n p h as e.  

1. 1. 4  P ot e nti al f or D r u g -D r u g I nt e r a cti o n s  

Cli ni c al dr u g i nt er a cti o n st u di es f or tr oril u z ol e h a v e n ot b e e n c o n d u ct e d y et.  

T r oril u z ol e: tr oril u z ol e, its elf, is n ot e x p e ct e d t o i nt erf er e wit h dr u g m et a b olis m a n d its cl e a v a g e 
vi a pl as m a p e pti d as es r e n d er s  it u nli k el y t o b e aff e ct e d si g nifi c a ntl y b y li v er c yt o c hr o m e P 4 5 0 
i n hi bit ors. T r oril u z ol e h as t h e f oll o wi n g k n o w n p h ar m a c o ki n eti c/ m et a b olis m p ar a m et ers:  

•  N ot a n i n hi bit or of C Y P 3 A 4, C Y P 1 A 2, or  C Y P 2 D 6  

•  I n C Y P i n d u cti o n st u di es:  
 

○  T h e esti m at e d E C 5 0 a n d E m a x f or C Y P 1 A 2 m R N A w as 1. 4 4 μ M a n d 3. 4 7 -f ol d 
i n d u cti o n, r es p e cti v el y; 

○  T h e esti m at e d E C 5 0 a n d E m a x f or C Y P 2 B 6 m R N A w as 1 2. 6 μ M a n d 2 7. 0 -f ol d 
i n d u cti o n, r es p e cti v el y; a n d  

○  T r oril u z ol e di d n ot i n cr e as e C Y P 3 A 4 m R N A at d os es u p t o 3 0  μ M  

Ril u z ol e M et a b olis m: tr oril u z ol e m et a b oli z es t o ril u z ol e. A s p er t h e U S PI, ril u z ol e m et a b olis m 
h as b e e n as s es s e d i n s p e ci al p o p ul ati o ns, c h ar a ct eri z e d b y h e p ati c i m p air m e nt ( 2 t o 3 f ol d 
i n cr e as e i n A U C wit h C hil d-P u g h S c or es of A a n d B), r e n al i m p air m e nt ( n o eff e ct), a g e ( n o 
eff e ct), g e n d er ( n o eff e ct), s m o k ers ( 2 0 % f ast er eli mi n ati o n) a n d r a c e (J a p a n es e c o m p ar e d t o 
C a u c asi a ns: n o eff e ct).  

Eff e ct of ot h er dr u gs o n Ril u z ol e m et a b olis m: I n vitr o st u di es usi n g h u m a n li v er mi cr os o m al  
pr e p ar ati o ns s u g g est t h at C Y P 1 A 2 is t h e pri n ci p al is o z y m e i n v ol v e d i n t h e i niti al o xi d ati v e 
m et a b olis m of ril u z ol e a n d, t h er ef or e, p ot e nti al i nt er a cti o ns m a y o c c ur w h e n ril u z ol e is gi v e n 
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c o n c urr e ntl y wit h a g e nts t h at aff e ct C Y P 1 A 2 a cti vit y. P ot e nti al i n hi bit ors of C Y P 1 A 2 ( e. g., 
ci pr ofl o x a ci n, e n o x a ci n, fl u v o x a mi n e, m et h o x s al e n, m e xil eti n e, or al c o ntr a c e pti v e s, 
t hi a b e n d a z ol e, v e m ur af e ni b, zil e ut o n) c o ul d d e cr e a s e t h e r at e of ril u z ol e eli mi n ati o n, w hil e 
i n d u c ers of C Y P 1 A 2 ( e. g., ci g ar ett e s m o k e, c h ar c o al-br o il e d f o o d, rif a m pi ci n, a n d o m e pr a z ol e) 
c o ul d i n cr e as e t h e r at e of ril u z ol e eli mi n ati o n.  

Eff e ct of Ril u z ol e o n t h e M et a b olis m of Ot h er Dr u gs: C Y P 1 A 2 is t h e pri n ci p al is o e n z y m e 
i n v ol v e d i n t h e i niti al o xi d ati v e m et a b olis m of ril u z ol e; p ot e nti al i nt er a cti o ns m a y o c c ur w h e n 
ril u z ol e is gi v e n c o n c urr e ntl y wit h ot h er a g e nts w hi c h ar e als o m et a b oli z e d pri m aril y b y 
C Y P 1 A 2 ( e. g., t h e o p h ylli n e, c aff ei n e, a n d t a cri n e). C urr e ntl y, it is n ot k n o w n w h et h er ril u z ol e 
h as a n y p ot e nti al f or e n z y m e i n d u cti o n i n h u m a ns.  

1. 1. 5  Cli ni c al A d v e r s e E v e nt Pr ofil e  

1. 1. 5. 1  Tr oril u z ol e  

1. 1. 5. 2  Ril u z ol e  

Cli ni c al i nf or m ati o n o n ril u z ol e, as r efl e ct e d i n t h e U S PI, is pr e d o mi n a ntl y b as e d o n e x p eri e n c e 
fr o m a p pr o xi m at el y 4 0 0 0 p ati e nts gi v en ril u z ol e f or A L S. R ef er t o t h e U S Pr es cri bi n g 
I nf or m ati o n ( 1 5) w h er e gr e at er d et ails o n t h e a d v ers e e v e nt pr ofil e of ril u z ol e c a n b e f o u n d.  T h e 
f oll o wi n g s u m m ari z es r el e v a nt i nf or m ati o n.  

C CI
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O v er all, ril u z ol e t a bl ets h a v e b e e n w ell t ol er at e d i n p o p ul ati o ns wit h A L S a n d di v ers e 
n e ur o ps y c hi atri c c o n diti o ns t h at i n cl u d e M aj or D e pr es si v e Dis or d er ( M D D ), G e n er ali z e d 
A n xi et y Dis or d er ( G A D ) a n d s pi n o c er e b ell ar at a xi a . I n r a n d o mi z e d c o ntr oll e d tri als c o m p ari n g a 
1 0 0 m g d ail y d os e of ril u z ol e wit h pl a c e b o, n o A Es o c c urr e d at r at es gr e at er t h a n 5 % a n d t wi c e 
t h at of pl a c e b o. T h e A Es o c c urri n g gr e at er t h a n 5 % a n d at l e ast 2 % m or e t h a n pl a c e b o i n cl u d e d 
ast h e ni a ( 1 8 % vs 1 2 % pl a c e b o) a n d n a us e a ( 1 4 % vs 9 %).  T h es e t w o A Es s h o w e d tr e n ds f or a 
d os e r es p o ns e ( 1 6). T h e p u blis h e d  lit er at ur e o n t h e u s e of ril u z ol e t a bl ets i n ps y c hi atri c dis or d ers, 
w hil e g e n er all y c o m pri s e d  of c as e -s eri es, is c o nsist e nt wit h t his t ol er a bilit y pr ofil e.  

T h e m ost c o m m o nl y o bs er v e d A Es as s o ci at e d wit h t h e us e of ril u z ol e t a bl ets m or e fr e q u e ntl y 
t h a n pl ac e b o tr e at e d p ati e nts w er e:  

•  ast h e ni a;  

•  n a us e a;  

•  di z zi n es s;  

•  d e cr e as e d l u n g  f u n cti o n;  

•  di arr h e a;  

•  a b d o mi n al  p ai n;  

•  p n e u m o ni a;  

•  v o miti n g;  

•  v erti g o;  

•  cir c u m or al  p ar est h esi a;  

•  a n or e xi a;  a n d  

•  s o m n ol e n c e.  

A p pr o xi m at el y 1 4 % ( n = 1 4 1) of t h e 9 8 2 i n di vi d u als wit h A L S w h o r e c ei v e d ril u z ol e i n pr e -
m ar k eti n g cli ni c al tri als dis c o nti n u e d tr e at m e nt b e c a us e of a n a d v ers e e x p eri e n c e. Of t h os e 
p ati e nts w h o dis c o nti n u e d d u e t o a d v ers e e v e nts, t h e m ost c o m m o nl y r e p ort e d  w er e: n a us e a, 
a b d o mi n al p ai n, c o nsti p ati o n, a n d A L T el e v ati o ns. I n a d os e r es p o ns e st u d y i n A L S p ati e nts, t h e 
r at es of dis c o nti n u ati o n of RI L U T E K f or ast h e ni a, n a us e a, a b d o mi n al p ai n, a n d A L T el e v ati o n 
w er e d os e r el at e d. T h e A Es of ast h e ni a, n a us e a, di z zi n ess, di arr h e a, a n or e xi a, v erti g o, 
s o m n ol e n c e, a n d  cir c u m or al  p ar est h esi a w er e d os e r el at e d. A s s es s m e nt of p ul m o n ar y A Es is 
c o nf o u n d e d b y t h e u n d erl yi n g ill n es s, A L S, w hi c h is as s o ci at e d wit h r es pir at or y  s y m pt o ms.  
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1. 1. 5. 2. 1  El e v ati o n s i n Li v er F u n cti o n T e st s  

T r oril u z ol e h as n ot b e e n as s o ci at e d wit h si g nifi c a nt c h a n g es i n li v er f u n cti o n or p at h ol o g y i n 
n o n cli ni c al t o xi c ol o g y st u di es t o d at e, as r efl e ct e d i n t h e I B.  N o cli ni c all y si g nifi c a nt L F T 
c h a n g es w er e o bs er v e d o n st u d y dr u g i n B H V 4 1 5 7 -1 0 1.  I n t h e o n g oi n g cli n i c al tri al i n S C A, 
L F Ts r e m ai n bli n d e d; h o w e v er, n o s u bj e cts w er e r e q uir e d t o dis c o nti n u e st u d y m e di c ati o n d u e t o 
el e v at e d L F Ts.   

Ril u z ol e  is as s o ci at e d wit h el e v ati o ns i n a mi n otr a nsf er as es t h at h a v e b e e n r efl e ct e d i n m o nit ori n g 
pr e c a uti o ns t h at will b e f oll o w e d wit hi n t his pr ot o c ol. E x p eri e n c e i n al m ost 8 0 0 A L S p ati e nts 
i n di c at es t h at a b o ut 5 0 % of ril u z ol e-tr e at e d p ati e nts will e x p eri e n c e at l e ast o n e A L T/ S G P T l e v el 
a b o v e t h e u p p er li mit of n or m al, a b o ut 8 % will h a v e el e v ati o ns > 3 X U L N, a n d a b o ut 2 % of 
p ati e nts will h a v e el e v ati o ns > 5 X U L N. A si n gl e n o n -A L S p ati e nt wit h e pil e ps y tr e at e d wit h 
c o n c o mit a nt c ar b a m a z e pi n e a n d p h e n o b ar bit al e x p eri e n c e d m ar k e d, r a pi d el e v ati o ns of li v er 
e n z y m es wit h j a u n di c e ( A L T 2 6 X U L N, A S T 1 7 X U L N, a n d bilir u bi n 1 1 X U L N) f o ur m o nt hs 
aft er st arti n g ril u z ol e; t h es e r et ur n e d t o n or m al 7 w e e ks aft er tr e at m e nt dis c o nti n u ati o n. 
M a xi m u m i n cr e as es i n s er u m A L T us u all y o c c urr e d wit hi n 3 m o nt hs aft er t h e st art of ril u z ol e 
t h er a p y a n d w er e us u all y tr a nsi e nt w h e n < 5 ti m es U L N. I n tri als, if A L T l e v els w er e < 5 ti m es 
U L N, tr e at m e nt c o nti n u e d a n d A L T l e v els us u all y r et ur n e d t o b el o w 2 ti m es U L N wit hi n 2 t o 6 
m o nt hs. Tr e at m e nt i n st u di es w as dis c o nti n u e d, h o w e v er, if A L T l e v els e x c e e d e d 5 X U L N, s o 
t h at t h er e is n o e x p eri e n c e wit h c o nti n u e d tr e at m e nt of A L S p ati e nts o n c e A L T v al u es e x c e e d 5 
ti m es U L N. T h er e w er e r ar e i nst a n c es of j a u n di c e. T h er e is li mit e d e x p eri e n c e wit h r e c h all e n g e 
of p ati e nts w h o h a v e h a d ril u z ol e dis c o nti n u e d f or A L T > 5 X U L N, b ut t h er e is t h e p os si bilit y 
of i n cr e as e d A L T v al u es r e o c c urri n g. T h er ef or e, r e c h all e n g e is n ot r e c o m m e n d e d. I n p ost -
m ar k eti n g e x p eri e n c e, c as es of cli ni c al h e p atitis as s o ci at e d  wit h ril u z ol e h a v e b e e n r e p ort e d, 
i n cl u di n g o n e wit h f at al o ut c o m e. 

1. 1. 5. 2. 2  N e utr o p e ni a  

T r oril u z ol e h as n ot b e e n as s o ci at e d wit h h e m at ol o gi c fi n di n gs i n n o n cli ni c al t o xi c ol o g y st u di es 
t o d at e.  I n St u d y B H V 4 1 5 7-1 0 1, o n e s u bj e ct i n t h e 1 7. 5 m g BI D c o h ort e x p eri e n c e d tr a nsi e nt 
a n d mil dl y d e cr e as e d w hit e bl o o d c ell c o u nt aft er t hr e e d a ys of tr e at m e nt; h o w e v er, t his s u bj e ct 
e vi d e n c e d m o d er at e d e cli n e d uri n g t h e s cr e e ni n g p eri o d pri or t o m e di c ati o n a d mi nistr ati o n.  T h e 
s u bj e ct’s c o u nt i n cr e as e d w hil e o n c o nti n u e d st u d y  dr u g a n d n or m ali z e d wit hi n 6 d a ys aft er 
o ns et.  

F or ril u z ol e , a c c or di n g t o t h e U S PI, r ar e c as es of n e utr o p e ni a w er e r e p ort e d. A m o n g 
a p pr o xi m at el y 4, 0 0 0 p ati e nts gi v e n ril u z ol e f or A L S i n cli ni c al tri als, t h er e w er e t hr e e c as es of 
m ar k e d n e utr o p e ni a ( a bs ol u t e n e utr o p hil c o u nt l es s t h a n 5 0 0/ m m 3), all s e e n wit hi n t h e first 2 
m o nt hs of ril u z ol e tr e at m e nt. I n o n e c as e, n e utr o p hil c o u nts r os e o n c o nti n u e d tr e at m e nt. I n a 
s e c o n d c as e, c o u nts r os e aft er t h er a p y w as st o p p e d. A t hir d c as e w as m or e c o m pl e x, wit h m ar k e d 
a n e mi a as w ell as n e utr o p e ni a a n d t h e eti ol o g y of b ot h is u n c ert ai n. P ati e nts s h o ul d b e w ar n e d t o 
r e p ort a n y f e bril e ill n es s t o t h eir p h ysi ci a ns. T h e r e p ort of a f e bril e ill n es s s h o ul d pr o m pt tr e ati n g 
p h ysi ci a ns t o c h e c k w hit e bl o o d c ell c o u nts.  
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1. 1. 5. 2. 3  I nt er stiti al L u n g Di s e a s e 

T r oril u z ol e h as n ot b e e n as s o ci at e d wit h p ul m o n ar y fi n di n gs i n n o n cli ni c al t o xi c ol o g y st u di es t o 
d at e.  

F or ril u z ol e a c c or di n g t o t h e U S PI, r ar e c as es of i nt erstiti al l u n g dis e as e h a v e b e e n r e p ort e d, 
s o m e of t h e m s e v er e; u p o n f urt h er i n v es ti g ati o n, m a n y of t h es e c as es w er e h y p ers e nsiti vit y 
p n e u m o nitis. If r es pir at or y s y m pt o ms d e v el o p s u c h a s dr y c o u g h a n d/ or d ys p n e a, c h est 
r a di o gr a p h y s h o ul d b e p erf or m e d, a n d i n c as e of fi n di n gs s u g g esti v e of i nt erstiti al l u n g dis e as e 
or h y p ers e nsiti vit y p n e u m o nitis ( e. g., bil at er al diff us e l u n g o p a citi es), ril u z ol e s h o ul d b e 
dis c o nti n u e d i m m e di at el y. I n t h e m aj orit y of t h e r e p ort e d c as es, s y m pt o ms r es ol v e d aft er dr u g 
dis c o nti n u ati o n a n d s y m pt o m ati c tr e at m e nt. 

1. 1. 6  P ot e nti al Ri s k t o F et al D e v el o p m e nt  

T r oril u z ol e h as n ot y et b e e n as s es s e d i n f ertilit y a n d f et al d e v el o p m e nt st u di es.  

A s d es cri b e d i n t h e U S PI, or al a d mi nistr ati o n of ril u z ol e t o pr e g n a nt a ni m als d uri n g t h e p eri o d of 
or g a n o g e n esis c a us e d e m br y ot o xi cit y i n r ats a n d r a b bits at d os es of 2 7 m g/ k g a n d 6 0 m g/ k g, 
r es p e cti v el y, or 2. 6 a n d 1 1. 5 ti m es, r es p e cti v el y, t h e r e c o m m e n d e d m a xi m u m h u m a n d ail y d os e 

o n a m g/ m 2 b asis. E vi d e n c e of m at er n al t o xi cit y w as als o o bs er v e d at t h es e d os es. W h e n 
a d mi nist er e d t o r ats pri or t o a n d d uri n g m ati n g ( m al e s  a n d f e m al es) a n d t hr o u g h o ut g est ati o n a n d 
l a ct ati o n (f e m al es), ril u z ol e pr o d u c e d a d v ers e eff e cts o n pr e g n a n c y ( d e cr e as e d i m pl a nt ati o ns, 
i n cr e as e d i ntr a ut eri n e d e at h) a n d offs pri n g vi a bilit y a n d gr o wt h at a n or al d os e of 1 5 m g/ k g or 

1. 5 ti m es t h e m a xi m u m d ail y d os e o n a m g/ m 2 b asis. T h er e ar e n o a d e q u at e a n d w ell -c o ntr oll e d 
st u di es i n pr e g n a nt w o m e n. Ril u z ol e s h o ul d b e us e d d uri n g pr e g n a n c y o nl y if t h e p ot e nti al 
b e n efit j ustifi es t h e p ot e nti al ris k t o t h e  f et us. 

1. 2  St u d y  R ati o n al e  

1. 2. 1  St u d y D e si g n R ati o n al e  

T r oril u z ol e is a gl ut a m at e m o d ul ati n g dr u g t h at is b ei n g d e v el o p e d f or t h e p ot e nti al tr e at m e nt of 
s pi n o c er e b ell ar at a xi a ( S C A)  as w ell as O bs es si v e C o m p ulsi v e Dis or d er ( O C D) . T his pr ot o c ol 
r e pr es e nts t h e first tri al of tr oril u z ol e i n O C D. 

T r oril u z ol e is a n o v el tri p epti d e pr o dr u g of t h e gl ut a m at e m o d ul ati n g a g e nt ril u z ol e. T h e 
pr o p os e d st u d y is b as e d o n r e c e nt pr e cli ni c al, cli ni c al , g e n eti c a n d n e ur oi m a gi n g st u di es t h at 
i m pli c at e gl ut a m at er gi c h y p er a cti vit y i n t h e p at h o g e n esis of O C D 2 4 ,2 6 ,2 7 ,4 4 . W hil e  tr oril u z ol e h as 
y et t o b e st u di e d i n O C D , st u di es wit h ril u z ol e i n p o p ul ati o ns wit h O C D pr o vi d e s u p p ort f or t h e 
t h er a p e uti c p ot e nti al of tr oril u z ol e. I n a d diti o n t o o p e n l a b el d at a s u g g esti n g t h e b e n efit of 
ril u z ol e i n i n di vi d u als wit h O C D 8 ,3 6 ,3 7 , o n e  r e c e nt pl a c e b o -c o ntr oll e d, d o u bl e -bli n d tri al of 
ril u z ol e a ug m e nt ati o n of S S RI tr e at m e nt i n p ati e nts wit h r efr a ct or y or m o d er at e t o s e v er e O C D 
s h o w e d ril u z ol e t o b e eff e cti v e i n a s u bs et of p ati e nts  4 . 
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Ril u z ol e h as s e v er al m o d es of a cti o n; pr o mi n e nt a m o n g t h e m, ar e a r e d u cti o n i n gl ut a m at e 
o utfl o w d u e t o eff e cts o n t h e e x cit at or y a mi n o a ci d tr a n s p ort ers  3 8 . Gi v e n t h e e vi d e n c e f or t h e 
r ol e of el e v at e d br ai n gl ut a m at e i n O C D, a n d t h at tr oril u z ol e is a pr o dr u g of ril u z ol e, it is 
h y p ot h esi z e d t h at it w o ul d b e e x p e ct e d t o h a v e t h er a p e uti c v al u e i n O C D as a gl ut a m at e 
m o d ul ati n g a g e nt.  

T r oril u z ol e w as d e v el o p e d t o a d v a n c e u p o n t h e li mit ati o ns of ril u z ol e t h at h a v e r estri ct e d its 
br o a d er cli ni c al a p pli c ati o n. Ril u z ol e t a bl ets h a v e 6 0 % bi o a v ail a bilit y, attri b ut e d t o hi g h first -
p as s m et a b olis m i n t h e li v er. T his is t h o u g ht t o b e r el at e d t o m et a b olis m b y t h e h et er o g e n e o usl y 
e x pr es s e d C Y P 1 A 2 e n z y m e, w hi c h is als o attri b ut a bl e t o t h e hi g h P K v ari a bilit y as s o ci at e d wit h 
ril u z ol e 8 -1 0 . I n a d diti o n, ril u z ol e is as s o ci at e d wit h r e d u c e d e x p os ur e w h e n t a k e n wit h m e als 
(i. e., a n e g ati v e f o o d eff e ct), r es ulti n g i n t h e g ui d a n c e t o t a k e ril u z ol e wit hi n a t hr e e h o ur f ast 
( o n e h o ur b ef or e or  t w o h o urs aft er a m e al). 

Ril u z ol e is als o d os e d t wi c e a d a y, h as d os e -d e p e n d e nt eff e cts o n li v er f u n cti o n t ests a n d t h e 
dr u g s u bst a n c e its elf h as ot h er i ntri nsi c li mit ati o ns i n cl u di n g: v er y l o w s ol u bilit y i n w at er, p o or 
or al p al at a bilit y, p H d e p e n d e nt c h e mi c al st a bilit y a n d i nt e ns e or al n u m b n es s if a d mi nist er e d 
dir e ctl y t o t h e or al m u c os a.  

T r oril u z ol e is a t hir d g e n er ati o n of pr o dr u g d e v el o p m e nt r e pr es e nti n g m ulti pl e y e ars of 
c h e mistr y eff ort wit h o pti mi z e d i n vi v o a n d i n vitr o f e at ur es b as e d o n st a bilit y w hil e tr a nsiti n g 
t h e di g esti v e s yst e m, e n h a n c e d g astr oi nt esti n al a bs or pti o n, a v oi d a n c e of first p as s m et a b olis m, 
f a v or a bl e s af ety p h ar m a c ol o g y, m et a b oli c cl e a v a g e i n t h e pl as m a, a n d e n h a n c e d 
p h ar m a c o ki n eti c pr o p erti es.  

B as e d o n t h e pr e cli ni c al f e at ur es of tr oril u z ol e, w e a nti ci p at e t h e cli ni c al p h ar m a c ol o g y t o off er 
f a v or a bl e pr o p erti es as c o m p ar e d t o a v ail a bl e ril u z ol e:  

•  I m p r o v e d Bi o a v ail a bilit y — T r oril u z ol e is a s u bstr at e f or t h e g ut tr a ns p ort ers ( P e p T 1). T his 
is t h o u g ht t o i n cr e as e t h e bi o a v ail a bilit y of t h e dr u g as c o m p ar e d t o or all y d os e d ril u z ol e, 
m e a ni n g t h at m or e of t h e c o m p o u n d is a bs or b e d b y t h e b o d y i nt o t h e bl o o d str e a m a n d c a n 
h a v e a n a cti v e eff e ct. St u di es h a v e s h o w n t h at a d mi nistr ati o n of a g e nts t hr o u g h p e pti d e 
tr a ns p ort ers si g nifi c a ntl y i n cr e as es t h e a bs or pti o n of dr u gs wit h ot h er wis e p o or or al 
bi o a v ail a bilit y.  

•  N o N e g ati v e F o o d Eff e ct — T r oril u z ol e s h o w s n o f o o d eff e ct i n h u m a n st u di es, m e a ni n g t h at 
t h e dr u g will n ot b e as s o ci at e d wit h s p e ci al m e al r estri cti o ns, a p h e n o m e n o n p ot e nti all y 
attri b ut a bl e t o e n h a n c e d u pt a k e b y i nt esti n al tr a ns p ort ers s p e cifi c t o t h e p e pti d e -c o nt ai ni n g 
m oi et y of tr o ril u z ol e. T his is i n c o ntr ast t o or al ril u z ol e t a bl ets, w hi c h r e q uir e a 3 -h o ur 
wi n d o w of f asti n g ar o u n d its t w o d ail y d os es t o r e a c h t h er a p e uti c l e v els, c urr e ntl y a d os e -
li miti n g f a ct or of ril u z ol e. 
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•  L o w e r O v e r all D r u g B u r d e n t o t h e Li v e r — A s a pr o dr u g t h at miti g at es first -p as s li v er 
m et a b olis m a n d e n h a n c es bi o a v ail a bilit y, t h er a p e uti c c o n c e ntr ati o ns of t h e a cti v e m et a b olit e 
ril u z ol e c a n b e a c hi e v e d wit h a l o w er m ol ar dr u g lo a d  as c o m p ar e d t o ril u z ol e t a bl ets. I n 
a d diti o n, r el e as e of t h e a cti v e m et a b olit e o v er ti m e will r es ult i n a r e d u c e d b ol us h e p ati c 
c o n c e ntr ati o n as c o m p ar e d t o t h at as s o ci at e d wit h ril u z ol e t a bl ets. T a k e n t o g et h er, w e b eli e v e 
t h es e attri b ut es of tro ril u z ol e will r e d u c e t h e p ot e nti al f or a d v ers e li v er eff e cts. 

•  O pti mi z e d D osi n g R e gi m e n a n d C o m pli a n c e — T r oril u z ol e h as b e e n d e v el o p e d as a 
c o n v e ni e nt o n c e -d ail y d os e, w hi c h c o ul d i m pr o v e r e gi m e n c o m pli a n c e f or p ati e nts. W e 
b eli e v e t h es e ar e i m p ort a nt f e at ur es t o o pti mi z e l o n g -t er m h e alt h o ut c o m es i n t h e tr e at m e nt 
of p ati e nts wit h c hr o ni c dis e as es.   

1. 2. 2  P h a r m a c o ki n eti c s a n d D o s e S el e cti o n R ati o n al e  

1. 3  R e s e a r c h H y p ot h e si s  

T r oril u z ol e is s u p eri or t o pl a c e b o as a dj u n cti v e t h er a p y w h e n a d d e d t o St a n d ar d of C ar e 
Tr e at m e nt o v er a 1 2 w e e k p eri o d i n p ati e nts wit h O bs es si v e C o m p ulsi v e Dis or d er wit h a n 
i n a d e q u at e r es p o ns e t o S S RI, cl o mi pr a mi n e , v e nl af a xi n e or d es v e nl af a xi n e tr e at m e nt. 

C CI
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2  S T U D Y O B J E C TI V E S  

2. 1  Pri m a r y  

•  T h e pri m ar y o bj e cti v e of t h e st u d y is t o e v al u at e t h e effi c a c y of tr oril u z ol e as a dj u n cti v e 
t h er a p y i n s u bj e cts wit h O C D w h o h a v e h a d a n i n a d e q u at e r es p o ns e t o S S RI , cl o mi pr a mi n e , 
v e nl af a xi n e or d es v e nl af a xi n e  tr e at m e nt  

2. 2  S e c o n d a r y  

•  T o as s es s t h e s af et y a n d t ol er a bilit y of tr oril u z ol e, r el ati v e to pl a c e b o, i n s u bj e cts wit h O C D  

•  E v al u at e t h e effi c a c y of tr oril u z ol e c o m p ar e d t o pl a c e b o o n f u n cti o n al dis a bilit y  as m e as ur e d 
b y t h e S D S  

•  E v al u at e t h e effi c a c y of tr oril u z ol e c o m p ar e d t o pl a c e b o o n gl o b al f u n cti o ni n g as m e as ur e d 
b y t h e Cli ni c al Gl o b al I m pr es si o n - S e v erit y S c al e  ( C GI-S ) 

•  E v al u at e t h e effi c a c y of tr oril u z ol e c o m p ar e d t o pl a c e b o o n o bs es si v e s y m pt o m at ol o g y as 
m e as ur e d b y t h e c h a n g e i n t h e Y -B O C S o bs es si o ns s u bs c al e  

2. 3  E x pl or at or y  

•  E v al u at e t h e effi c a c y of tr oril u z ol e c o m p ar e d t o pl a c e b o o n d e pr es si v e s y m pt o m at ol o g y as 
m e as ur e d b y t h e QI D S -S R  

•  E v al u at e t h e effi c a c y of tr oril u z ol e c o m p ar e d t o pl a c e b o o n a n xi et y s y m pt o ms as m e as ur e d 
b y t h e B AI  

•  E v al u at e t h e effi c a c y of tr oril u z ol e c o m p ar e d t o pl a c e b o o n i nsi g ht r e g ar di n g o bs es si o n al 
b eli efs as m e as ur e d b y t h e B A B S  

•  T o as s es s p h ar m a c o d y n a mi c eff e cts of tr oril u z ol e vs. pl a c e b o o n m ar k ers of s y n a pti c 
pl asti cit y  as m e as ur e d b y pl as m a l e v els of B D N F a n d pr o B D N F  

•  T o c h ar a ct eri z e t h e p h ar m a c o ki n eti cs of tr oril u z ol e b as e d o n s p ars e s a m pli n g  
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3  S T U D Y E N D P OI N T S  

3. 1  Pri m a r y  

•  I m pr o v e m e nt i n o bs es si v e-c o m p ulsi v e s y m pt o m at ol o g y is as s es s e d usi n g t h e c h a n g e i n t h e 
Y al e -Br o w n O bs es si v e C o m p ulsi v e S c al e ( Y -B O C S) t ot al s c or e fr o m b as e li n e t o t h e e n d of 
t h e d o u bl e-bli n d p h as e of t h e st u d y  (W e e k 1 2 ).  

3. 2  S e c o n d a r y  

•  S af et y a n d t ol er a bilit y ar e as s es s e d usi n g t h e fr e q u e n c y of u ni q u e s u bj e cts wit h: s eri o us 
a d v ers e e v e nts; a d v ers e e v e nts l e a di n g t o dis c o nti n u ati o n; a d v ers e e v e nts j u d g e d t o b e r e l at e d 
t o st u d y m e di c ati o n; a n d cli ni c all y si g nifi c a nt l a b or at or y a b n or m aliti es t h at ar e o bs er v e d 
d uri n g t h e d o u bl e -bli n d p h as e.  

•  I m pr o v e m e nt i n f u n cti o n al dis a bilit y is as s es s e d usi n g t h e c h a n g e i n t h e S h e e h a n Dis a bilit y 
S c al e ( S D S) t ot al s c or e fr o m b as eli n e t o t h e e n d of t h e d o u bl e -bli n d p h as e.  

•  I m pr o v e m e nt i n gl o b al cli ni c al c o n diti o n is as s es s e d usi n g t h e Cli ni c al Gl o b al I m pr es si o n of 
S e v erit y  S c al e ( C GI-S ) at t h e e n d of t h e d o u bl e-bli n d p h as e of t h e st u d y.  

•  I m pr o v e m e nt i n o bs es si v e s y m pt o m at ol o g y is as s es s e d usi n g t h e c h a n g e i n t h e Y -B O C S 
o bs es si o ns s u bs c al e s c or e fr o m b as eli n e t o t h e e n d of t h e d o u bl e -bli n d p h as e of t h e st u d y.  

3. 3  E x pl or at or y  

•  I m pr o v e m e nt i n d e pr es si v e s y m pt o m at ol o g y is m e as ur e d b y t h e c h a n g e i n t h e Q ui c k 
I n v e nt or y of D e pr es si v e S y m pt o m at ol o g y-S elf R e p ort ( QI D S -S R)  fr o m b as eli n e t o t h e e n d 
of t h e d o u bl e -bli n d p h as e.  

•  I m pr o v e m e nt i n a n xi et y is as s es s e d usi n g t h e c h a n g e  i n t h e B e c k A n xi et y I n v e nt or y ( B AI) 
fr o m b as eli n e t o t h e e n d of t h e d o u bl e bli n d p h as e.  

•  I m pr o v e m e nt of i nsi g ht i nt o o bs es si v e-c o m p ulsi v e b eli efs is m e as ur e d b y t h e c h a n g e i n t h e 
Br o w n A s s ess m e nt of B eli efs S c al e ( B A B S) fr o m b a s eli n e t o t h e e n d of t h e d o u b l e-bli n d 
p h as e.  

•  T h e i m p a ct o n m ar k ers of s y n a pti c pl asti cit y is as s es s e d usi n g t h e c h a n g e i n pl as m a B D N F 
a n d pr o B D N F l e v els fr o m b as eli n e t o t h e e n d of t h e d o u bl e -bli n d p h as e.  

•  T h e p h ar m a c o ki n eti c  pr ofil e of tr oril u z ol e i s c h ar a ct eri z e d b y bl o o d c o n c e ntr atio n s 
o b s er v e d i n tr e at e d s u bj e ct s . 
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4 STUDY PLAN 

4.1 Study Design and Duration 

BHV4157-202 is a Phase IIb/III, multicenter, randomized, double-blind, 2-arm placebo- 
controlled parallel-group study designed to assess safety, tolerability, and efficacy of troriluzole 
as adjunctive therapy in a population of patients with Obsessive Compulsive Disorder who have 
had an inadequate response to Standard of Care treatment. Treatment failure on the subjects’ 
current standard of care is defined by a Yale–Brown Obsessive Compulsive Scale (Y-BOCS) 
score of 19 or greater despite at least 8 weeks of treatment at Screening and 10 weeks of 
treatment, at Baseline, with an adequate dose of an SSRI, clomipramine, venlafaxine or 
desvenlafaxine medication.  

Subjects who are stable on Standard of Care (SOC) medication and are having an inadequate 
response (as defined above) will be randomized to additionally receive once a day dosing of  
troriluzole or matching placebo. 

Subjects will receive either troriluzole (140mg) or Placebo for the first four weeks and then will 
be increased to 200 mg (or matching placebo) for the duration of the study.  Down titration after 
the first four weeks of the Randomization Phase will only be allowed for tolerability purposes.    

Dosing will continue for approximately 12 weeks. Subjects will return to the clinic two weeks 
after discontinuing study medication for a follow-up safety visit. In addition, subjects completing 
the Randomization Phase will be offered approximately 48 weeks of open-label treatment as 
long as the PI believes open-label treatment offers an acceptable risk-benefit profile. Subjects 
who agree to enter the Extension Phase will not complete the follow-up safety visit and should 
continue dosing as specified. 

Subjects entering the Extension Phase will have their first Extension Visit four weeks after the 
Week 12 Randomization Phase visit. Thereafter, subjects will undergo visits every four weeks up 
through week 12 of the Extension Phase as outlined in Table 2 (Schedule of Assessments/Time 
& Events- Extension Phase). Subjects will then undergo visits every 12 weeks up to Week 48 of 
the Extension phase. All subjects will undergo a termination visit two weeks after the last dose of 
study drug. 

Subjects entering the Extension Phase will continue with the same dose taken at the end of the 
Randomization Phase. Subjects on placebo in the Randomization Phase will be switched in a 
blinded manner to 140 mg for the first four weeks and then will be increased to 200 mg for the 
duration of the study. Down titration after the first four weeks of the Extension Phase will only 
be allowed for tolerability purposes.  All Visits after week 4 will be open label.  Subjects who 
enter the Extension Phase on 140 mg due to tolerability issues can be rechallenged to increase to 
200 mg after Extension Week 4 at PI discretion.    

Subjects who complete the 48-week Extension Phase and are continuing directly into the 48-
week Expanded Extension Phase with no dose interruption will have their first visit 12 weeks 
after the Extension Week 48 visit. Therafter, subject will undergo visits every 12 weeks until 
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Week 96 of the Expanded Extension Phase as outlined in Table 3 (Schedule of 
Assessments/Time and Events – Expanded Extension Phase – Continuing Subjects).  

Subjects who previously completed the Extension Week 48 visit and exited the study, will have 
the opportunity to return and receive an additional 48 weeks of open-label treatment with 
troriluzole provided it has not been more than 3 months since they completed the study and the 
PI believes it offers an acceptable risk-benefit profile. Returning subjects who have been off 
study medication for less than 4 weeks will undergo an abbreviated Baseline visit before re-
entering the study. Returning subjects who have been off study medication for 4 weeks or more 
will be required to undergo a full Baseline visit. In addition, for returning subjects, safety 
laboratory assessments will be performed 4 and 8 weeks after re-starting study medication. 
Thereafter, study visits in the Expanded Extension Phase will be every 12 weeks until Week 48 
of the Expanded Extension Phase as outlined in Table 4 (Schedule of Assessments/Time and 
Events – Expanded Extension Phase – Returning Subjects). All subject will undergo a 
termination visit two weeks after the last dose of study drug. 

Subjects entering the Expanded Extension Phase will continue with the same dose taken at the 
end of the initial Extension Phase. Down titration after the first four weeks of the Expanded 
Extension Phase will only be allowed for tolerability purposes.  Subjects who enter the Expanded 
Extension Phase on 140 mg due to tolerability issues can be rechallenged to increase to 200 mg 
after the first 4 weeks at PI discretion.    

Subjects who complete the 48-week Expanded Extension Phase and are continuing directly into 
the 96-week Additional Expanded Extension Phase with no dose interruption will have their first 
visit 12 weeks after the 48th week of the Expanded Extension (EE Week 96 or EE Week 48 as 
identified in protocol version 08). Therafter, subject will undergo visits every 12 weeks until 
Week 96/144/192 of the Additional Expanded Extension Phase as outlined in Table 5 and Table 
7 (Schedule of Assessments/Time and Events – Additional Expanded Extension Phase – 
Continuing Subjects).  

Subjects who previously completed the Expanded Extension Week 48/96 visit and exited the 
study, will have the opportunity to return and receive an additional 48 weeks of open-label 
treatment with troriluzole provided it has not been more than 4 weeks since they completed the 
study and the PI believes it offers an acceptable risk-benefit profile. Returning subjects will 
undergo an abbreviated Baseline visit before re-entering the study. In addition, for returning 
subjects, safety laboratory assessments will be performed 4 and 8 weeks after re-starting study 
medication. Subjects who complete the initial 48 weeks of the Additional Expanded Extension 
Phase will have the opportunity to continue and receive an additional 48 weeks of open-label 
treatment provided the PI believes it offers an acceptable risk-benefit profile. Thereafter, study 
visits in the Additional Expanded Extension Phase will be every 12 weeks until Week 96 of the 
Additional Expanded Extension Phase as outlined in Table 6 (Schedule of Assessments/Time 
and Events – Additional Expanded Extension Phase – Returning Subjects). All subject will 
undergo a termination visit two weeks after the last dose of study drug. 

Subjects entering the Additional Expanded Extension Phase will continue with the same dose 
taken at the end of the Expanded Extension Phase. Down titration after the first four weeks of the 
Expanded Extension Phase will only be allowed for tolerability purposes.  Subjects who enter the 
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Additional Expanded Extension Phase on 140 mg due to tolerability issues can be rechallenged 
to increase to 200 mg after the first 4 weeks at PI discretion.    

Subjects will be assessed at clinic visits per the Schedule of Assessments/Time & Events. 

4.2 Study Schematic 

Figure 1:  Study Schematic 
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4. 3  S c h e d ul e of A s s e s s m e nt s  

E v er y eff ort s h o ul d b e m a d e t o  c o n d u ct t h e st u d y visits as pl a n n e d. H o w e v er, d u e t o c o n c er ns 
r el at e d t o t h e C O VI D-1 9 p a n d e mi c, st u d y p arti ci p a nt s m a y b e u n a bl e t o c o m e i nt o t h e offi c e f or 
t h eir st u d y s c h e d ul e d visit, i n or d er t o mi ni mi z e a n y p ot e nti al ris ks t o st u d y p arti ci p a nt s af et y 
a n d t o c o m pl y wit h g o v er n m e nt al a n d l o c al i nstit uti o n al g ui d a n c e ( e. g., st u d y sit e h as a p oli c y 
t h at a cli ni c al r es e ar c h visit m ust b e d el a y e d) n ot e t h e f oll o wi n g g ui d a n c e : U n d er t h es e 
cir c u mst a n c es, t h e i n v esti g at or s h o ul d c o nt a ct t h e s p o ns or m e di c al m o ni t or t o dis c us s t h e m ost 
a p pr o pri at e c o urs e of a cti o n. R e m ot e s af et y visits will b e all o w e d o n a c as e b y c as e b asis, if a 
p ati e nt is u n a bl e t o c o m e t o t h e sit e f or e v al u ati o n  a n d t h e i n v esti g at or d et er mi n es t h at a r e m ot e 
visit off ers a n a c c e pt a bl e ris k -b e n e fit a p pr o a c h a n d i s a p pr o pri at e f or a p arti c ul ar s u bj e ct. T h e 
i n v esti g at or s h o ul d dis c us s t h e s p e cifi c r e q uir e m e nts f or t h e r e m ot e s af et y visit wit h t h e s p o ns or 
m e di c al m o nit or, w hi c h will b e b as e d o n t h e st u d y vi sit n u m b er a n d t h e cli ni c al st at us of t h e 
p arti ci p a nt. If t h e r e m ot e visit r e q uir es l a b or at or y t esti n g, l o c al l a bs m ust b e a bl e t o b e o bt ai n e d , 
re vi e w e d b y t h e sit e  a n d a r e d a ct e d v ersi o n f or w ar d e d t o Bi o h a v e n w h e n a v ail a bl e f or r e vi e w.  
S hi p pi n g of st u d y dr u g fr o m t h e sit e t o t h e p ati e nt vi a o v er n i g ht tr a c k e d a n d c ertifi e d c o uri er will 
als o b e all o w e d.  

 

S p o n s o r M e di c al M o nit o r  

C ell:

 

P P D

P P D

P P D

P P D
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Table 1: Schedule of Assessments and Events - Randomization Phase 
 

Visit 
 

Screeninga 

 

Baseline 

 
Week 

2 

 

Week  

4 

 
Week 

6 

 

Week  

8 

Week 12 

or early 

termbc 

Week 2 
Post Last 

Dosed 

Day -2 to -42 0  28  56 84 98 

Eligibility Assessments         

Informed Consent X        

Pharmacogenetic Informed Consent X        

Inclusion/Exclusion X X       

MINI X        

MMSE X        

Borderline Personality Disorder Module (BPD 
Module) X        

MGH-TRQ-OCDe X        

Medical History X        

Demographic Assessment X        

Disease History X        

SAFER Interviewf X        

Safety Assessments         

Adverse Event Assessment X X  X  X X X 

Telephone Check-inm   X  X    
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Visit 
 

Screeninga 

 

Baseline 

 
Week 

2 

 

Week  

4 

 
Week 

6 

 

Week  

8 

Week 12 

or early 

termbc 

Week 2 
Post Last 

Dosed 

Day -2 to -42 0  28  56 84 98 

Includes AE assessment and concomitant medication 
review 

Laboratory Assessments including urinalysisg X X  X  X X  

Serologyh X        

Pregnancy testingi X X  X  X X  

Urine drug testj X X     X  

Physical Exam X      X  

Physical Measurements X      X  

Vital Signs X X  X  X X X 

12-Lead ECG X X     X  

Concomitant Medication Review 
X X  X  X X X 

Sheehan Suicidality Tracking Scale (STS) 
X X  X  X X X 

Clinical Outcome Assessments         

Yale-Brown Obsessive Compulsive Scale (Y-BOCS) 
X X  X  X X  

Clinical Global Impressions-Severity Scale (CGI-S) X X  X  X X  

Sheehan Disability Scale (SDS)n 
X X  X  X X  

Quick Inventory of Depressive Symptomatology-Self 
Report (QIDS-SR) X X  X  X X  

Beck Anxiety Inventory (BAI) X X  X  X X  
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Visit 
 

Screeninga 

 

Baseline 

 
Week 

2 

 

Week  

4 

 
Week 

6 

 

Week  

8 

Week 12 

or early 

termbc 

Week 2 
Post Last 

Dosed 

Day -2 to -42 0  28  56 84 98 

Brown Assessment of Beliefs (BABS) X X     X  

Biomarker and Other Assessments         

BDNF and proBDNF Blood Sample  X     X  

Pharmacokinetics Blood Samplek    X  X X  

Pharmacogenomics Blood Sample  X     X  

Clinical Drug Supply         

Randomization  X       

Dispense Study Drugl  X  X  X Xb, o  

Drug Accountability    X  X X  

 
*Visit Window is +/- 2 days during the Randomization Phase 
a Screening window is minimum of 2 days to maximum of 42 days. Screening can be as short as 2 days as long as the subjects has been on at least 8 weeks of 
their current SOC OCD therapy at an adequate dose at Screening and at least 10 weeks of their current SOC OCD therapy (SSRI, clomipramine, venlafaxine or 
desvenlafaxine) at an adequate dose by the Baseline Visit. 
b Study drug will be dispensed at Week 12 if subject is deemed eligible and agreed to participate in the Extension Phase. Subjects will not be allowed to transition 
to the Extension Phase until they have an in-person Week 12 visit. 
cEvery effort should be made to conduct the Week 12 visit and maintain the +/- 7 day window. However, due to concerns related to the COVID-19 pandemic, the 
Week12 visit window may be modified beyond the +/- 7 day window, in order to minimize any potential risks to study participant safety and to comply with 
governmental and local institutional guidance (e.g., study site has a policy that a clinical research visit must be delayed) note the following guidance. Under these 
circumstances, the last visit window may be extended up to 6 weeks (up to a maximum treatment duration of 18 weeks), but every attempt should be made to 
conduct the visit as close to the date the visit is due as possible. If the visit window is modified, and the investigator determines that a remote visit offers an 
acceptable risk-benefit approach and is appropriate for a particular subject, participants should be evaluated remotely for safety only (e.g., via phone) at the time 
of the scheduled Week 12 visit to perform and document appropriate safety assessments including the Sheehan Suicidality Tracking Scale (STS). If the remote 
visit requires laboratory testing, local labs must be able to be obtained, reviewed by the site and a redacted copy submitted to the study Medical Monitor.  Study 
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m e di c ati o n m a y b e s e nt t o t h e p arti ci p a nt vi a tr a c k e d a n d c ertifi e d c o uri er. F or a n y s u c h c a s e s, t h e i n v esti g at or s h o ul d dis c us s t h e s p e cifi c cir c u mst a n c e s of e a c h 
c a s e wit h t h e s p o ns or m e di c al m o nit or: ; C ell
d   O nl y  f or s u bj e cts N O T e nt eri n g t h e E xt e nsi o n P h a s e.  S u bj e cts e nt eri n g t h e E xt e nsi o n P h a s e will n ot r e q uir e t h e 2 -w e e k p ost d os e visit.  
e  T h e s u bj e ct m ust h a v e a n i n a d e q u at e r es p o ns e t o t h e st a n d ar d of c ar e tr e at m e nt, a s d efi n e d i n t h e pr ot o c ol . T h e M G H -T R Q -O C D will b e us e d t o c a pt ur e 
i nf or m ati o n o n p a st tr e at m e nts. 
f  T h e  S A F E R I nt er vi e w will b e c o n d u ct e d r e m ot el y wit h t h e s u bj e ct b y a C R O s h ortl y aft er t h e s cr e e ni n g visit.  A S A F E R p a ss is n e c e s s ar y f or r a n d o mi z ati o n.  
g   L a b or at or y a s s e ss m e nts ar e n ot r e q uir e d t o b e f a sti n g.   
h  
 H B s A g, H C V , HI V a nti b o d y , R P R 

i S er u m pr e g n a n c y t e st ( b -h c g) c o n d u ct e d at s cr e e ni n g. Uri n e pr e g n a n c y t e st c o n d u ct e d at s u bs e q u e nt visits. T o b e d o n e p ri or t o d osi n g at b a s eli n e.  T h e sit e m a y 
t est a p ati e nt at a n y ti m e if pr e g n a n c y is s us p e ct e d. 
j
Uri n e dr u g t e st t o b e c o n d u ct e d at s cr e e ni n g, b a s el i n e a n d E O S visit a n d at u ns c h e d ul e d visit at t h e dis cr eti o n of t h e i n v esti g at or.  R efl e x c o nfir m at or y dr u g 
t esti n g will b e c o n d u ct e d b y t h e l a b v e n d or f or all p ositi v e uri n e dr u g s cr e e n s a m pl es. 
k  
Pl as m a s a m pl e s f or P K will b e c oll e ct e d at r a n d o m at W e e k s  4 , 8  a n d 1 2 .  D at e a n d ti m e of d os es o n t h e d a y of visits a n d d a y pri or will b e c oll e ct e d i n c a s e 

r e p ort f or ms al o n g wit h ti m e of l a st m e al. P K s a m pl e s s h o ul d als o b e dr a w n w h e n t h er e ar e a n y S A Es or s e v er e A Es t h at ar e p os si bly  dr u g r el at e d.  S u bj e cts w h o  
ar e a bl e t o s c h e d ul e a m or ni n g visit f or W e e k 4 a n d W e e k 8  c a n b e i nstr u ct e d t o h ol d t h eir d os e of st u d y dr u g t h at m or ni n g u ntil aft er a P K tr o u g h s a m pl e is 
o bt ai n e d, if p os si bl e a n d a p pr o pri at e . 
l St u d y Dr u g will b e dis p e ns e d at t h e b as eli n e visit. S u bj e cts s h o ul d t a k e t h e first d os e i n t h e m or ni n g t h e d a y aft er t h e b a s eli n e visit.    
m  T el e p h o n e c alls t o s u bj e cts will b e m a d e b et w e e n visits d uri n g t h e first a n d s e c o n d m o nt hs of t h e R a n d o mi z ati o n P h a s e ( W e e ks 2 a n d 6) t o m o nit or s u bj e ct 
c o n diti o n , a n y n e w c o n c o mit a nt m e di c ati o ns  a n d a d v ers e e v e nts.  
n  If a s u bj e ct c h e c ks t h e “ n ot w or ki n g ” b o x f or t h e W or k/ S c h o ol it e m  o n t h e S D S , y o u M U S T 
c h e c k c o m pli a n c e t o t his i nstr u cti o n, b ef or e t h e visit e n ds.  
o  If t h e st u d y sit e n e e ds t o s e n d dr u g o v er ni g ht vi a c ertifi e d a n d tr a c k e d c o uri er a n d t his is a c c e pt a bl e t o t h e i nstit uti o n b e c a us e a visit is a bs ol ut el y n ot p os si bl e 
b e c a us e of t h e C O VI D -1 9 p a n d e mi c, t his is p er mis si bl e p er st u d y. T h e s p o ns or s h o ul d b e c o n s ult e d pri or t o s hi p pi n g dr u g.   

P P D P P D P P DP P D
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Table 2: Schedule of Assessments and Events - Extension Phase 

Visit 

Ext 

Wk 2 

Ext
Wk4 

Ext 
Wk 6 

Ext 

Wk 8 

Ext 

Wk 
12 

Ext
Wk 
24 

Ext 

Wk 
36 

Ext 

Wk 48 
or 

early 
term 

Wk2 Post last 
dose 

Safety Assessments          

Adverse Event Assessment  X  X X X X X X 

Telephone Check-inb 

Includes AE assessment and concomitant 
medication review 

X  X       

Laboratory Assessments  X  X X X X X  

Pregnancy testinga  X  X X X X X  

Urine drug test  X  X X X X X  

Physical Exam        X  

Physical Measurements      X  X  

Vital Signs  X  X X X X X X 

12-Lead ECG  X   X X X X  

Concomitant Medication Review  X  X X X X X X 

Sheehan Suicidality Tracking Scale 
(STS) 

 X  X X X X X X 

Clinical Outcome Assessments          

Yale-Brown Obsessive Compulsive 
Scale (Y-BOCS) 

  

X 

  

X 

 

X 

 

X 

 

X 

 

X 

 

 

Clinical Global Impressions-
Severity Scale (CGI-S) 

 X  X X X X X  

Sheehan Disability Scale 

(SDS)c 
 X  X X X X X  

Quick Inventory of Depressive 
Symptomatology-Self Report 
(QIDS-SR) 

 X  X X X X X  

Beck Anxiety Inventory (BAI)  X  X X X X X  
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Brown Assessment of Beliefs 
(BABS) 

 X   X     

Biomarker and Other Assessments          

BDNF and proBDNF Blood Sample        X  

Clinical Drug Supply          

Dispense Study Drug  X  X X X X   

Drug Accountability  X  X X X X X  
Visit window is +/- 7 days during the extension phase.  
aIn addition to urine pregnancy tests conducted at each study visit, subjects will be provided with urine pregnancy 
tests to take in between every 3-month office visit during the Extension Phase. *Note: test will be sent home at 
Week 12 and at Week 24 and should be performed once between each visit. Subjects should be instructed to contact 
the study doctor if they become pregnant at any time during the study. Site should also contact the subject in 
between the 3-month office visits to remind them of the pregnancy testing requirement, as applicable.  
b Telephone calls to subjects will be made between visits during the first and second months of the Extension Phase 
(Weeks 2 and 6) to monitor subject condition, any new concomitant medications and adverse events. 
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Table 3: Schedule of Assessments and Events – Expanded Extension Phase 
(continuing subjects) 

Visit 

Exp Ext 

Wk 60 

Exp Ext 

Wk 72 

Exp Ext 
Wk 84 

Exp Ext 

Wk 96 or 
early term 

Wk2 Post 
last dose 

Safety Assessments      

Adverse Event Assessment X X X X X 

Laboratory Assessments  X  X  

Labs: LFT tests only: (ALT, AST, BILI, GGT) X  X   

Pregnancy testinga X X X X  

Urine drug test X X X X  

Physical Exam  X  X  

Physical Measurements  X  X  

Vital Signs X X X X X 

12-Lead ECG X X X X  

Concomitant Medication Review X X X X X 

Sheehan Suicidality Tracking Scale (STS) X X X X X 

Clinical Outcome Assessments      

Yale-Brown Obsessive Compulsive Scale (Y-
BOCS) 

 

X 

 

X 

 

X 

 

X 

 

 

Clinical Global Impressions-Severity Scale 
(CGI-S) 

X X X X  

Sheehan Disability Scale (SDS)b 
X X X X  

Clinical Drug Supply      

Dispense Study Drug X X X   

Drug Accountability X X X X  
Visit window is +/- 7 days during the expanded extension phase.  
aIn addition to urine pregnancy tests conducted at each study visit, subjects will be provided with urine pregnancy 
tests to take in between every 3-month office visit during the Expanded Extension Phase. *Note: test will be sent 
home at Week 60, Week 72  and at Week 84 and should be performed once between each visit. 
b If a subject checks the “not working” box for the Work/School item on the SDS, you MUST 
check compliance to this instruction, before the visit ends.  
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Table 4: Schedule of Assessments and Events – Expanded Extension Phase 
(returning subjects) 

Visit 

Baseline 
Visita 

Abbreviated 
Baseline 

Visitb 

Exp 
Ext Wk 

4 

Exp 
Ext Wk 

8 

Exp 
Ext 

Wk 12 

Exp 
Ext 

Wk 24 

Exp 
Ext Wk 

36 

Exp Ext 

Wk 48 / 
early 
term 

Wk2 
Post last 

dose 

Eligibility Assessments          

Informed Consent X X        

Safety Assessments          

Adverse Event Assessment X X X X X X X X X 

Laboratory Assessments X     X  X  

Lab: LFT tests only (ALT, 
AST, BILI, GGT) 

  X X X  X   

Pregnancy testingc X    X X X X  

Urine drug test X    X X X X  

Physical Exam X     X  X  

Physical Measurements X    X X X X  

Vital Signs X X   X X X X X 

12-Lead ECG X    X X X X  

Concomitant Medication 
Review 

X X   X X X X X 

Sheehan Suicidality Tracking 
Scale (STS) 

X X X X X X X X X 

Clinical Outcome 
Assessments 

         

Yale-Brown Obsessive 
Compulsive Scale (Y-
BOCS) 

X    X X X X  

Clinical Global Impressions-
Severity Scale (CGI-S) 

X    X X X X  

Sheehan Disability Scale 

(SDS)d 
X    X X X X  
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Clinical Drug Supply          

Re-enter subject in IWRS X X        

Dispense Study Drug X X   X X X   

Drug Accountability   X X X X X X  
Visit window is +/- 7 days during the expanded extension phase. 
aBaseline Visit is needed for returning subjects who completed dosing in the initial Extension Phase ≥ 4 weeks prior 
to returning to the study and entering the Expanded Extension Phase.  
bAbbreviated Baseline Visit only needed for returning subjects who completed dosing in the initial Extension Phase 
< 4 weeks prior to returning to the study and entering the Expanded Extension Phase.  
cIn addition to urine pregnancy tests conducted at each study visit, subjects will be provided with urine pregnancy 
tests to take in between every 3-month office visit during the Expanded Extension Phase. *Note: A test will be sent 
home at Week 12, 24 and at Week 36 and should be performed once between each visit. 
d If a subject checks the “not working” box for the Work/School item on the SDS, you MUST 
check compliance to this instruction, before the visit ends. 
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Table 5: Schedule of Assessments and Events – Additional Expanded 
Extension Phase (continuing subjects) 

Visit 

Add’l Exp 
Ext 

Wk 
60/108 

Add’l Exp 
Ext 

Wk 
72/120 

Add’l Exp 
Ext         
Wk 

84/132 

Add’l Exp 
Ext 

Wk 96/144 
or early 

term 

Wk2 
Post last 

dose 

Safety Assessments      

Adverse Event Assessment X X X X X 

Laboratory Assessments  X  X  

Labs: LFT tests only: (ALT, AST, BILI, GGT) X  X   

Pregnancy testinga X X X X  

Urine drug test X X X X  

Physical Exam  X  X  

Physical Measurements  X  X  

Vital Signs X X X X X 

12-Lead ECG X X X X  

Concomitant Medication Review X X X X X 

Sheehan Suicidality Tracking Scale (STS) X X X X X 

Clinical Outcome Assessments      

Yale-Brown Obsessive Compulsive Scale (Y-
BOCS) 

X X X X  

Clinical Global Impressions-Severity Scale 
(CGI-S) 

X X X X  

Sheehan Disability Scale (SDS)b 
X X X X  

Clinical Drug Supply      

Dispense Study Drug X X X Xc  

Drug Accountability X X X X  
Visit window is +/- 7 days during the additional expanded extension phase.  
aIn addition to urine pregnancy tests conducted at each study visit, subjects will be provided with urine pregnancy 
tests to take in between every 3-month office visit during the Additional Expanded Extension Phase. *Note: test will 
be sent home at Week 60/108, Week 72/120  and at Week 84/132 and should be performed once between each visit. 
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b If a subject checks the “not working” box for the Work/School item on the SDS, you MUST 
check compliance to this instruction, before the visit ends. 
c Only subjects continuing in the Additional Expanded Extension Phase for an additional 48 weeks of Open-Label 
treatment will be dispensed IP at this visit.  
 

Table 6: Schedule of Assessments and Events – Additional Expanded 
Extension Phase (returning subjects) 

Visit 

Abbreviated 
Baseline 

Visita 

Add’l 
Exp Ext 

Wk 4 

Add’l 
Exp Ext 

Wk 8 

Add’l 
Exp Ext 

Wk 12 

Add’l 
Exp Ext 

Wk 24 

Add’l 
Exp Ext 
Wk 36 

Add’l 
Exp Ext 

Wk 48 / 
early 
term 

Wk2 
Post last 

dose 

Eligibility Assessments         

Informed Consent X        

Safety Assessments         

Adverse Event Assessment X X X X X X X X 

Laboratory Assessments     X  X  

Lab: LFT tests only (ALT, 
AST, BILI, GGT) 

 X X X  X   

Pregnancy testingb    X X X X  

Urine drug test    X X X X  

Physical Exam     X  X  

Physical Measurements    X X X X  

Vital Signs X   X X X X X 

12-Lead ECG    X X X X  

Concomitant Medication 
Review 

X   X X X X X 

Sheehan Suicidality Tracking 
Scale (STS) 

X X X X X X X X 

Clinical Outcome 
Assessments 

        

Yale-Brown Obsessive 
Compulsive Scale (Y-
BOCS) 

  

 

  

X 

 

X 

 

X 

 

X 
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Clinical Global Impressions-
Severity Scale (CGI-S) 

   X X X X  

Sheehan Disability Scale 

(SDS)c 
   X X X X  

Clinical Drug Supply         

Re-enter subject in IWRS X        

Dispense Study Drug X   X X X Xd  

Drug Accountability  X X X X X X  
Visit window is +/- 7 days during the additional expanded extension phase. 
aAbbreviated Baseline Visit is needed for returning subjects who completed dosing in the Additional Expanded 
Extension Phase < 4 weeks prior to returning to the study and entering the Additional Expanded Extension Phase.  
bIn addition to urine pregnancy tests conducted at each study visit, subjects will be provided with urine pregnancy 
tests to take in between every 3-month office visit during the Additional Expanded Extension Phase. *Note: A test 
will be sent home at Week 12, 24 and at Week 36 and should be performed once between each visit. 
c If a subject checks the “not working” box for the Work/School item on the SDS, you MUST 
check compliance to this instruction, before the visit ends. 
d Only subjects continuing in the Additional Expanded Extension Phase for an additional 48 weeks of Open-Label 
treatment will be dispensed IP at this visit.  
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Table 7: Schedule of Assessments and Events – Additional Expanded Extension Phase 
(all continuing subjects) 

Visit 

Add’l Exp 
Ext 

Wk 
60/108/156 

Add’l Exp 
Ext 

Wk 
72/120/168 

Add’l Exp 
Ext         
Wk 

84/132/180 

Add’l Exp 
Ext 

Wk 
96/144/192 

or early 
term 

Wk2 
Post last 

dose 

Safety Assessments      

Adverse Event Assessment X X X X X 

Laboratory Assessments  X  X  

Labs: LFT tests only: (ALT, AST, BILI, GGT) X  X   

Pregnancy testinga X X X X  

Urine drug test X X X X  

Physical Exam  X  X  

Physical Measurements  X  X  

Vital Signs X X X X X 

12-Lead ECG X X X X  

Concomitant Medication Review X X X X X 

Sheehan Suicidality Tracking Scale (STS) X X X X X 

Clinical Outcome Assessments      

Yale-Brown Obsessive Compulsive Scale (Y-
BOCS) 

X X X X  

Clinical Global Impressions-Severity Scale 
(CGI-S) 

X X X X  

Sheehan Disability Scale (SDS)b 
X X X X  

Clinical Drug Supply      

Dispense Study Drug X X X   

Drug Accountability X X X X  
Visit window is +/- 7 days during the additional expanded extension phase.  
aIn addition to urine pregnancy tests conducted at each study visit, subjects will be provided with urine pregnancy 
tests to take in between every 3-month office visit during the Additional Expanded Extension Phase. *Note: test will 
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b e s e nt h o m e at W e e k 6 0/ 1 0 8 / 1 5 6, W e e k 7 2/ 1 2 0 / 1 6 8  a n d at W e e k 8 4/ 1 3 2 / 1 8 0 a n d s h o ul d b e p erf or m e d o n c e 
b et w e e n e a c h visit.  
b If a s u bj e ct c h e c ks t h e “ n ot w or ki n g ” b o x f or t h e W or k/ S c h o ol it e m o n t h e S D S, y o u M U S T  
c h e c k c o m pli a n c e t o t his i nstr u cti o n, b ef or e t h e visit e n ds.  
 

4. 3. 1  S c r e e ni n g P h a s e  

T h e S cr e e ni n g P h as e will r a n g e fr o m a mi ni m u m of 2 d a ys t o a m a xi m u m of 4 2 . T h e p ur p os e of 
t h e S cr e e ni n g Visit is t o e ns ur e t h at t h e a p pr o pri at e p ati e nts ar e e nt er e d i nt o t h e tri al. S cr e e ni n g 
c a n b e as s h ort as 2 d a ys as l o n g as t h e s u bj e ct h as b e e n o n at l e ast 8 w e e ks of t h eir c urr e nt S O C 
O C D t h er a p y at a n a d e q u at e d os e at S cr e e ni n g a n d at l e ast 1 0 w e e ks of t h eir c urr e nt S O C O C D 
t h er a p y ( S S RI, cl o mi pr a mi n e , v e nl af a xi n e or d es v e nl af a xi n e) at a n a d e q u at e d os e b y t h e b as e li n e 
visit .  T h e i n v esti g at or will d et er mi n e t h at t h e p ati e nt m e ets eli gi bilit y crit eri a a n d will c oll e ct 
d e m o gr a p hi c a n d m e di c al d at a pr es e nti n g a f ull c h ar a ct eri z ati o n of t h e p ati e nt.  All att e m pts 
s h o ul d b e m a d e t o o bt ai n m e di c al a n d p h ar m a c y r e c or ds t o c o nfir m t h e s u bj e ct ’s m e di c al a n d 
m e di c ati o n tr e at m e nt hist or y. It is esti m at e d a p pr o xi m at el y 3 7 0 s u bj e cts will e nt er t h e s cr e e ni n g 
p h as e of t h e  tri al. 

T h e S A F E R i nt er vi e w will b e c o n d u ct e d r e m ot el y wit h t h e s u bj e ct b y a C R O s h ortl y aft er 
t h e s cr e e ni n g vi sit.  A S A F E R p a s s i s n e c e s s ar y f or t h e s u bj e ct f or r a n d o mi z ati o n.  

Pl e as e r ef er t o t h e S c h e d ul e of A s s es s m e nts/ Ti m e & E v e nts f or d et ails o n S cr e e ni n g Pr o c e d ur es.   

4. 3. 2  R a n d o mi z ati o n P h a s e  

S u bj e cts w h o ar e d et er mi n e d t o b e eli gi bl e f or t h e st u d y will e nt er t h e R a n d o mi z ati o n P h as e. 
S u bj e cts will r e c ei v e tr oril u z ol e (2 0 0 m g Q D)  or pl a c e b o ( Q D) (i n a 1: 1 r ati o)  i n a d diti o n t o t h eir 
S O C  m e di c ati o n . S u bj e cts will r e c ei v e 1 4 0 m g  or pl a c e b o f or t h e first f o ur ( 4) w e e ks a n d will 
t h e n b e i n cr e as e d t o 2 0 0 m g or pl a c e b o f or t h e d ur ati o n of t h e st u d y.  D o w n titr ati o n t o 1 4 0 m g 
will o nl y b e all o w e d t o a d dr es s  t ol er a bilit y is s u es 

D osi n g will c o nti n u e f or 1 2 w e e ks. S u bj e cts will r et ur n t o t h e cli ni c t w o w e e ks aft er 
dis c o nti n ui n g st u d y m e di c ati o n f or a f oll o w -u p s af et y visit  ( u nl es s t h e y ar e c o nti n ui n g i n t h e 
E xt e nsi o n P h as e) . T el e p h o n e c alls will b e m a d e t o t h e s u bj e ct at t h e w e e k  2 a n d 6  ti m e p oi nts 
d uri n g t his p h as e.  T h e p ur p os e of t h e t el e p h o n e c al l is t o c h e c k  o n t h e s u bj e ct’s s y m pt o ms , a n y 
n e w c o n c o mit a nt m e di c ati o ns  a n d t h e p os si bilit y of a d v ers e  e v e nts.  

S u bj e cts c o m pl eti n g t h e R a n d o mi z ati o n P h as e will b e off er e d a p pr o xi m at el y 9 6 w e e ks of o p e n -
l a b el tr e at m e nt as l o n g as t h e PI b eli e v es o p e n-l a b el tr e at m e nt off ers a n a c c e pt a bl e ris k-b e n efit 
pr ofil e.   

•  S u bj e cts s h o ul d t a k e t h eir m e di c ati o n i n t h e m or ni n g s.  I f t ol er a bilit y is s u es aris e pl e as e r ef er 
t o S e cti o n  9. 2. 5 . 

Pl e as e r ef er t o t h e S c h e d ul e of A s s es s m e nts/ Ti m e & E v e nts f or d et ails o n pr o c e d ur es d uri n g t h e 
R a n d o mi z ati o n P h as e. T h er e is a visit wi n d o w of +/ - 2 d a y visit wi n d o w d uri n g t h e 
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R a n d o mi z ati o n P h as e of t h e st u d y. It is esti m at e d t h at a p pr o xi m at el y 2 2 6  s u bj e cts will e nt er t his 
p h as e of t h e tri al.  

E v er y eff ort s h o ul d b e m a d e t o c o n d u ct t h e W e e k 1 2 visit a n d m ai nt ai n t h e +/ - 2 d a y wi n d o w. 
H o w e v er, d u e t o c o n c er ns r el at e d t o t h e C O VI D -1 9 p a n d e mi c, t h e W e e k 1 2 visit wi n d o w m a y b e 
m o difi e d b e y o n d t h e +/ - 2 d a y wi n d o w, i n or d er t o mi ni mi z e a n y p ot e nti al ris ks t o st u d y 
p arti ci p a nt s af et y a n d t o c o m pl y w it h g o v er n m e nt al a n d l o c al i nstit uti o n al g ui d a n c e ( e. g., st u d y 
sit e h as a p oli c y t h at a cli ni c al r es e ar c h visit m ust b e d el a y e d)  n ot e t h e f oll o wi n g g ui d a n c e . 
U n d er t h es e cir c u mst a n c es, t h e visit wi n d o w m a y b e e xt e n d e d ( u p t o a m a xi m u m tr e at m e nt 
d ur ati o n of  1 8 w e e ks), b ut e v er y att e m pt s h o ul d b e m a d e t o c o n d u ct t h e visit as cl os e t o t h e d at e 
t h e visit is d u e as p os si bl e. If t h e visit wi n d o w is m o difi e d, a n d t h e i n v esti g at or d et er mi n es t h at a 
r e m ot e visit off ers a n a c c e pt a bl e ris k-b e n efit a p pr o a c h a n d is a p pr o pri at e f or a p arti c ul ar s u bj e ct, 
p arti ci p a nts s h o ul d b e e v al u at e d r e m ot el y ( e. g., vi a p h o n e) at t h e ti m e of t h e s c h e d ul e d W e e k 1 2 
visit t o p erf or m a n d d o c u m e nt a p pr o pri at e s af et y as s es s m e nts. If t h e r e m ot e visit r e q uir es 
l a b or at or y t esti n g, l o c al l a bs m ust b e a bl e t o b e o bt ai n e d a n d r e vi e w e d b y t h e sit e.  St u d y 
m e di c ati o n m a y b e s e nt t o t h e p arti ci p a nt vi a tr a c k e d a n d c ertifi e d c o uri er. F or a n y s u c h c as es, 
t h e i n v esti g at or s h o ul d dis c us s t h e s p e cifi c cir c u mst a n c es of e a c h c as e wit h t h e s p o ns or m e di c al 
m o ni t or. 

S p o n s o r M e di c al M o nit o r  

 

C ell:  
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4.3.3 Extension Phase  

Subjects will have visits in the Extension Phase every four weeks through Week 12 and then 
every 12 weeks thereafter up to Week 48. All subjects will undergo a termination visit two 
weeks after the last dose of study drug. Telephone calls will be made to the subject at the week 2 
and 6 time points during this phase.  The purpose of the telephone call is to check on the 
subject’s symptoms, any new concomitant medications and the possibility of adverse events. 

Subjects entering the Extension phase will continue on the same dose that was taken at the end of 
the Randomization phase.  Subjects receiving placebo in the randomization phase will be 
switched in a blinded manner to 140mg for the first 4 weeks, and will then be increased to 
200mg (at the Week 4 visit). Down titration will only be allowed to address tolerability issues. 
All visits starting at week 4 of the Extension Phase will be open-label.  Subjects who enter the 
Extension Phase on 140 mg due to tolerability issues can be rechallenged to increase to 200 mg 
beginning at Extension Week 4 at PI discretion. If a subject has to delay the Randomization 
Phase Week 12 visit due to concerns about COVID-19, the site should contact the Sponsor 
immediately upon learning about the cancelation so that the Sponsor can provide instruction on 
providing study drug. Subjects will not be allowed to transition to the Extension Phase until they 
have an in-person Week 12 visit.  

Please refer to the Schedule of Assessments/Time & Events for details on procedures during the 
Extension Phase. There is a visit window of +/- 7 days during the Extension Phase of the study.  

4.3.4 Expanded Extension Phase (if applicable) 

Subjects who complete the initial 48 week Extension Phase and are continuing directly into the 
Expanded Extension Phase with no dose interruption will have visits every 12 weeks until Week 
96 of the Expanded Extension Phase. Subjects who previously completed the initial 48 week 
Extension Phase and who have left the study will have the opportunity to re-enter the study 
provided it has not been more than 3 months since completing the study. Returning subjects who 
have been off study medication for less than 4 weeks, will have an abbreviated Baseline visit 
before re-entering the study. Those who have been off study medication for 4 weeks or more will 
undergo a full Baseline Visit. In addition, for returning subjects, safety laboratory assessments 
will be performed 4 and 8 weeks after re-starting study medication. Thereafter, study visits in the 
Expanded Extension Phase will be every 12 weeks until Week 48. Please refer to the Schedule of 
Assessments/Time & Events for details on procedures during the Expanded Extension Phase. 
There is a visit window of +/- 7 days during this phase of the study. 
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4. 3. 5  A d diti o n al E x p a n d e d E xt e n si o n P h a s e (if a p pli c a bl e)  

S u bj e cts w h o c o m pl et e t h e 4 8 w e e k E x p a n d e d E xt e n si o n P h as e a n d ar e c o nti n ui n g dir e ctl y i nt o 
t h e A d diti o n al  E x p a n d e d E xt e nsi o n P h as e wit h n o d os e i nt err u pti o n will h a v e t h eir first visit 1 2 
w e e ks aft er t h e 4 8 t h w e e k of t h e E x p a n d e d E xt e nsi o n ( E E W e e k 9 6 or E E W e e k 4 8 as i d e ntifi e d 
i n Pr ot o c ol v ersi o n 0 8). T h er e aft er, s u bj e cts will u n d er g o visits e v er y 1 2 w e e ks u ntil W e e k 
9 6/ 1 4 4 / 1 9 2 of t h e A d diti o n al E x p a n d e d E xt e nsi o n P h as e . S u bj e cts w h o pr e vi o usl y c o m pl et e d t h e 
E x p a n d e d E xt e nsi o n W e e k 4 8/ 9 6 a n d w h o h a v e l eft t h e st u d y will h a v e t h e o p p ort u nit y t o r e -
e nt er t h e st u d y a n d r e c ei v e a n a d diti o n al 4 8 w e e ks of o p e n l a b el tr e at m e nt pr o vi d e d it h as n ot 
b e e n m or e t h a n 4  w e e ks  si n c e c o m pl eti n g t h e st u d y. R et ur ni n g s u bj e cts will h a v e a n a b br e vi at e d 
B as eli n e visit b ef or e r e -e nt eri n g t h e st u d y. I n a d diti o n, f or r et ur ni n g s u bj e cts, s af et y l a b or at or y 
as s es s m e nts will b e p erf or m e d 4 a n d 8 w e e ks aft er r e -st arti n g st u d y m e di c ati o n. T h er e aft er, 
st u d y visits i n t h e A d diti o n al E x p a n d e d E xt e nsi o n P h as e will b e e v er y 1 2 w e e ks u ntil W e e k 9 6 . 
Pl e as e r ef er t o t h e S c h e d ul e of A s s es s m e nts/ Ti m e & E v e nts f or d et ails o n pr o c e d ur es d uri n g t h e 
A d diti o n al E x p a n d e d E xt e nsi o n P h as e. T h er e is a visit wi n d o w of +/ - 7 d a ys d uri n g t his p h as e of 
t h e st u d y.  

All s u bj e cts will u n d er g o a t er mi n ati o n visit t w o w e e ks aft er t h e l ast d os e of st u d y dr u g.  

4. 4  P o st St u d y A c c e s s t o T h e r a p y (if a p pli c a bl e)  

T h er e is a n e xt e nsi o n p h as e , a n e x p a n d e d e xt e nsi o n p h as e  a n d a n a d diti o n al e x p a n d e d e xt e nsi o n 
p h as e  of t his tri al f or u p t o 1 9 2  w e e ks of o p e n -l a b el tr e at m en t as d es cri b e d i n S e cti o n s  4. 3. 3 , 
4. 3. 4  a n d 4. 3. 5 . N o ot h er st u d y dr u g a c c es s is a v ail a bl e aft er t h e e xt e nsi o n.  

5  P O P U L A TI O N  

5. 1  N u m b e r of S u bj e ct s  

A p pr o xi m at el y 2 2 6  s u bj e cts ar e e x p e ct e d t o b e r a n d o mi z e d i n t his st u d y.  

5. 2  I n cl u si o n C rit e ria  

5. 2. 1  Inf or m e d C o n s e nt  

a.  S u bj e cts ( or l e g all y a c c e pt a bl e r e pr es e nt ati v e as r e q uir e d b y t h e  I R B/I E C) m ust 
pr o vi d e a writt e n si g n e d i nf or m e d c o ns e nt f or m/f or ms (I R B/ E C s p e cifi c) pri or t o t h e 
initi ati o n of a n y pr ot o c ol r e q uir e d  pr o c e d ur es . 

5. 2. 2  A g e a n d  S e x  

a.  M al e a n d f e m al e o ut p ati e nt s u bj e cts b et w e e n t h e a g e s of 1 8 - 6 5 , i n cl usi v e. 
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5. 2. 3  T a r g et P o p ul ati o n  

a.  Pri m ar y di a g n osis of o bs es si v e -c o m p ulsi v e dis or d er ( O C D) as p er Di a g n osti c a n d 
St atisti c al M a n u al of M e nt al Dis or d ers, Fift h E diti o n  as c o nfir m e d b y t h e MI NI  at 
S cr e e ni n g;  T h e d ur ati o n of t h e s u bj e ct’s ill n es s m ust b e ≥ 1 y e ar;  

b.  S u bj e cts m ust b e c urr e ntl y e x p eri e n ci n g n o n -r es p o ns e or i n a d e q u at e r es p o ns e t o 
t h eir c urr e nt St a n d ar d of C ar e ( S O C)  m e di c ati o n d e fi n e d as: 

1.  S u bj e cts Y -B O C S t ot al s c or e m ust b e ≥ 1 9 at S cr e e ni n g a n d B as eli n e, 
r efl e cti n g m o d er at e or s e v er e O C D s y m pt o ms. 

2.  S u bj e cts m ust c urr e ntl y b e o n a s el e cti v e s er ot o ni n r e u pt a k e i n hi bit or ( S S RI ) 
or cl o mi pr a mi n e , v e nl af a xi n e or d es v e nl af a xi n e m o n ot h er a p y tr e at m e nt f or a n 
a d e q u at e d ur ati o n  a n d at a n a d e q u at e d os e  d efi n e d  as:  

a.  A d e q u at e D ur ati o n:  At l e ast 8 w e e ks at s cr e e ni n g a n d 1 0 w e e ks of S S RI , 
cl o mi pr a mi n e , v e nl af a xi n e  or d es v e nl af a xi n e at B as eli n e . 

b.  A d e q u a t e D os e: D efi n e d b y t h e U S PI l a b eli n g . R ef er t o t a bl e b el o w : 

 

G e n eri c  Br a n d  Cl as s  D os e R a n g e 3  

Cit al o p r a m 1, 2  C el e x a  S S RI  2 0 -4 0 m g  

E s cit al o p r a m 2  L e x a pr o  S S RI  1 0 -2 0 m g  

Fl u o x eti n e  Pr o z a c  S S RI  2 0 -6 0 m g  

Fl u v o x a mi n e  L u v o x  S S RI  1 0 0 -3 0 0 m g  

P a r o x eti n e  P a xil  S S RI  4 0 -6 0 m g  

S e rt r ali n e  Z ol oft  S S RI  5 0 -2 0 0 m g  

Cl o mi p r a mi n e  A n afr a nil  T C A  1 0 0 -2 5 0 m g  

V e nl af a xi n e 2  Eff e x or X R  S N RI  7 5 -2 2 5 m g  

D e s v e nl af a xi n e 2  Pristi q  S N RI  5 0 m g  
1 D os e s a b o v e 4 0 m g/ d a y  
C it al o pr a m ar e n ot r e c o m m e n d e d d u e t o t h e ris k of Q T pr ol o n g ati o n. 2 0 m g/ d a y of cit al o pr a m is t h e 
m a xi m u m r e c o m m e n d e d d os e f or p ati e nts w h o ar e gr e at er t h a n 6 0 y e ars of a g e, s u bj e cts wit h h e p ati c 
i m p air m e nt, a n d f or C Y P 2 1 9 p o or m et a b oli z ers or t h os e s u bj e cts t a ki n g ci m eti di n e or a n ot h er C Y P 2 C 1 9 
i n hi bit or.  
2 Cit al o pr a m, e s cit al o pr a m , v e nl af a xi n e, a n d d e s v e nl af a xi n e ar e n ot F D A a p pr o v e d f or O C D.  A P A 
g ui d eli n e s f or O C D i n cl u d e t h e us e of cit al o pr a m, e s cit al o pr a m  a n d  v e nl af a xi n e . D os es list e d ar e f or m aj or 
d e pr e s si v e dis or d er.  
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3  Hi g h er d os e s of S S RI ( e x c e pt f or cit al o pr a m), cl o mi pr a mi n e, v e nl af a xi n e  or  d e s v e nl af a xi n e ar e all o w e d 
pr o vi d e d t h e d os e h a s b e e n st a bl e, is w ell t ol er at e d a n d t h er e ar e n o s af et y c o n c er ns. T his a ss e ss m e nt 
s h o ul d b e d o c u m e nt e d i n t h e s o ur c e d o c u m e nt.  

c.  S u bj e cts m ust b e o n st a bl e d os es of ot h er ps y c h otr o pi c m e di c ati o n ( wit h 
e x cl usi o ns s p e cifi e d b el o w) f or at l e ast 1 2  w e e ks pri or t o s cr e e ni n g;  

d.  C GI -S s c or e of ≥ 4 at s cr e e ni n g a n d b as eli n e;  

e.  D et er mi n e d b y t h e i n v esti g at or t o b e m e di c all y st a bl e at 
b as eli n e/r a n d o mi z ati o n as as s es s e d b y m e di c al hist or y, p h ysi c al 
e x a mi n ati o n, l a b or at or y t es t r es ults, a n d el e ctr o c ar di o gr a m t esti n g. 
S u bj e cts m ust b e p h ysi c all y a bl e a n d e x p e ct e d t o c o m pl et e t h e tri al  as 
d esi g n e d;  

f. Mi ni m u m of 6 y e ars of e d u c ati o n  or e q ui v al e nt  a n d s uffi ci e ntl y fl u e nt i n 
E n glis h  t o c o m pl et e n e c es s ar y s c al es a n d u n d erst a n d c o ns e nt f or ms; 

g.  S u bj e cts m ust h a v e a d e q u at e h e ari n g, visi o n, a n d l a n g u a g e s kills t o 
p erf or m n e ur o ps y c hi atri c t esti n g a n d i nt er vi e w s as s p e cifi e d i n t h e 
pr ot o c ol;  

h.  S u bj e cts m ust b e a bl e t o u n d erst a n d a n d a gr e e t o c o m pl y wit h t h e 
pr es cri b e d d os a g e r e gi m e ns a n d pr o c e d ur es; r e p ort f or r e g ul arl y s c h e d ul e d 
offi c e visits; a n d r eli a bl y c o m m u ni c at e wit h st u d y p ers o n n el a b o ut  a d v ers e 
e v e nts a n d c o n c o mit a nt  m e di c ati o ns;  

i. It is r e q uir e d t h at all w o m e n of c hil d -b e ari n g p ot e nti a l (W O C B P ) w h o ar e 
s e x u all y a cti v e a gr e e t o us e t w o m et h o ds of c o ntr a c e pti o n f or t h e d ur ati o n 
of t h e st u d y (i. e. b e gi n ni n g 3 0 d a ys pri or t o b as eli n e a n d e xt e n di n g t o 3 0 
d a ys aft e r t h e l ast d os e of st u d y dr u g). T h e t w o m et h o ds s h o ul d i n cl u d e: 

1)  o n e b arri er m et h o d ( e. g. di a p hr a g m wit h s p er mi ci d e, 
c o n d o m wit h s p er mi ci d al g el, i ntr a ut eri n e d e vi c es, 
c er vi c al c a p) ; 

2)  a n d o n e ot h er m et h o d. T h e ot h er m et h o d c o ul d i n cl u d e 
h or m o n al  c o ntr a c e pti v es ( e. g. or al c o ntr a c e pti v es, 
i nj e ct a bl e c o ntr a c e pti v es or c o ntr a c e pti v e i m pl a nt) or 
a n ot h er b arri er m et h o d ( S e cti o n  5. 5 ); 

j. W o m e n of c hil d b e ari n g p ot e nti al m ust h a v e a n e g ati v e s er u m pr e g n a n c y 
t est at s cr e e ni n g a n d a n e g ati v e uri n e pr e g n a n c y t est pri or t o d osi n g  at 
B as eli n e ;  

k.  It is r e q uir e d t h at m e n w h o ar e s e x u all y a cti v e wit h W O C B P a gr e e t o us e 
t w o m et h o ds of c o ntr a c e pti o n f or t h e d ur ati o n of t h e st u d y ( b e gi n ni n g at 
first tr e at m e nt a n d e xt e n di n g t o 90 d a ys aft er t h e l ast d os e of st u d y dr u g).  
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5. 3  E x cl u si o n C rit e ri a  

5. 3. 1  T a r g et Di s e a s e  E x c e pti o n s  

a.  S u bj e cts s h o ul d b e e x cl u d e d wit h a hist or y of  m or e t h a n t w o ( 2) pr e vi o us f ail e d 
tr e at m e nt tri als of S S RIs, cl o mi pr a mi n e , v e nl af a xi n e, or d es v e nl af a xi n e, ( n ot 
i n cl u di n g t h e c urr e nt S S RI tri al) gi v e n f or a n a d e q u at e d ur ati o n at a n a d e q u at e 
d os e as d efi n e d b y t h e foll o wi n g crit eri a t a k e n fr o m t h e M G H-T R Q -O C D as:  

i. Tr e a tm e nt f ail ur e / n o n -r es p o ns e:  A s p er t h e M G H-T R Q -O C D, t h er e 
h as b e e n mi ni m al or n o m e a ni n gf ul cli ni c al b e n efit a s p er c ei v e d b y t h e 
p ati e nt d es pit e a n a d e q u at e d os e a n d d ur ati o n of tr e at m e nt;  

ii. A d e q u at e d ur ati o n: At l e ast 1 0 w e e ks of tr e at m e nt wit h S S RI, 
cl o m i pr a mi n e, v e nl af a xi n e or d es v e nl af a xi n e  

iii. A d e q u at e d os e: D efi n e d b y t h e U S PI l a b eli n g.  R ef er t o t h e t a bl e b el o w:  

 

G e n eri c  Br a n d  Cl as s  D os e R a n g e 3  

Cit al o p r a m 1  C el e x a  S S RI  2 0 -4 0 m g  

E s cit al o p r a m 1, 2  L e x a pr o  S S RI  1 0 -2 0 m g  

Fl u o x eti n e  Pr o z a c  S S RI  2 0 -6 0 m g  

Fl u v o x a mi n e  L u v o x  S S RI  1 0 0 -3 0 0 m g  

P a r o x eti n e  P a xil  S S RI  4 0 -6 0 m g  

S e rt r ali n e  Z ol oft  S S RI  5 0 -2 0 0 m g  

Cl o mi p r a mi n e  A n afr a nil  T C A  1 0 0 -2 5 0 m g  

V e nl af a xi n e  Eff e x or X R  S N RI  7 5 -2 2 5 m g  

D e s v e nl af a xi n e  Pristi q  S N RI  5 0 m g  
1 D os e s a b o v e 4 0 m g/ d a y of cit al o pr a m ar e n ot r e c o m m e n d e d d u e t o t h e ris k of Q T pr ol o n g ati o n.  2 0 
m g/ d a y of  
C it al o pr a m is t h e m a xi m u m r e c o m m e n d e d d os e f or p ati e nts w h o ar e gr e at er t h a n 6 0 y e ars of a g e, s u bj e cts 
wit h h e p ati c i m p air m e nt, a n d f or C Y P 2 1 9 p o or m et a b oli z ers or t h os e s u bj e cts t a ki n g ci m e ti di n e or a n ot h er 
C Y P 2 C 1 9 i n hi bit or.  
2 Cit al o pr a m, e s cit al o pr a m, v e nl af a xi n e, a n d d e s v e nl af a xi n e ar e n ot F D A a p pr o v e d f or O C D.  A P A 
g ui d eli n e s f or O C D i n cl u d e t h e us e of cit al o pr a m, e s cit al o pr a m  a n d  v e nl af a xi n e. D os es list e d ar e f or m aj or 
d e pr e s si v e dis or d er.  
3  Hi g h er d os e s of S S RI ( e x c e pt f or cit al o pr a m), cl o mi pr a mi n e, v e nl af a xi n e  or  d e s v e nl af a xi n e  ar e all o w e d 
pr o vi d e d t h e d os e h a s b e e n st a bl e, is w ell t ol er at e d a n d t h er e ar e n o s af et y c o n c er ns. T his a ss e ss m e nt 
s h o ul d b e d o c u m e nt e d i n t h e s o ur c e d o c u m e nt . 
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b.  S u bj e cts s h o ul d b e e x cl u d e d at s cr e e ni n g or b as eli n e if a n y m e di c al or 
ps y c hi atri c c o n diti o n ot h er t h a n O C D, as s p e cifi e d i n t h e i n cl usi o n crit eri a, 
c o ul d pr e d o mi n a ntl y e x pl ai n or c o ntri b ut e si g nifi c a ntl y t o t h e s u bj e cts’ 
s y m pt o ms or t h at c o ul d c o nf o u n d as s es s m e nt of O C D s y m pt o ms;  

c.  M M S E s c or e of < 2 4  at S cr e e ni n g;  

d.  C urr e nt or pri or hist or y , p er D S M-5 crit eri a,  of bi p ol ar I or II dis or d er, 
s c hi z o p hr e ni a or ot h er ps y c h oti c dis or d ers, s c hi z o aff e cti v e dis or d er, a utis m or 
a utisti c s p e ctr u m dis or d ers, b or d erli n e p ers o n alit y di s or d er , a ntis o ci al 
p ers o n alit y dis or d er, b o d y d ys m or p hi c dis or d er, h o ar di n g dis or d er  (s y m pt o ms 
of h o ar di n g dis or d er as p art of t h e O C D di a g n osis ar e all o w e d, b ut a pri m ar y 
di a g n osis of h o ar di n g dis or d er is e x cl u d e d); a c urr e nt di a g n osis of T o ur ett e’s 
dis or d er is als o e x cl u d e d ; 

e.  A n y e ati n g dis or d er wit hi n t h e l ast 1 2 m o nt hs;  

f. Pri m ar y a cti v e m aj or d e pr es si v e e pis o d e or pri m ar y a cti v e a n xi et y dis or d er 
wit hi n t h e p ast 6 m o nt hs. N ot e: S u bj e cts o n a st a bl e m ai nt e n a n c e d os e of a n o n -
tri c y cli c, n o n-m o n o a mi n e o xi d as e i n hi bit or ( M A OI) a nti d e pr es s a nt m e di c ati o n  
m a y b e eli gi bl e if t h e s u bj e ct h as b e e n tr e at e d wit h a st a bl e d os e f or at l e ast 3 
m o nt hs pri or t o r a n d o mi z ati o n a n d n o d os e c h a n g es ar e e x p e ct e d t hr o u g h o ut 
t h e r a n d o mi z ati o n p h as e of t h e st u d y;  

g.  A c ut e s ui ci d alit y or s ui ci d e att e m pt or s elf i nj uri o us b e h a vi or i n t h e l ast  1 2 
m o nt hs.  

h.  S c or e of > 0 o n t h e S h e e h a n S ui ci d alit y Tr a c ki n g S c al e f or t h e p eri o d of 6  
m o nt hs  pri or t o s cr e e ni n g  a n d at b as eli n e ;  

i. Br o w n A s s ess m e nt of B eli efs ( B A B S)  s c or e > 1 7  at s cr e e ni n g a n d  b as eli n e ;  

j. P ati e nts w h o m a y h a v e r e c ei v e d a n o n -bi ol o gi c al i n v esti g ati o n al a g e nt i n a n y 
cli ni c al tri al wit hi n 3 0 d a ys or a bi ol o gi c al a g e nt wit hi n 9 0 d a ys pri or t o 
s cr e e ni n g;  

k.  Hist or y of ps y c h os ur g er y, D e e p Br ai n Sti m ul ati o n ( D B S) or El e ctr o c o n v ulsi v e 
T h er a p y ( E C T) . 

5. 3. 2  M e di c al Hi st or y E x cl u si o n s  

a.  Hist or y of s u bst a n c e us e dis or d er  ( dr u g or al c o h ol) i n t h e l ast 1 2 m o nt hs, wit h t h e 
e x c e pti o n of t o b a c c o, as d efi n e d b y D S M-5  crit eri a;  

b.  P ositi v e uri n e dr u g s cr e e ni n g f or  c a n n a bis  ( b ot h m e di c al a n d r e cr e ati o n al us e of 
c a n n a bis ar e pr o hi bit e d ; s u bj e ct s  will  b e  e x p e ct e d  t o r efr ai n fr o m u s e  d uri n g  
t h e p eri o d  of  t h e st u d y ), a m p h et a mi n es (i n cl u di n g M D M A/ e cst as y), c o c ai n e, 
b ar bit ur at e, P C P , a n d/ or o pi at es  at s cr e e ni n g or b as eli n e ; 
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c.  Pri or or c urr e nt g e n er al m e di c al c o n diti o n t h at m a y c o nf o u n d a bilit y t o i nt er pr et 
s af et y a n d effi c a c y r es ults  as d et er mi n e d b y t h e I n v e sti g at or ; 

d.  Cli ni c al hist or y of str o k e , s ei z ur e dis or d er , tr a u m ati c br ai n i nj ur y wit h o n g oi n g  
s e q u el a e .  

e.  B o d y m as s i n d e x > 4 0 k g/ m 2 ; 

f. A cti v e li v er dis e as e or a hist or y of h e p ati c i nt ol er a n c e t o m e di c ati o ns t h at, i n t h e 
i n v esti g at or’s j u d g m e nt, is m e di c all y si g nifi c a nt;  

g.  Vit a mi n B 1 2 or f ol at e d efi ci e n c y N ot e: S u bj e cts wit h a B 1 2 d efi ci e n c y c a n 
p arti ci p at e i n t h e st u d y if t h e y ar e o n st a bl e Vit a mi n B 1 2 r e pl a c e m e nt f or at l e ast 
3 m o nt hs pri or t o r a n d o mi z ati o n a n d t h eir B 1 2 l e v els ar e wit hi n n or m al li mits 
pri or t o r a n d o mi z ati o n;  

h.  H e m at ol o gi c or s oli d m ali g n a n c y di a g n osis wit hi n 5 y e ars pri or t o s cr e e ni n g. 
N ot e: S u bj e cts wit h a hist or y of l o c ali z e d s ki n c a n c er, b as al c ell or s q u a m o us 
c ell c ar ci n o m a, m a y b e e nr oll e d i n t h e st u d y as l o n g as t h e y ar e c a n c er fr e e pri or 
t o r a n d o mi z ati o n. S u bj e cts wit h ot h er l o c ali z e d c a n c ers ( wit h o ut m et ast ati c 
s pr e a d) w h o h a v e pr e vi o usl y c o m pl et e d t h eir c o urs e of tr e at m e nt m or e t h a n 5 
y e ars pri or t o s cr e e ni n g , ar e n ot c urr e ntl y r e c ei vi n g tr e at m e nt a n d h a v e b e e n i n 
r e mis si o n m a y b e e nr oll e d o nl y if, i n t h e o pi ni o n of t h e i n v esti g at or, t h er e is n o 
e x p e ct ati o n f or r e c urr e n c e or f urt h er c a n c er tr e at m e nt d uri n g t h e st u d y p eri o d. 
A nti h or m o n al t h er a p y ( e. g., t a m o xif e n) is all o w e d if t h e s u bj e ct's c a n c er is i n 
r e mis si o n a n d t h e s u bj e ct is o n st a bl e m ai nt e n a n c e t h er a p y t o r e d u c e t h eir ris k of 
r e c urr e n c e;  

i. A n y u nst a bl e c ar di o v as c ul ar (i n cl u d es u n c o ntr oll e d h y p ert e nsi o n), p ul m o n ar y, 
g astr oi nt esti n al, or h e p ati c dis e as e 3 0 d a ys pri or t o s cr e e ni n g;  

j. E n d -st a g e c ar di o v as c ul ar dis e as e ( e. g., C o n g esti v e H e art F ail ur e N e w Y o r k 
H e art A s s o ci ati o n/ C H F N Y H A Cl as s III or I V or u nst a bl e a n gi n a);  

k.  P ositi v e s y p hilis s er ol o g y i n cl u di n g r a pi d pl as m a r e a gi n [ R P R] t est a n d p ositi v e 
c o nfir m at or y t esti n g;  

l. Hist or y of c hr o ni c p ul m o n ar y dis e as e or c hr o ni c p ul m o n ar y s y m pt o ms ; 

m.  I m m u n o c o m pr o mis e d s u bj e cts. N ot e: S u bj e cts t a ki n g a s yst e mi c 
i m m u n os u p pr es si v e a g e nt m a y b e r a n d o mi z e d o nl y if t h e y ar e o n a st a bl e 
d os e, h a v e n o cli ni c all y r el e v a nt i m m u n os u p pr es si o n, a n d h a v e a w hit e bl o o d 
c o u nt ( W B C) wit hi n n or m al  li mits; 

n.  Hist or y of m e di c all y si g nifi c a nt  g astr oi nt esti n al ( GI) ill n es s es  i n cl u di n g: 
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i. A c urr e nt di a g n osis of a cti v e, p e pti c ul c er ati o n or  g a str oi nt esti n al 
bl e e di n g wit hi n t h e l ast 6 m o nt hs a n d/ or c hr o ni c i nfl a m m at or y b o w el 
dis e as e at  s cr e e ni n g;  

ii. A hist or y of a n y g astr oi nt esti n al s ur g er y t h at i m p a ct s t h e a bs or pti o n of 
st u d y  dr u g;  

iii. C hr o ni c or fr e q u e nt e pis o d es of l o os e  st o ols;  

o.  Hist or y or e vi d e n c e of a n y m e di c al, n e ur ol o gi c al or ps y c h ol o gi c al c o n diti o n t h at 
w o ul d e x p os e t h e s u bj e ct t o a n u n d u e ris k of a si g nifi c a nt a d v ers e e v e nt or 
i nt erf er e wit h as s es sm e nts of s af et y a n d effi c a c y  d uri n g t h e c o urs e of t h e tri al as 
d et er mi n e d b y t h e cli ni c al j u d g m e nt of t h e i n v esti g at or . 

p.  W o m e n w h o ar e pr e g n a nt or br e astf e e di n g.  

5. 3. 3  P h y si c al a n d L a b or at or y T e st Fi n di n g s  

a.  U n c o ntr oll e d h y p ert e nsi o n at s cr e e ni n g ( e. g., r e p e at e d di ast oli c 
m e as ur e m e nts ≥ 9 6  m m H g);  

b.  Di a g n osis of h y p ot h yr oi dis m b y a s cr e e ni n g t h yr oi d sti m ul ati n g h or m o n e ( T S H) 
v al u e > t h e u p p er li mit of n or m al ( U L N) a n d fr e e t h yr o xi n e ( T 4) < t h e l o w er 
li mit of n or m al ( N ot e: S u bj e cts wit h hist or y of h y p ot h yr oi dis m m a y p arti ci p at e 
i n t h e st u d y, pr o vi d e d t h e y ar e e ut h yr oi d o n st a bl e t h yr oi d r e pl a c e m e nt t h er a p y 
f or at l e ast 3 m o nt hs pri or t o s cr e e ni n g, a n d t h er a p y i s e x p e ct e d t o r e m ai n st a bl e 
d uri n g t h e c o urs e of  t h e st u d y; 

c.  H e p ati c t est a b n or m aliti es at s cr e e ni n g ( m a y b e r e p e at e d o n e ti m e f or 
c o nfir m ati o n i n s cr e e ni n g pri or t o  b as eli n e):  

i. A s p art at e A mi n otr a nsf er as e ( A S T), Al a ni n e  
A mi n otr a nsf er as e ( A L T) or G G T > 1. 5 ti m es t h e 
u p p er li mit of n or m al;  or  

ii. T ot al bilir u bi n > 2 ti m es t h e u p p er li mit of n or m al ( U L N ; u nl es s 
s u bj e ct h as d o c u m e nt e d hist or y of Gil b ert’s S y n dr o m e i n w hi c h c as e 
s u bj e ct m a y b e e nr oll e d wit h p er mis si o n of t h e  S p o n s or).  

d.  P -A m yl as e or  Li p as e v al u es gr e at er t h a n 1. 5 ti m es t h e u p p er li mit of 
n or m al at s cr e e ni n g ( U L N) ( m a y b e r e p e at e d o n e ti m e f o r c o nfir m ati o n i n 
s cr e e ni n g pri or t o  b as eli n e);  

e.  H b A 1 C ≥  7. 0 %  at  s cr e e ni n g;  

f. P at h ol o gi c r e n al fi n di n gs at s cr e e ni n g as d efi n e d b y t h e pr es e n c e of  eit h er 
of t h e f oll o wi n g  crit eri a:  
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i. Esti m at e d gl o m er ul ar filtr ati o n r at e ( e G F R) a c c or di n g t o t h e r e - 
e x pr es s e d a b br e vi at e d (f o ur -v ari a bl e) M o difi c ati o n of Di et i n R e n al 

Dis e as e ( M D R D) St u d y e q u ati o n < 3 0 ml/ mi n/ 1. 7 3 m 2 ; T h e M D R D 

esti m ati o n is c al c ul at e d as f oll o w s: e G F R ( m L/ mi n/ 1. 7 3 m 2 ) = 1 7 5 x 
(st a n d ar di z e d S cr)-1. 1 5 4 x ( A g e) -0. 2 0 3 x ( 0. 7 4 2 if f e m al e) x ( 1. 2 1 2 if 
Bl a c k). [ S cr: St a n d ar di z e d s er u m  cr e ati ni n e];  

ii. Cr e ati ni n e ≥  2 m g/ d L  

g.  H e m at ol o gi c a b n or m aliti es at  s cr e e ni n g:  

i. H e m o gl o bi n < 1 0 g/ d L;  or  

ii. W B C < 3. 0 x 1 0 3 / m m3 ; or  

iii. Pl at el et c o u nt <  1 0 0, 0 0 0/ m m 3 . 

h.  H u m a n I m m u n o d efi ci e n c y Vir us ( HI V) p ositi v e at s cr e e ni n g (i n d i c at e d b y 
p ositi v e c o nfir m at or y W est er n  Bl ot);  

i. H Bs A g or H C V p ositi v e at  s cr e e ni n g;  

j. Q T c F  ( Fri d eri ci a) i nt er v al ≥  4 7 0 ms e c d uri n g t h e  s cr e e ni n g  or b as eli n e  
p eri o d or u n c o ntr oll e d arr h yt h mi a or fr e q u e nt pr e m at ur e v e ntri c ul ar 
c o ntr a cti o n ( P V Cs) ( > 5/ mi n ut e) or M o bit z T y p e II s e c o n d or t hir d d e gr e e 
atri o v e ntri c ul ar ( A V) bl o c k or l eft b u n dl e br a n c h bl o c k, or ri g ht b u n dl e 
br a n c h bl o c k wit h a Q R S d ur ati o n ≥ 1 5 0 ms e c or i n tr a v e ntri c ul ar 
c o n d u cti o n d ef e ct wit h a Q R S d ur ati o n ≥ 1 5 0 ms e c or e vi d e n c e of a c ut e  or 
s u b -a c ut e m y o c ar di al i nf ar cti o n or  is c h e mi a or ot h er E C G fi n di n gs t h at, i n 
t h e i n v esti g at or’s o pi ni o n, w o ul d pr e cl u d e p arti ci p ati o n i n t h e st u d y. 

5. 3. 4  Pr o hi bit e d Tr e at m e nt s a n d/ or  T h e r a pi e s  

a.  B e h a vi or al t h er a p y  ( c o g niti v e b e h a vi or al t h er a p y or e x p os ur e r es p o ns e 
pr e v e nti o n t h er a p y) f or O C D t h at h as b e e n i niti at e d wit hi n 3 m o nt hs pri or 
t o s cr e e ni n g  a n d e x p e ct e d t o c h a n g e d uri n g t h e 1 2 -w e e k tr e at m e nt p eri o d 
( n ot e: C h a n ges i n b e h a vi or al t h er a p y d uri n g t h e o p e n l a b el p h as e ar e 
a c c e pt a bl e  aft er E xt e nsi o n ( or E x p a n d e d E xt e nsi o n) w e e k 4 ); 

b.  Pr e vi o us tr e at m e nt wit h ril u z ol e ; if s u bj e ct is r e-e nt eri n g t h e st u d y i n t h e 
E x p a n d e d E xt e nsi o n P h as e, t h e n n o us e of ril u z ol e wit hi n 1 2 h o urs of 
st arti n g tr oril u z ol e.  

c.  U s e of tri c y cli c a nti d e pr es s a nts a n d m o n o -a mi n e -o xi d as e ( M A O) i n hi bit ors ar e 
pr o hi bit e d 3 0 d a ys pri or t o r a n d o mi z ati o n ( bas eli n e visit) a n d d uri n g t h e  st u d y  
( wit h t h e e x c e pti o n of cl o mi pr a mi n e); 
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d.  U s e of a  sti m ul a nt,  n e ur ol e pti c  ( a nti p s y c h oti c), m o o d st a bili z er a n d gl ut a m at e  
a g e nt  ( e. g. t o pir a ma t e, l a m otri gi n e, N - a c et yl c y st ei n e,  k et a mi n e,  m e m a nti n e, 
s o di u m v al pr o at e)  is pr o hibit e d wit hi n  t h e 4  w e e k s  pri or t o s cr e e ni n g  a n d 
d uri n g t h e st u d y ;  

e.  T h e u s e of a d e p ot n e ur ol e pti c i s pr o hi bit e d 6 m o nt h s pri or t o r a n d o mi z ati o n 
( b a s eli n e vi sit); 

f. U s e of v ar e ni cli n e ( C h a nti x) i s pr o hi bit e d 3 0 d a y s pri or t o r a n d o mi z ati o n 
( b a s eli n e vi sit) a n d d uri n g t h e ra n d o mi z ati o n p h a s e of t h e st u d y;  

g.  C urr e nt  d ail y  a n xi ol yti c  or  b e n z o di a z e pi n e  u s e  i s pr o hi bit e d  N ot e:  L o w  d o s e 
a n xi ol yti c pr e -m e di c ati o n s pri or t o n e c e s s ar y m e di c al di a g n o sti c t e sti n g pr n 
ar e all o w e d a s ar e n o n -b e n z o di a z e pi n e h y p n oti c s  f or sl e e p if u s e d  pr n , a n d 
l o w d o s e b e n z o di a z e pi n e s ( Ati v a n u p t o 1 m g/ d a y or a p pr o xi m at el y 
e q ui v al e nt  b e n z o di a z e pi n e ) f or sl e e p or a n xi et y if u s e d at a st a bl e d o s e pr n 
f or at l e a st 3 m o nt h s pri or t o s cr e e ni n g;  

h.  H er b al m e di c ati o n  a n d h er b al s u p pl e m e nt  us e wit hi n 3 0 d a ys of r a n d o mi z ati o n 
a n d d uri n g t h e c o urs e of t h e st u d y is pr o hi bit e d ;  

i. Tr a ns cr a ni al M a g n eti c Sti m ul ati o n ( T M S) is pr o hi bit e d wit hi n t hr e e m o nt hs 
pri or t o s cr e e ni n g a n d d uri n g t h e st u d y.  

5. 4  Pr o hi bit e d C o n c o mit a nt M e di c ati o n  

Pri or us e of ril u z ol e is pr o hi bit e d  

T h e us e of t h e f oll o wi n g m e di c ati o ns is pr o hi bit e d 3 0 d a ys pri or t o r a n d o mi z ati o n ( b as eli n e visit) 
a n d d uri n g t h e E N TI R E st u d y . S u bj e cts s h o ul d h a v e n o pl a ns t o st art t h es e m e di c ati o ns d uri n g 
t h e st u d y: 

•  M e di c al  or r e cr e ati o n al m arij u a n a  

•  C a n n a bi di ol ( C B D) oil  

•  T ri c y cli c a nti d e pr es s a nts ( wit h t h e e x c e pti o n of cl o mi pr a mi n e) 

•  M o n o a mi n e -o xi d as e ( M A O) i n hi bit ors  

T h e u s e of t h e f oll o wi n g m e di c ati o n s i s pr o hi bit e d 4 w e e k s pri or t o s cr e e ni n g  a n d d uri n g t h e 
st u d y: sti m ul a nt s,  n e ur ol e pti c s,  m o o d st a bili z er a n d gl ut a m at e  a g e nt s  ( e. g. t o pir a ma t e, 
l a m otri gi n e, N - a c et yl c y st ei n e,  k et a mi n e,  m e m a nti n e,  s o di u m v al pr o at e) . 

T r oril u z ol e s h o ul d b e u s e d wit h c a uti o n wit h m e di c ati o n s t h at ar e i n hi bit or s or i n d u c er s  of 
t h e C Y P 1 A 2 e n z y m e s y st e m d u e t o t h e p ot e nti al f or dr u g i nt er a cti o n s.  S u bj e ct s s h o ul d b e 
m o nit or e d a p pr o pri at e l y w h e n t a ki n g a C Y P 1 A 2 i n hi bit or or i n d u c er .  T h e  f oll o wi n g 
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m e di c ati o n s  ar e  pr o hi bit e d  at  l e a st 5  h alf -li v e s pri or  t o r a n d o mi z ati o n a n d  d uri n g t h e st u d y 
(A p p e n di x II, S e cti o n 1 7. 2 ):  

•  Str o n g t o m o d er at e C Y P 1 A 2 i n hi bit or s w hi c h m a y i n cr e a s e t h e ri s k of ril u z ol e 
a s s o ci at e d a d v er s e e v e nt s.  

•  Str o n g t o m o d er at e C Y P 1 A 2 i n d u c er s w hi c h m a y r e s ult i n d e cr e a s e d effi c a c y  

•  H e p at ot o xi c dr u g s ( e. g. all o p uri n ol, m e t h yl d o p a, s ulf a s z al zi n e) w hi c h m a y i n cr e a s e t h e 
ris k f or h e p at ot o xi cit y  

N ot e: fl u v o x a mi n e (C Y P 1 A 2 i n hi bit or) i s all o w e d .  A pri or st u d y i n O C D u s e d ril u z ol e a s 
a dj u n cti v e tr e at m e nt t o fl u v o x a mi n e  4 .  Or al c o ntr a c e pti v e s w hi c h c o nt ai n et hi n yl e str a di ol  
( C Y P 1 A 2 i n hi bit or) ar e al s o all o w e d.    

S u bj e ct s e nt eri n g t hi s st u d y m u st h a v e b e e n o n a st a n d ar d of c ar e m e di c ati o n, d efi n e d a s a n 
S S RI , cl o mi pr a mi n e , v e nl af a xi n e or d e s v e nl af a xi n e, f or t h eir O C D.  T h e y  m u st  h a v e  b e e n  o n  
a  st a bl e  t h er a p e uti c d o s e  of  t hi s m e di c ati o n wit h a n i n a d e q u at e r e s p o n s e f or at l e a st 8 w e e k s 
at s cr e e ni n g  a n d at l e a st 1 0 w e e k s at b a s eli n e . N o  c h a n g e s  i n t h e d os e of t h e S S RI , 
cl o mi pr a mi n e, v e nl af a xi n e or d es v e nl af a xi n e  ar e  all o w e d  t hr o u g h o ut t h e R a n d o mi z ati o n P h a s e  
of  t h e st u d y. 

H y p n oti c U s e: N e w u s e of h y p n oti c s s h o ul d b e a v oi d e d. F or t h e m a n a g e m e nt of p er si st e nt 
sl e e pi n g  diffi c ulti e s  or  i n s o m ni a, s u bj e ct s  m a y  r e c ei v e t h e f oll o wi n g m e di c ati o n s  at  n o  hi g h er 
t h a n t h e i n di c at e d d o s e s  s u c h  a s:   

•  Z ol pi d e m  t artr at e ( A m bi e n): u p  t o 1 0  m g  at  b e dti m e  ( H S) a s  n e e d e d  ( pr n); 

o  Z ol pi d e m  t artr at e e xt e n d e d -r el e a s e ( A m bi e n C R):  u p t o 1 2. 5  m g  at  H S  pr n;  

o  Z al e pl o n ( S o n at a): u p t o 2 0 m g at H S pr n  

o  E s z o pi cl o n e ( L u n e st a): u p t o 3 m g at H S pr n.  

L o w d os e  a n xi ol yti c pr e -m e di c ati o ns pri or t o n e c es s ar y m e di c al di a g n osti c t esti n g pr n ar e 
all o w e d.  Ati v a n ( u p t o 1 m g/ d a y ) or e q ui v al e nt b e n z o di a z e pi n e  f or sl e e p a n d a n xi et y is all o w e d 
if us e d pr n at a st a bl e d os e f or at l e ast 3 m o nt hs pri or t o s cr e e ni n g.  S u bj e cts s h o ul d b e 
e n c o ur a g e d t o a v oi d t a ki n g a b e n z o di a z e pi n e t h e m or ni n g of a st u d y visit.  B e n z o di a z e pi n es 
s h o ul d n ot b e i niti at e d d uri n g t h e R a n d o mi z ati o n p h a s e of t h e st u d y.  

T h e d os e of t h e S O C  s h o ul d n ot b e c h a n g e d d uri n g t h e R a n d o mi z ati o n P h as e of t h e tri al.  T h e 
S O C  d os e m a y b e c h a n g e d d uri n g t h e E xt e nsi o n ( or E x p a n d e d E xt e nsi o n) P h as e if n e e de d b ut n o 
s o o n er t h a n aft er t w el v e w e e ks of tr e at m e nt d uri n g t h e E xt e nsi o n  ( or E x p a n d e d E xt e nsi o n)  
p h as e.  S u bj e cts w h o e nt er t h e E xt e nsi o n  ( or E x p a n d e d E xt e nsi o n) P h as e o n 1 4 0 m g d u e t o 
t ol er a bilit y is s u es c a n b e r e c h all e n g e d t o i n cr e as e t o 2 0 0 m g b e gi n ni n g at  E xt e nsi o n  ( or 
E x p a n d e d E xt e nsi o n) W e e k 4 at PI dis cr eti o n.   
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Ot h er m e di c ati o ns:  Ot h er m e di c ati o ns n ot e x pli citl y c all e d o ut h er ei n ar e all o w e d d uri n g t h e 
R a n d o mi z ati o n P h as e, pr o vi d e d t h e y ( 1) h a v e b e e n pr es cri b e d f or a s uffi ci e nt d ur ati o n ( at l e ast 
3 0 d a ys)  t h at t h e i n v esti g at or c a n a d e q u at el y as s es s t ol er a bilit y a n d d e e ms t h e m t o b e w ell -
t ol er at e d; ( 2) d o n ot li mit s u bj e ct’s a bilit y t o p erf or m k e y r ati n g s c al es b y t h e i m pr es si o n of t h e 
i n vesti g at or ; a n d, ( 3) t h e r e gi m e n a n d d os e (± 2 5 %) h a v e b e e n st a bl e f or at l e ast 3 0 d a ys pri or t o 
s cr e e ni n g a n d ar e n ot a nti ci p at e d t o c h a n g e d uri n g t h e R a n d o mi z ati o n P h as e ; ( 4) c o ul d a d v ers el y 
aff e ct as s es s m e nt of s af et y or  effi c a c y.   

A n y m e di c ati o n a dj ust m e nts or t h e i niti ati o n of n e w m e di c ati o ns ar e r e c o m m e n d e d t o b e 
a d dr es s e d d uri n g t h e E xt e nsi o n ( or E x p a n d e d E xt e nsi o n) P h as e, pr ef er a bl y n o s o o n er t h a n aft er  
f o ur w e e ks of tr e at m e nt d uri n g t his p h as e s o as n ot t o c o nf o u n d as s es s m e nt of s af et y /  
t ol er a bilit y. 

M e di c ati o ns f or t h e s h ort t er m tr e at m e nt of i nt er c urr e nt ill n es s ar e all o w e d if n e e d e d, pr o vi d e d 
t h e y ar e n ot ot h er wis e e x cl u d e d as n ot e d a b o v e. 

A n y n e w m e di c ati o ns i niti at e d d uri n g t h e st u d y  s h o ul d als o b e c o nsist e nt wit h t h e U S PI f or t h e 
st a n d ar d of c ar e S S RI a n d ot h er c o n c o mit a nt m e di c ati o ns  t a k e n b y t h e s u bj e ct.   

L or a z e p a m u p t o 1 m g/ d a y ( or e q ui v al e nt b e n z o di a z e pi n e) c a n b e us e d pr n d uri n g t h e E xt e nsi o n  ( or 
E x p a n d e d E xt e nsi o n) P h as e w h e n cli ni c all y r e q uir e d p er i n v esti g at or j u d g e m e nt. S u bj e ct s s h o ul d b e 
e n c o ur a g e d t o a v oi d t a ki n g t h es e m e di c ati o ns wit hi n 8 h o urs of s c h e d ul e d effi c a c y ass ess m e nt s.  

T h e g e n eri c n a m e ( w h er e p os si bl e), st art d at e, e n d d at e a n d d osi n g i nf or m ati o n f or a n y 
m e di c ati o n ( pr es cri pti o n or n o n -pr es cri pti o n) t a k e n wit hi n 1 m o nt h pri or t o t h e s cr e e ni n g visit 
will b e r e c or d e d i n t h e c o n c o mit a nt m e di c ati o n el e ctr o ni c c as e r e p ort f or m.  

I n or d er t o e ns ur e t h at a p pr o pri at e c o n c o mit a nt t h er a p y is a d mi nist er e d, it is es s e nti al t h at 
s u bj e cts b e i nstr u ct e d n ot t o t a k e a n y m e di c a ti o n, eit h er n o n-pr es cri pti o n or pr es cri pti o n t h er a p y 
pr es cri b e d b y a n ot h er p h ysi ci a n, wit h o ut pri or c o ns ult ati o n wit h t h e i n v esti g at or.  

P ati e nts s h o ul d n ot u n d er g o a n y el e cti v e m e di c al pr o c e d ur e wit h o ut pri or c o ns ult ati o n wit h t h e 
I n v esti g at or. A n el e cti ve pr o c e d ur e ( mi n or s ur g er y, d e nt al s ur g er y, ort h o p e di c s ur g er y et c …) 
t h at mi g ht r e q uir e h os pit ali z ati o n or a n est h esi a s h o ul d b e d ef err e d u ntil aft er t h e st u d y w h e n e v er 
cli ni c all y a p pr o pri at e.  

5. 5  W o m a n of C hil d b e a ri n g P ot e nti al  

W o m e n of c hil d b e ari n g p ot e nti al ( W O C B P) i n cl u d e a n y f e m al e w h o h as e x p eri e n c e d m e n ar c h e 
a n d w h o h as n ot u n d er g o n e s u c c es sf ul s ur gi c al st erili z ati o n ( h yst er e ct o m y, bil at er al t u b al 
li g ati o n, or bil at er al o o p h or e ct o m y) or is n ot p ost m e n o p a us al. P ost-m e n o p a us al  is d efi n e d as: 

•  A m e n orr h e a gr e at er t h a n or e q u al t o 1 2 c o ns e c uti v e m o nt hs wit h o ut a n ot h er c a us e a n d a 
d o c u m e nt e d s er u m f olli cl e sti m ul ati n g h or m o n e ( F S H) l e v el > 3 5 mI U/ m L or;  

•  W o m a n wit h irr e g ul ar m e nstr u al p eri o ds a n d a d o c u m e nt e d s er u m  f olli cl e sti m ul ati n g 
h or m o n e ( F S H) l e v el > 3 5 mI U/ m L or;  
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•  N O T E: F S H l e v el t esti n g is n ot r e q uir e d f or w o m e n gr e at er t h a n or e q u al t o  6 2 y e ars ol d wit h 
a m e n orr h e a of gr e at er t h a n or e q u al t o o n e  y e ar;  

W o m a n o n h or m o n e r e pl a c e m e nt t h er a p y  ( H R T). 
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T h e r e q uisit e dr u g i nt er a cti o n st u di es t o d et er mi n e t h e i nt er a cti o n of tr oril u z ol e wit h or al 
c o ntr a c e pti v es h a v e n ot b e e n c o m pl et e d  t o d at e. It is t h er ef or e n ot p os si bl e t o d et er mi n e t h e 
effi c a c y of or al c o ntr a c e pti v es as a n eff e cti v e m et h o d of c o ntr a c e pti o n f or W O C B P w h o ar e 
p arti ci p ati n g i n t his st u d y. Or al estr o g e n a n d pr o g esti n h or m o n al c o ntr a c e pti v es as a s ol e m et h o d 
of c o ntr a c e pti o n ar e t h er ef or e pr o hi bit e d. It is r e q uir e d t h at all W O C B P us e t w o m et h o ds of 
c o ntr a c e pti o n f or t h e d ur ati o n of t h e st u d y ( i. e. b e gi n ni n g at 3 0 d a ys pri or t o b as eli n e) t hr o u g h 3 0 
d a ys aft e r t h e l ast d os e of st u d y dr u g. T h e t w o m et h o ds s h o ul d i n cl u d e o n e b arri er m et h o d ( e. g. 
di a p hr a g m wit h s p er mi ci d al g el, c o n d o m wit h s p er mi ci d al g el, i ntr a ut eri n e d e vi c es, c er vi c al c a p) 
a n d o n e  ot h er m et h o d. T h e ot h er m et h o d c o ul d i n cl u d e or al c o ntr a c e pti v es ( e. g. or al 
c o ntr a c e pti v es, i nj e ct a bl e c o ntr a c e pti v es or c o ntr a c e pti v e i m pl a nt) or a n ot h er b arri er m et h o d.  

A n y m al e w h o h as a f e m al e p art n er of W O C B P h as t o a v oi d b e c o mi n g pr e g n a nt w hil e 
p art i ci p ati n g i n t his st u d y. If m al e s u bj e cts ar e s e x u all y a cti v e a n d n ot v as e ct o mi z e d f or at l e ast 6 
m o nt hs, a n d if t h e s u bj e ct’s f e m al e p art n er is n ot s ur gi c all y st eril e or is n ot p ost - m e n o p a us al, 
t h e n o n e of t h e f oll o wi n g a c c e pt e d m et h o ds of c o ntr a c e pti o n s h o ul d b e us e d t hr o u g h o ut t h e st u d y 
a n d f or 9 0 d a ys aft er t h e l ast st u d y dr u g  a d mi nistr ati o n:  

•  Si m ult a n e o us us e of m al e c o n d o m, a n d f or t h e f e m al e p art n er, h or m o n al c o ntr a c e pti v es ( e. g., 
birt h c o ntr ol pills, i m pl a nts, p at c h, d e p ot i nj e cti o n, u s e d si n c e  a t le ast 4 w e e ks) or i ntr a -
ut eri n e c o ntr a c e pti v e d e vi c e ( pl a c e d si n c e at l e ast 4 w e e ks) b ef or e s e x u al i nt er c o urs e;  

•  Si m ult a n e o us us e of m al e c o n d o m, a n d f or t h e f e m al e p art n er, di a p hr a g m wit h i ntr a v a gi n all y 
a p pli e d  s p er mi ci d e.  

5. 6  D e vi ati o n fr o m I n cl u si o n/ E x cl u si o n  C rit e ri a  

A n y si g nifi c a nt e v e nt t h at d o es n ot c o m pl y wit h t h e i n cl usi o n e x cl usi o n crit eri a, st u d y c o n d u ct, 
or st u d y pr o c e d ur es will b e d o c u m e nt e d as a d e vi ati o n. D e vi ati o ns will b e d o c u m e nt e d a n d 
r e p ort e d t hr o u g h t h e cli ni c al m o nit ori n g of t h e tri al. D e vi ati o ns will b e r e p ort e d t o t h e I R B/ E C at 
t h e fr e q u e n c y r e q uir e d b y y o ur I R B/ E C. T h er e will b e n o pr ot o c ol e x c e pti o ns gr a nt e d b y t h e 
S p o ns or f or I n cl usi o n/ E x cl usi o n crit eri a.  

6  S T U D Y C O N D U C T A N D D E S C RI P TI O N O F S T U D Y P R O C E D U R E S  

6. 1  St u d y M at e ri al s  

T h e s p o ns or will pr o vi d e i n v esti g ati o n al pr o d u ct w hi c h will i n cl u d e tr oril u z ol e (1 4 0  m g  a n d 6 0 
m g ) c a ps ul e s  a n d m at c hi n g pl a c e b o.  

Sit es will als o b e pr o vi d e d wit h a R e g ul at or y bi n d er, a n d IW R S M a n u al. S o ur c e d o c u m e nt 
cr e ati o n is t h e r es p o nsi bilit y of t h e s it e. I nstr u cti o ns o n all s p e ci m e ns c oll e ct e d will b e pr o vi d e d 
b y a c e ntr al l a b or at or y.  

All sit es will us e a n El e ctr o ni c D at a C a pt ur e ( E D C) t o ol t o s u b mit st u d y d at a. El e ctr o ni c C as e 
R e p ort F or ms ( e C R Fs) will b e pr e p ar e d f or all d at a c oll e cti o ns.  

S it es will b e pr o vi d e d wit h a Bi o h a v e n a p pr o v e d pr ot o c ol a n d a n y a m e n d m e nts.  
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The investigator will be required to have a centrifuge, a secure locked cabinet or similar (for 
drug storage) as well as appropriate containers and dry ice for shipment and storage of blood and 
plasma samples. Enough dry ice, when indicated, should be utilized to allow samples to arrive at 
their designated laboratory in a frozen state. 

7 ELIGIBILITY ASSESSMENTS 

7.1 Massachusetts General Hospital-Treatment Response Questionnaire for 
OCD (MGH-TRQ-OCD) 

The MGH-TRQ-OCD is a clinician rated questionnaire used to assess the subject’s response 
to standard of care treatment for OCD at screening. The subject must have an inadequate 
response to the standard of care treatment, as defined in the protocol, as documented on the 
MGH-TRQ-OCD at screening. 

7.2 Mini Mental State Examination (MMSE) 

The MMSE is a 30-point (11-question) measure of commonly used tests to measure cognitive 
impairment. It tests five areas of cognitive function including orientation, registration, attention, 
and calculation, recall and language. 

7.3 MINI International Neuropsychiatric Interview (MINI) 

The MINI is a structured interview for the diagnosis of psychiatric disorders that will be 
conducted at screening to confirm the diagnosis of OCD and assess for the presence of other 
major psychiatric conditions. 

7.4 Borderline Personality Disorder Module (BPD) 

The Borderline Personality Disorder Module is a structured interview that will be conducted 
at screening to confirm the diagnosis of Borderline Personality Disorder. 

7.5 SAFER Interview 

The SAFER Interview is a structured interview conducted remotely by a CRO (telephone 
call to subject) shortly after the screening visit is completed to confirm the diagnosis, 
treatment history and OCD severity. A SAFER pass is necessary for randomization. It will 
be conducted by trained personnel who are qualified psychiatrists and psychologists.  
Additional details about this interview will be provided in the Informed Consent Form. 

7.6 Medical History 

A full medical history will need to be obtained at the screening visit. This will include but is not 
limited to: smoking history, cardiovascular disease, family history of OCD, and history of tic 
disorder if available. 
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7. 7  S af et y A s s e s s m e nt s  

S af et y a n d  t ol er a bilit y will b e e v al u at e d b y r e p ort of a d v ers e e v e nts ( A E) a n d b y e v al u ati o n of 
a b n or m aliti es a n d cli ni c all y si g nifi c a nt c h a n g es i n p h ysi c al e x a mi n ati o ns, E C Gs, vit al si g ns, a n d 
l a b or at or y t ests. 

7. 7. 1  Vit al Si g n s a n d P h y si c al M e a s ur e m e nt s ( H ei g ht a n d W ei g ht)  

Sitti n g vit al si g n m e as ur e m e nts (t e m p er at ur e, bl o o d pr es s ur e, a n d h e art r at e) will b e r e c or d e d 
d uri n g t h e s c h e d ul e d visits as s p e cifi e d i n t h e S c h e d ul e of A s s es s m e nts/ Ti m e & E v e nts a n d as 
m e di c all y n e c es s ar y.  

B o d y w ei g ht a n d h ei g ht will b e r e c or d e d at s c h e d ul e d visits. T h e f oll o wi n g g ui d eli n es will ai d i n 
t h e st a n d ar di z ati o n of t h es e m e as ur e m e nts: 

1.  T h e s a m e s c al e s h o ul d b e us e d t o w ei g h a gi v e n s u bj e ct t hr o u g h o ut t h e  st u d y;  

2.  A  s u bj e ct s h o ul d  v oi d  j ust pri or  t o b ei n g  w ei g h e d;     

3.  W ei g ht s h o ul d b e  r e c or d e d b ef or e a m e al (if a p pli c a bl e) a n d at a p pr o xi m at el y t h e s a m e  ti m e 
e a c h  d a y; a n d    

4.  A s u bj e ct s h o ul d b e mi ni m all y cl ot h e d (i. e., n o s h o es or h e a v y  g ar m e nts).  

7. 7. 2  El e ctr o c a r di o gr a m ( E C G)  

A 1 2 -L e a d E C G will b e r e c or d e d d uri n g t h e s c h e d ul e d visits as s p e cif i e d i n t h e S c h e d ul e of 
A s s es s m e nts/ Ti m e & E v e nts a n d as m e di c all y n e c es s ar y.  

7. 7. 3  P h y si c al E x a m  

S u bj e cts will u n d er g o a c o m pl et e p h ysi c al e x a m i n b ot h t h e R a n d o mi z ati o n a n d E xt e nsi o n P h as e 
of t h e st u d y. T h e P h ysi c al E x a m s h o ul d i n cl u d e at l e ast t h e f oll o wi n g c o m p o n e nts: H E E N T 
( h e a d, e y es, e ars, n os e, a n d t hr o at), n e c k, l y m p h n o d es, l u n gs, c ar di o v as c ul ar, a b d o m e n, s ki n, 
a n d m us c ul os k el et al e v al u ati o n b y t h e Pri n ci p al I n v e sti g at or or a m e di c all y q u alifi e d d el e g at e .  If 
a s u bj e ct is dis c o nti n u e d f or a n y r e as o n, a n att e m pt s h o ul d b e m a d e t o c o n d u ct a fi n al p h ysi c al 
e x a m.  

7. 7. 4  L a b or at or y A s s e s s m e nt s  

L a b or at or y  t esti n g will i n cl u d e t h e f oll o wi n g: 

a)  H e m at ol o g y: h e m o gl o bi n, h e m at o crit, pl at el ets, C B C wit h diff er e nti al a n d a bs ol ut e 
n e utr o p hil  c o u nt  

b)  S er u m C h e mistr y: s o di u m, p ot as si u m, c hl ori d e, c al ci u m, A L T, A S T, L D H, al k ali n e 
p h os p h at as e, G G T, p h os p h or o us, bi c ar b o n at e, C P K, t ot al pr ot ei n, al b u mi n, t ot al bilir u bi n 
(if gr e at er t h a n 2 m g/ dl bilir u bi n will b e fr a cti o n at e d), gl u c os e, cr e ati ni n e, B U N, uri c  
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a ci d, a n d pr e g n a n c y t esti n g ( W O C B P). A d diti o n all y,  at s cr e e ni n g, t ot al c h ol est er ol, L D L, 
H D L, tri gl y c eri d es, f ol at e, H b A 1 C, P -A m yl as e or Li p as e, T S H, a n d  T 4;  

c)  Uri n al ysis: m a cr os c o pi c e x a mi n ati o n, p H, s p e cifi c gr a vit y, k et o n es, nitrit es, ur o bili n o g e n, 
l e u k oc yt e est er as e, pr ot ei n, cr e ati ni n e, gl u c os e, a n d o c c ult bl o o d will b e p erf or m e d 
d uri n g t h e s c h e d ul e d visits as s p e cifi e d i n t h e S c h e d ul e of A s s es s m e nts/ Ti m e & E v e nts 
a n d as m e di c all y n e c es s ar y. If bl o o d, pr ot ei n, or l e u k o c yt es, ar e p ositi v e mi cr os c o pi c 
e x a mi n ati o n will b e p erf or m e d o n a b n or m al  fi n di n gs; 

d)  S er u m pr e g n a n c y t e st will b e c o n d u ct e d at s cr e e ni n g.  Uri n e pr e g n a n c y t ests will b e 
p erf or m e d p ri or t o d osi n g at B as eli n e a n d at s c h e d ul e d visits, at st u d y visits w h er e l a b 
as s es s m e nts ar e n ot p erf or m e d, or at t h e dis cr eti o n of t h e  I n v esti g at or.  S u bj e cts will b e 
pr o vi d e d wit h uri n e pr e g n a n c y t ests t o t a k e i n b et w e e n e v er y 3 -m o nt h offi c e visit d uri n g 
t h e E xt e nsi o n ( a n d E x p a n d e d E xt e nsi o n) P h as e;  

e)  H Bs A g, H C V , HI V a nti b o d y d et e cti o n , a n d R P R (r efl ex  t esti n g will b e d o n e f or a n y 
p ositi v e R P R)  will b e p erf or m e d at s cr e e ni n g.  

f) Uri n e Dr u g S cr e e n f or c a n n a bis ( m e di c al a n d r e cr e ati o n al), a m p h et a mi n es (i n cl u di n g  

M D M A/ e cst as y), c o c ai n e, b ar bit ur at e, P C P, b e n z o di a z e pi n es, tri c y cli c a nti d e pr es s a nts, 
a n d/ or o pi a t es at s cr e e ni n g a n d b as eli n e. R efl e x c o nfir m at or y t esti n g will b e c o n d u ct e d 
o n all p ositi v e uri n e dr u g s cr e e n s a m pl es.  

A n y l a b v al u e o utsi d e of t h e n or m al r a n g e m ust b e br o u g ht t o t h e att e nti o n of a p h ysi ci a n 
(I n v esti g at or or S u b-I n v esti g at or) at t h e sit e. T h e I n v esti g at or will i n di c at e w h et h er or n ot a 
fl a g g e d v al u e is of cli ni c al si g nifi c a n c e. I n a d diti o n, if w arr a nt e d r e p e at l a bs c a n b e dr a w n.  

If a p arti ci p a nt is u n a bl e t o c o m e i n t o t h e st u d y sit e a n d n e e ds t o h a v e s af et y l a bs c o n d u ct e d l o c all y 
t his is a c c e pt a bl e. T h e st u d y sit e s h o ul d pr o vi d e t h e p arti ci p a nt or l o c al l a b or at or y wit h a 
r e q uisiti o n a n d s h o ul d c oll e ct t h e r es ults. W h e n r es ults ar e o bt ai n e d, i n a d diti o n t o e nt eri n g t h e m 
i nt o t h e E D C, t h e sit e s h o ul d r e d a ct t h e r e p ort of all p ati e nt i d e ntifyi n g i nf or m ati o n a n d s e n d t h e 
r es ults  dir e ctl y t o t h e S p o ns or M e di c al M o nit or.  

S p o n s o r M e di c al M o nit o r  

C ell:  

7. 7. 4. 1  B D N F  a n d pr o B D N F  Bl o o d S a m pl e C oll e cti o n  

A bi o m ar k er s a m pl e will als o b e c oll e ct e d f or pl as m a br ai n -d eri v e d n e ur otr o p h i c f a ct or ( B D N F) 
a n d pr o B D N F . Br ai n -d eri v e d n e ur otr o p hi c f a ct or ( B D N F) is a n e ur otr o p hi c f a ct or t h at r e g ul at es 
s y n a ps e d e v el o p m e nt a n d pl asti cit y. It is s e cr et e d fr o m t ar g et c ells i n a n a cti vit y -d e p e n d e nt 
m a n n er  a n d is i niti all y s y nt h esi z e d as a pr e c urs or ( pr o B D N F), w hi c h is pr ot e ol yti c all y pr o c es s e d 

P P D

P P DP P D

P P DP P D
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into mature factor. Measurement of both forms of neurotrophic factor may provide an assessment 
of potential effects of troriluzole on synaptic plasticity. 

Samples should be collected via antecubital venipuncture between the hours of 10 am and 2 pm, 
to minimize potential diurnal variability. Serum will be collected at the admission (baseline), and 
Week 12 of the Randomization Phase in all subjects. If subjects enter the Extension Phase of the 
study, a BDNF sample will be collected at Week 48 of the Extension Phase. BDNF samples are 
not collected in the Expanded Extension Phase. A blood sample (5 mL) will be collected in 
anticoagulant-free tubes and kept at room temperature for 30 minutes, and then spun to isolate 
serum at 1000g Å~ 15 min at room temperature. Serum will be collected and kept at -20°C 
before shipping on dry ice.  

7.7.4.2 Pharmacokinetics 

A pharmacokinetic sample will be collected at Week 4, Week 8,  and Week 12 of the 
Randomization Phase. Subjects should take their dose at their routine time on the days of these 
visits. Date and time of doses on the day of visits and day prior will be collected in case report 
forms along with time of last meal for entry into the eDC system. Subjects who are able to 
schedule a morning visit for Week 4 and Week 8 can be instructed to hold their dose of study 
drug that morning until after a PK trough sample is obtained, if possible and appropriate. 

Additionally, PK samples should be drawn if there are any SAEs that could possibly be drug-
related or severe AEs that could be drug-related. 

7.7.4.3 Pharmacogenetics 

A pharmacogenetics blood sample will be obtained at baseline and end of study (Week 12 
Randomization Phase) for possible future exploratory analysis investigating how genetic 
variation may determine troriluzole efficacy and safety.  All subjects will sign a 
pharmacogenomics ICF indicating whether they are consenting to or not consenting to provide a 
pharmacogenetic blood sample.  All subjects will be informed that consenting to provide a blood 
sample for pharmacogenetic analysis is optional and does not affect participation in the study.    

DNA samples will be stored indefinitely from subjects who have provided written informed 
consent unless a written request for destruction of the sample is provided by the subject to the 
site which conducted the Biohaven-sponsored clinical trial.  This written request provided by the 
subject requesting destruction of the subject’s pharmacogenetic samples should be provided by 
the site to the sponsor. 

7.7.4.4 Pregnancy Testing 

Pregnancy testing should be performed on all women of childbearing potential (WOCBP) during 
both the Randomization Phase and Extension Phase of the study. Refer to the Schedule of 
Assessments/Time & Events for detailed time points in which serum pregnancy tests and urine 
pregnancy tests are required. Urine pregnancy testing may also be done at the discretion of the 
Investigator at any time during the study. Subjects should not continue in the study if the 
pregnancy test is positive at any time. 



B H V 4 1 5 7 -2 0 2; Cli ni c al Pr ot o c ol V 1 0  C o nfi d e nti al  
Tr oril u z ol e ( B H V 4 1 5 7) i n A d ult S u bj e cts wit h O bs e ssi v e C o m p ulsi v e Dis or d er  P a g e 6 9  of 9 7  

 

Dr aft V ersi o n 1 0 ; 1 3  O ct  2 0 2 2  
 

7. 7. 4. 5  E v al u ati o n of L a b or at or y A s s e s s m e nt s  

T h e m a n a g e m e nt of a b n or m al L F Ts ar e d es cri b e d h er ei n. S c h e d ul e d L F Ts ( A L T, A S T, bilir u bi n, 
al k ali n e p h os p h at as e) at W e e k 4 a n d t hr o u g h W e e k 4 8 visits (s e e S c h e d ul e of A s s es s m e nts f or 
d et ails) will b e e v al u at e d b y a p h ysi ci a n or ot h er q u alifi e d m e di c al p ers o n n e l.  

If A S T or A L T v al u es ar e b et w e e n 3 x U L N a n d < 5 x U L N, t h e i n v esti g at or will m e di c all y 
e v al u at e t h e s u bj e ct.  M e di c al as s es s m e nt of t h e s u bj e ct c a n i n cl u d e t h e f oll o wi n g:  

•  M ust i n cl u d e r e p e at L F T as s es s m e nts ( A L T, A S T, t ot al a n d dir e ct bilir u bi n, al k ali n e  
p h os p h at as e, P T, a P T T, I N R) wit hi n 1 w e e k a n d f oll o w u ntil r es ol uti o n. T h e fr e q u e n c y  of t h e 
r e p e at t ests will b e cli ni c all y b as e d o n tr aj e ct or y of c h a n g e ( e. g., i m pr o vi n g,  st a bl e vs 
i n cr e asi n g). T h es e t ests c a n b e p erf or m e d eit h er at a l o c al, or pr ef er a bl y, c e ntr al l a b  

•  A s s es s m e nt of A Es, us a g e of c o n c o mit a nt m e di c ati o ns, e x p os ur e t o p ot e nti al h e p ati c  t o xi ns, 
ris k f a ct ors f or h e p atitis or al c o h oli c li v er dis e as e  

•  B as e d o n o v er all cli ni c al pr es e nt ati o n (s e v erit y a n d e xt e nt of l a b a b n or m aliti es; r at e of  
c h a n g e of l a b v al u es), a d diti o n al e v al u ati o ns ( as o utli n e d u n d er t h e s c e n ari o of  A L T/ A S T > 
5 x U L N) m a y b e c o nsi d er e d.  

If t h e W e e k 4  or W e e k 8  visit s h o w s A L T or A S T > 5 x U L N, t h e  i n v esti g at or will as s es s t his as a 
p ot e nti al S A E . T h e s u bj e ct will b e m a n a g e d as a p pr o pri at e, i n cl u di n g: 

•  St u d y m e di c ati o n m ust b e dis c o nti n u e d i m m e di at el y  

•  Bri n g s u bj e ct i n f or p h ysi c al e x a m a n d e v al u ati o n.  

○  A s s es s f or ri g ht h e art f ail ur e, h y p ot e nsi o n, a n d si g ns/ s y m pt o ms of al c o h ol  a b us e  

○  A s s es s f or e x p os ur e t o t o xi c di et ar y/ h er b al s u p pl e m e nts a n d/ or pr es cri pti o ns  dr u gs t h at 
ar e as s o ci at e d wit h h e p ati c eff e cts, s u c h as a c et a mi n o p h e n;  

○  A s s es s f or p ot e nti al e x p os ur e t o e n vir o n m e nt al t o xi n s  

○  E v al u at e f or a b d o mi n al p ai n, s pl e n o m e g al y, h e p at o m e g al y  

•  R e p e at L F Ts ( A S T, A L T, t ot al a n d dir e ct bilir u bi n, al k ali n e p h os p h at as e) as s o o n a s 
p os si bl e, wit h eit h er a l o c al l a b or pr ef er a bl y c e ntr al l a b; a n d, f oll o w t o r es ol uti o n;  

•  Or d er ot h er l a bs t ests t o r ul e -o ut ot h er c a us es of l a b a b n or m aliti es a n d t o as s es s e xt e nt  of 
h e p ati c eff e cts  

○  c o a g ul ati o n f a ct ors ( P T, a P T T , I N R) 

○  H e p atitis A, B a n d C s er ol o gi es  

○  E bst ei n -B arr vir us s er ol o g y  
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•  A s s es s A Es  

•  C o nsi d er g all bl a d d er or d u ct al i m a gi n g st u di es if pr es e nt ati o n s u g g ests p ot e nti al f or  g all 
st o n es.  

E ntr y i nt o t h e E xt e nsi o n ( or E x p a n d e d E xt e nsi o n) P h as e r e q uir es c o nti n u e d i m pr es si o n t h at 
o p e n -l a b el tr e at m e nt off ers a n a c c e pt a bl e ris k -b e n efit pr ofil e. If l a b a b n or m aliti es i n t h e 
R a n d o mi z ati o n P h as e ar e  p ot e nti all y cli ni c all y si g nifi c a nt t h e n tr e at m e nt wit h st u d y dr u g i n t h e 
E xt e nsi o n P h as e s h o ul d  n ot b e gi n u ntil s u c h l a bs n e ar n or m al li mits or i n t h e c as e of el e v at e d 
tr a ns a mi n as es ( A L T or A S T) ar e wit hi n 3 x U L N. If r es ults fr o m t h e s c h e d ul e d W e e k 1 2  
as s es s m e nt s h o w e m er g e n c e of  p ot e nti all y cli ni c all y si g nifi c a nt l a b a b n or m aliti es a n d t h e s u bj e ct 
h as alr e a d y st art e d o p e n -l a b el tr oril u z ol e, t h e n l a bs m ust b e r e p e at e d a n d t h e i n v esti g at or, b as e d 
o n cli ni c al i m pr es si o n c o n c er ni n g t h e  n at ur e a n d s e v erit y of r es ults, m a y d e ci d e t o c o nti n u e 
tr oril u z ol e. I n t h e c as e of A S T or A L T > 5 x U L N, r e -c h all e n g e wit h st u d y dr u g will n ot b e 
all o w e d.  

7. 7. 5  S h e e h a n S ui ci d alit y Tr a c ki n g S c al e ( S h e e h a n S T S)  

T h e S h e e h a n S T S ( S -S T S) is a pr os p e cti v e, p ati e nt s elf -r e p ort e d or cli ni ci a n a d mi nist er e d r ati n g 
s c al e t h at c o nt ai ns 1 6 q u esti o ns t o tr a c k b ot h tr e at m e nt -e m er g e nt s ui ci d al i d e ati o n a n d b e h a vi ors 
4 6 ,4 7 . T h e S-S T S will b e c o m pl et e d o n a p a p er f or m at t h e sit e. At t h e s cr e e ni n g visit, t h e r e c all 
p eri o d f or c o m pl eti n g t h e S -S T S is 6 m o nt hs pri or; a t all ot h er visits, t h e r e c all p eri o d f or 
c o m pl eti n g t h e S -S T S is si n c e t h e l ast visit. S u bj e cts w h o h a v e a S -S T S s c or e > 0 s h o ul d b e 
e v al u at e d b y t h e i n v esti g at or.  If t h e i n v esti g at or d et er mi n es t h at a s u bj e ct is at ris k of s ui ci d e or 
s elf -h ar m, a p pr o pri at e m e as ur es t o e ns ur e t h e s u bj e ct’s s af et y a n d o bt ai n m e nt al h e alt h 
e v al u ati o n m ust b e i m pl e m e nt e d. T h e s u bj e ct m ust i m m e di at el y b e dis c o nti n u e d fr o m t h e st u d y. 
T h e e v e nt s h o ul d b e r e c or d e d as eit h er a n A E or S A E as d et er mi n e d b y t h e i n v esti g at or a n d 
r e p ort e d wit hi n 2 4 h o urs t o t h e S p o ns or. 

7. 8  Cli ni c al O ut c o m e A s s e s s m e nt s  

Tr ai ni n g will b e pr o vi d e d f or all cli ni c al o ut c o m e as s es s m e nts t hr o u g h eit h er di d a cti c , vi d e o 
c ertifi c ati o n, a n d/ or o nli n e tr ai ni n g.   

T h e or d er of t h e t ests s h o ul d i n cl u d e t h e a d mi nistr ati o n of t h e Y -B O C S pri or t o ot h er cli ni c al / 
s af et y o ut c o m e as s es s m e nts , f oll o w e d b y t h e ot h er cli ni c al o ut c o m e as s es s m e nts .   

7. 8. 1  Y al e -B r o w n O b s e s si v e C o m p ul si v e S c al e ( Y -B O C S)  

T h e Y -B O C S is a cli ni ci a n -a d mi nist er e d s c al e us e d e xt e nsi v el y i n r es e ar c h a n d cli ni c al pr a cti c e 
t o b ot h r at e s e v erit y of O C D a n d t o m o nit or i m pr o v e m e nt d uri n g tr e at m e nt. It is d esi g n e d t o r at e 
t h e s e v erit y of o bs es si o ns a n d c o m p ulsi o ns as w ell a s t h e  t y p e of s y m pt o ms i n p ati e nts wit h 
O C D. T h e s c al e c o nsists of 1 0 it e ms, t h e first 5 it e m s as s es s o bs essi o ns a n d t h e l ast 5 it e ms 
as s es s c o m p ulsi o ns. S u bs c al e s c or e s  c a n b e c al c ul at e d f or o bs es si o ns a n d c o m p ulsi o ns, e a c h o n a 
s c al e of 0 –  2 0. A t ot al s c or e r a n gi n g fr o m 0 –  4 0 c a n t h e n b e c orr el at e d t o o v er a ll s e v erit y.  T h e 
Y -B O C S S y m pt o m C h e c klist will b e us e d as a n ai d f or i d e ntif yi n g c urr e nt s y m pt o ms.  
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Raters must be trained and pre-approved by sponsor or sponsor representative (i.e. CRO) to rate 
subjects on the Y-BOCS.  Raters must complete training and receive their certification prior to 
administering the Y-BOCS to study subjects.  

7.8.2 Sheehan Disability Scale (SDS) 

The Sheehan Disability Scale (SDS) is a patient-rated measure of functional disability in 
domains of work, social and family life.  The SDS has demonstrated sensitivity to treatment 
effects in numerous randomized controlled trials in populations with varied diagnoses (70).  The 
assessment is a three item questionnaire measuring disease-related disruption of work, social life 
and family life.  Respondents evaluate impairment on an 11 point scale from 0 -10 with anchor 
definitions. The 3 items can also be summed into a single dimensional measure of global 
functional impairment that rages from 0 (unimpaired) to 30 (highly impaired).  

Subjects may indicate that item 1 of the SDS (Work/School) is not applicable to them by 
checking a box labeled “I have not worked / studied at all during the past week for reasons 
unrelated to the disorder.” For these subjects item 1 of the SDS is not scored. However, subjects 
that were unable to work or study due to reasons related to the disorder must complete item 1. 

If a subject checks the “not working” box for the Work/School item, you MUST check 
compliance to this instruction, before the visit ends. 

7.8.3 Clinical Global Impression – Severity Scale (CGI-S) 

The CGI-S is a clinician rated assessment of the subject’s current illness state on a 7 point 
scale. A higher score is associated with greater illness severity.  The CGI-S will be 
conducted at screening and baseline and subsequent study visits as indicated in the Schedule 
of Assessments and Events. 

7.8.4 Brown Assessment of Beliefs Scale (BABS) 

The BABS is a semi-structured, rater-administered scale that assesses insight/delusionality both 
dimensionally (as a continuum of insight) and categorically (i.e., dichotomously – for example, 
delusional vs. nondelusional) regarding patient beliefs. These beliefs include the delusions as 
well as the beliefs that may underlie obsessional thinking. The BABS is a 7-item scale that 
assesses insight/delusionality during the past week.  

BABS items assess the person’s conviction that their belief is accurate, perception of others’ 
views of the belief, explanation for any difference between the person’s and others’ views of the 
belief, whether the person could be convinced that the belief is wrong, attempts to disprove the 
belief, insight (recognition that the belief has a psychiatric/psychological cause), and 
ideas/delusions of reference related to the belief. The first six items are summed to create a total 
score that ranges from 0 to 24; higher scores indicate poorer insight. Item 7 is not included in the 
total score, because referential thinking is characteristic of some but not all disorders.  
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7.8.5 Quick Inventory of Depressive Symptomatolgy – Self Report (QIDS-SR) 

The QIDS-SR is a self-report, 16 item questionnaire that subjects will use to rate symptoms 
of depression.  Each item is rated 0-3.  For symptom domains that require more than one 
item, the highest score of the item relevant for each domain is taken.  Total scores range 
from 0-27 and are obtained by adding the scores for each of nine symptom domains.  Higher 
scores indicate higher levels of depression.  

7.8.6 Beck Anxiety Inventory (BAI) 

The BAI is a 21 question multiple choice self-report questionnaire that subjects will use to rate 
symptoms of anxiety using a 4 point Likert scale.  Scores on the BAI range from 0 to 63.  Higher 
scores indicate higher levels of anxiety symptoms. 

8 EARLY DISCONTNUATION OF STUDY 

All subjects who discontinue study treatment early should complete the 2-Week Post Dose Visit. 
The only exception to this requirement is when a subject withdraws consent for all study 
procedures or loses the ability to consent freely (i.e. is imprisoned or involuntarily incarcerated 
for the treatment of either a psychiatric or physical illness). 

9 STUDY DRUG MANAGEMENT 

9.1 Description of Study Drug 

9.1.1 Investigational Product 

An investigational product, also known as investigational medicinal product in some regions, is 
defined as follows: 

A pharmaceutical form of an active substance or placebo being tested or used as a reference in a 
clinical study, including products already with a marketing authorization but used or assembled 
(formulated or packaged) in a way different from the authorized form, or used for an 
unauthorized indication, or when used to gain further information about the authorized form. 

The investigational product should be stored in a secure area according to the local regulations. It 
is the responsibility of the investigator to ensure that the investigational product is only 
dispensed to study patients. The investigational product must be dispensed only from official 
study sites by authorized personnel according to local regulations. 

In this protocol, the investigational products are: troriluzole capsules 140 mg and 60 mg and 
matching placebo during the randomization phase. 

During the first 4 weeks of extension phase study drug will remain blinded. Subjects who were 
on troriluzole during the Randomization phase will continue on their same dose during the 
Extension Phase.  Subjects re-entering the study in the Expanded Extension Phase will continue 
on the same dose as the initial 48 week Extension Phase. All subjects who were on placebo 
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d uri n g t h e R a n d o mi z ati o n P h as e will r e c ei v e 1 4 0 m g tr oril u z ol e f or t h e first f o ur w e e ks of t h e 
E xt e nsi o n P h as e f oll o w e d b y 2 0 0 m g.   tr oril u z ol e will b e pr o vi d e d as a f or m ul at e d c a ps ul e .  

9. 1. 2  P a c k a gi n g, S hi p m e nt a n d St or a g e  

Cli ni c al Tri al M at eri als s h o ul d b e st or e d at c o ntr oll e d t e m p er at ur e b et w e e n 2 0 °C a n d 2 5 °  C ( 6 8 ° F 

-7 7 °F) , wit h e x c ursi o ns p er mitt e d b et w e e n 1 5 °C a n d 2 0 °  C ( 5 9 °F -6 8 °F), i n a s e c ur e, t e m p er at ur e 
c o ntr oll e d, li mit e d a c c es s ar e a.  

T h e  m e di c ati o ns will b e st or e d i n a l o c k e d, e n vir o n m e nt all y -c o ntr oll e d m e di c ati o n r o o m wit h 
r estri ct e d a c c es s. C o nt ai n er(s) will b e ar a l a b el c o nt ai ni n g at l e ast  t h e n a m e of t h e st u d y dr u g, l ot 
a n d/ or b at c h n u m b er  a n d st or a g e c o n diti o ns .  

9. 2  D o s e a n d A d mi ni str ati o n  

9. 2. 1  R a n d o mi z ati o n P h a s e  

D uri n g t h e r a n d o mi z ati o n p h as e, all s u bj e cts will b e r a n d o mi z e d t o r e c ei v e 1 4 0 m g or pl a c e b o, 
Q D, f or t h e first f o ur ( 4) w e e ks of t h e R a n d o mi z ati o n P h as e.  S u bj e cts will t h e n b e i n cr e as e d t o 
2 0 0 m g ( pr o vi d e d as o n e b ottl e  of 1 4 0  m g a n d o n e b ottl e of 6 0  m g) or m at c hi n g pl a c e b o f or t h e 
d ur ati o n of t h e R a n d o mi z ati o n P h as e.   D o w n titr ati o n b a c k t o 1 4 0 m g will o nl y b e all o w e d t o 
a d dr es s  t ol era bilit y is s u es. If a s u bj e ct d o w n titr at es t h e y will n e e d t o st a y o n t h at d os e f or t h e 
d ur ati o n of t h e R a n d o mi z ati o n P h as e.  

It is r e c o m m e n d e d t h at all p ati e nts i n g est st u d y dr u g  o n c e e v er y d a y i n t h e m or ni n g 
( a p pr o xi m at el y at t h e s a m e ti m e e a c h d a y), wit h o ut  r e g ar d t o m e als.  

•  If s u bj e cts h a v e diffi c ult y t ol er ati n g m or ni n g d osi n g (s u c h as e x p eri e n ci n g s e d ati o n) t h e n t h e 
i n v esti g at or m a y p er mit t h e s u bj e ct t o s wit c h t o ni g ht ti m e d osi n g ( a n d d o c u m e nt t his c h a n g e 
i n t h e s u bj e ct’s r e c or ds ). 

9. 2. 2  E xt e n si o n P h a s e  

S u bj e cts c o m pl eti n g t h e R a n d o mi z ati o n P h as e will b e off er e d a p pr o xi m at el y 4 8  w e e ks of  
tr oril u z ol e tr e at m e nt as l o n g as t h e PI b eli e v es o p e n-l a b el tr e at m e nt off ers a n a c c e pt a bl e ris k- 
b e n efit pr ofil e. S u bj e cts w h o a gr e e t o e nt er t h e E xt e n si o n P h as e will r e c ei v e tr oril u z ol e.   

I n or d er t o m ai nt ai n t h e bli n d of t h e R a n d o mi z ati o n P h as e a n d t o s af el y i n cr e as e all s u bj e cts t o 
2 0 0  m g aft er  E xt e nsi o n P h as e W e e k 4 , t h e first 4 w e e ks of t h e E xt e nsi o n P h as e will r e m ai n 
bli n d e d.  

If a s u bj e ct w as o n a cti v e tr e at m e nt in t h e R a n d o mi z ati o n P h as e, t h e y will st art t h e E xt e nsi o n 
P h as e o n t h e s a m e d os e t h at t h e y w er e t a ki n g at W e e k 1 2 of t h e R a n d o mi z ati o n  P h as e.    

If a s u bj e ct r e c ei v e d pl a c e b o i n t h e R a n d o mi z ati o n P h as e , t h e y will b e s wit c h e d i n a bli n d e d 
m a n n er t o 1 4 0 m g f or t h e first 4 w e e k s  of t h e E xt e nsi o n P h as e .  
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After Extension Phase Week 4 all subjects will be on open label troriluzole 200 mg. Down 
titration will only be allowed to address tolerability issues. Subjects who enter the Extension 
Phase on 140 mg due to tolerability issues can be rechallenged to increase to 200 mg beginning 
at Extension Week 4 at investigator discretion. 

Subjects who complete the 48-week Extension Phase and will be continuing directly into the 48-
week Expanded Extension Phase with no dose interruption will have their first visit 12 weeks 
after the Extension Week 48 visit. Therafter, subject will undergo visits every 12 weeks until 
Week 96 of the Expanded Extension Phase as outlined in Table 3 (Schedule of 
Assessments/Time & Events – Expanded Extension Phase).  

Subjects who previously completed the Extension Week 48 visit and exited the study, will have 
the opportunity to return and receive an additional 48 weeks of open-label treatment with 
troriluzole in the Expanded Extension Phase provided it has not been more than 3 months since 
they completed the study and the PI believes it offers an acceptable risk-benefit profile. 
Returning subjects who have been off study medication for less than 4 weeks will undergo an 
abbreviated Baseline visit before re-entering the study. Returning subjects who have been off 
study medication for 4 weeks or more will be required to undergo a full Baseline visit. In 
addition, for returning subjects, safety laboratory assessments will be performed 4 and 8 weeks 
after re-starting study medication. Thereafter, study visits in the Expanded Extension Phase will 
be every 12 weeks until Week 48. All subject will undergo a termination visit two weeks after 
the last dose of study drug. 

Subjects entering the Expanded Extension Phase will continue with the same dose taken at the 
end of the initial Extension Phase. Down titration after the first four weeks of the Expanded 
Extension Phase will only be allowed for tolerability purposes.  Subjects who enter the Expanded 
Extension Phase on 140 mg due to tolerability issues can be rechallenged to increase to 200 mg 
after the first 4 weeks at PI discretion.    

Due to the change of dose throughout the study it is imperative that subjects are educated and 
reminded to take one capsule from each bottle for each dose. 

9.2.3 Method of Assigning Patient Identification 

The investigator or designee will need to access an Interactive Web-based Response System 
(IWRS) in order to register each subject in each study phase. Initially the investigator or designee 
will enter the subject into the study at the Screening Visit after informed consent is obtained and 
a subject number is assigned. After completion of all screening evaluations, all eligible subjects 
will be randomized, in a 1:1 ratio to receive either placebo (QD) or  troriluzole. Treatment 
assignments will be obtained by the investigator (or designee) via the IWRS system. 

Investigational sites will access the IWRS at each scheduled study visit throughout the 
Randomization Phase. The IWRS system will assign specific bottle numbers for all blinded study 
drug to be dispensed to the subject. Once a bottle has been assigned it cannot be dispensed to 
another study subject. 
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Once a subject completes the Randomization Phase or if a subject is discontinued early from the 
study, the investigator or designee must access the IWRS to discontinue the patient from 
participation in the study.  

Subjects who complete 12 weeks of treatment in the Randomization Phase may be eligible for an 
Extension Phase of the study. The investigator or designee must access the IWRS to enter the 
subject in the Extension Phase, or the Expanded Extension Phase if the subject previously 
completed the initial 48-Week Extension Phase, left the study, and is re-entering the study within 
3 months for an additional 48 weeks of open-label treatment with truriluzole. Investigational 
sites will access the IWRS at each scheduled study visit throughout the Extension Phase and 
Expanded Extension Phase) to track patient enrollment. If a subject has to delay the 
Randomization Phase Week 12 visit due to concerns about COVID-19, the subject should remain 
on current blinded drug until the subject is in the office. Subjects will not transition to extension 
phase until completing the Week 12 visit in person. If study site needs to send drug via certified 
and tracked courier (and this is acceptable to the institution) because an in person visit is not 
possible due to COVID-19 concerns, this is permissible per study. Site should contact Sponsor 
for IWRS instructions to dispense blinded drug that may be needed for subjects who are unable 
to come into the office for Week 12 visit and require drug to be shipped. 

Study medication will be assigned via the IWRS system in the Extension Phase (and Expanded 
Extension Phase). The first 4 weeks of treatment in the Extension Phase will be blinded in order 
to maintain the blind in the randomization phase.  From Extension Phase Week 4 on, the study 
will be open-label. Sites will be responsible for recording the bottle numbers dispensed to the 
subject on the Drug Accountability Form provided in the Regulatory Binder, as well as ensure 
appropriate documentation of dispensation in the subject’s medical record.  Once a subject 
completes the Extension Phase (or Expanded Extension Phase) or if a subject is discontinued 
early from the Extension Phase of the study, the investigator or designee must access the IWRS 
to document the discontinuation of the subject from participation in the study. 

9.2.4 Selection and Timing of Dose and Administration 

During the randomization phase of the study, subjects will be randomized to receive placebo 
(QD) or troriluzole (200 mg QD). Open label troriluzole will be provided during the extension 
(and Expanded Extension) phase.  Study Drug will be dispensed at the baseline visit. Subjects 
should take the first dose the day after the baseline visit.  Study medication should be 
administered in the morning without regard to meals. 

9.2.5 Dose Modifications 

Randomization Phase:  Subjects will receive 140 mg or Placebo for the first four (4) weeks and 
will then be increased to 200 mg or placebo for the duration of the study.  Down titration to 140 
mg will be allowed after Week 4, only in order to address tolerability issues. If a subject is down 
titrated they will need to remain at 140 mg for the remainder of the Randomization Phase. 

Extension Phase: Subjects entering the Extension phase will continue on the same dose that was 
taken at the end of the Randomization phase.  Subjects receiving placebo in the randomization 
phase will be switched in a blinded manner to 140 mg for the first 4 week, and will then be 
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increased to 200 mg (at the Week 4 visits).  Down titration to 140 mg will only be allowed to 
address tolerability issues. Subjects who enter the Extension Phase on 140 mg due to tolerability 
issues can be rechallenged to increase to 200 mg beginning at Extension Week 4 at PI discretion.  
All visits after week 4 will be open-label. Subjects re-entering the study in the Expanded 
Extension Phase will continue on the same dose as the initial 48 week Extension Phase. 

For subjects who do not tolerate their study treatment (140 mg or 200 mg), the investigator may 
permit them to switch to night time dosing if there is reason to believe that may help tolerability. 
Any such changes must be documented by the investigator.  If the subject is receiving 140 mg 
and this switch in dosing time does not result in acceptable tolerability then dosing should be 
discontinued.  

9.3 Blinding and Unblinding 

Blinding is critical to the integrity of this clinical study. However, in the event of a medical 
emergency or pregnancy in an individual subject, in which knowledge of the investigational 
product is critical to the subject’s management, the blind for that patient may be broken by the 
treating physician. 

Before breaking the blind of an individual subject’s treatment, the investigator should have 
determined that the information is necessary, i.e., that it will alter the subject’s immediate 
management. In many cases, particularly when the emergency is clearly not investigational 
product related, the problem may be properly managed by assuming that the subject is receiving 
active product without the need for unblinding. Unblinding will be managed via the IWRS 
system.  

A pharmacokineticist, IWRS randomization vendor, and pharmacovigilance role may be 
unblinded before data are more generally unblinded after the Randomized Phase of the study. 
Except as noted above, other members of the BHV research team will remain blinded. 

In cases of accidental unblinding, contact the Medical Monitor and ensure every attempt to 
preserve the blind is made. 

9.4 Treatment Compliance 

Responsible study personnel will dispense the study drug. Accountability and compliance 
verification should be documented in the subject’s study records. 

Subjects will be counseled on the importance of taking the study drug as directed at all study 
visits. If poor compliance continues, (i.e., multiple missed doses resulting in less than 80% 
overall compliance during the Randomization Phase), discontinuation of the subject from the 
trial should be considered. 

If the study site needs to send drug overnight via certified and tracked courier and this is 
acceptable to the institution because a visit is absolutely not possible to be completed due to the 
COVID-19 pandemic, this is permissible per study. The Sponsor should be consulted prior to 
shipping drug.  
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9. 5  D e str u c ti o n a n d R et ur n of St u d y D r u g 

All u n us e d a n d/ or p arti all y us e d st u d y dr u g c a n b e s e nt b a c k t o t h e dr u g d e p ot  f or d estr u cti o n 
o nl y  aft er b ei n g i ns p e ct e d a n d r e c o n cil e d b y t h e r es p o nsi bl e B H V St u d y m o nit or or t h e s p o ns or’s 
d esi g n e e.  

If it is sit e p oli c y t o d estr o y st u d y dr u g  o n sit e, it is t h e i n v esti g at or’s r es p o nsi bilit y t o e ns ur e t h at 
arr a n g e m e nts h a v e b e e n m a d e f or t h e dis p os al, p r o c e d ur es f or pr o p er dis p os al h a v e b e e n 
est a blis h e d a c c or di n g t o t h e a p pli c a bl e r e g ul ati o ns, g ui d eli n es a n d i nstit uti o n al pr o c e d ur es, a n d 
a p pr o pri at e r e c or ds of t h e dis p os al h a v e b e e n d o c u m e nt e d. T h e u n us e d st u d y dr u gs c a n o nl y b e 
d estr o y e d aft er b ei n g i ns p e ct e d a n d r e c o n cil e d b y t h e r es p o nsi bl e B H V St u d y m o nit or or t h e 
s p o ns or’s d esi g n e e.  

1 0  A D V E R S E E V E N T S  

A n A d v ers e E v e nt ( A E) is d efi n e d as a n y n e w u nt o w ar d m e di c al o c c urr e n c e or w ors e ni n g of a 
pr e -e xisti n g m e di c al c o n diti o n i n a p ati e nt or cli ni c al i n v esti g a ti o n p ati e nt a d mi nist er e d a n 
i n v esti g ati o n al ( m e di ci n al) pr o d u ct a n d t h at d o es n ot n e c es s aril y h a v e a c a us al r el ati o ns hi p wit h 
t his tr e at m e nt. A n A E c a n t h er ef or e b e a n y u nf a v or a bl e a n d u ni nt e n d e d si g n (i n cl u di n g a n 
a b n or m al l a b or at or y fi n di n g f or e x a m pl e)  s y m pt o m, or dis e as e t e m p or all y as s o ci at e d wit h t h e 
us e of t h e i n v esti g ati o n al pr o d u ct, w h et h er or n ot c o nsi d er e d r el at e d  t o t h e i n v esti g ati o n al 
pr o d u ct.  

A d v ers e e v e nts c a n b e s p o nt a n e o usl y r e p ort e d or eli cit e d d uri n g a n o p e n -e n d e d q u esti o ni n g, 
e x a mi n ati o n , or e v al u ati o n of a p ati e nt. I n or d er t o pr e v e nt r e p orti n g bi as, p ati e nts s h o ul d n ot b e 
q u esti o n e d r e g ar di n g t h e s p e cifi c o c c urr e n c e of o n e or m or e A Es. T h e c oll e cti o n of n o n -s eri o us 
A E i nf or m ati o n s h o ul d b e gi n at t h e i niti ati o n of st u d y dr u g.  

1 0. 1  S e ri o u s A d v e r s e E v e nt s  

T h er e ar e t w o t y p es of a d v ers e e v e nts, S eri o us A d v ers e E v e nts ( S A E) a n d N o n -S eri o us A d v ers e 
E v e nts ( A Es).  

1 0. 1. 1  D efi niti o n of S e ri o u s A d v e r s e E v e nt ( S A E)  

A S A E is a n y e v e nt t h at m e ets a n y of t h e f oll o wi n g crit eri a at a n y d os e:  

•  D e at h;  

•  Lif e -t hr e at e ni n g; 

•  I n p ati e nt h os pit ali z ati o n or pr ol o n g ati o n of e xisti n g  h os pit ali z ati o n;  

•  P ersist e nt or si g nifi c a nt  dis a bilit y/i n c a p a cit y;  

•  C o n g e nit al a n o m al y/ birt h d ef e ct i n t h e offs pri n g of a s u bj e ct w h o r e c ei v e d  tr oril u z ol e; 
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•  Ot h er: I m p ort a nt m e di c al e v e nt s t h at m a y n ot r es ult i n d e at h, b e lif e -t hr e at e ni n g, or r e q uir e 
h os pit ali z ati o n, m a y b e c o nsi d er e d a n S A E w h e n, b a s e d u p o n a p pr o pri at e m e di c al j u d g m e nt, 
t h e y m a y j e o p ar di z e t h e s u bj e ct a n d m a y r e q uir e m e di c al or s ur gi c al i nt er v e nti o n t o pr e v e nt 
o n e of t h e o ut c o m es list e d i n t his d efi niti o n. E x a m pl es of s u c h e v e nts ar e ( b ut n ot li mit e d  t o): 

○  I nt e nsi v e tr e at m e nt i n a n e m er g e n c y r o o m or at h o m e f or  all er gi c br o n c h os p as m;  

○  Bl o o d d ys cr asi as or c o n v ulsi o ns t h at d o n ot r es ult i n i n p ati e nt h os pit ali z ati o n;  

○  D e v el o p m e n t of dr u g d e p e n d e n c y or dr u g a b us e;  

○  P ot e nti al dr u g i n d u c e d li v er i nj ur y (s e e s e cti o n  1 0. 1. 7 ). 

1 0. 1. 2  D efi niti o n of T e r m s  

Lif e t hr e at e ni n g: A n A E is lif e t hr e at e ni n g if t h e s u bj e ct w as at i m m e di at e ris k of d e at h fr o m t h e 
e v e nt as it o c c urr e d; i. e., it d o es n ot i n cl u d e a r e a cti o n t h at if it h a d o c c urr e d i n a m or e s eri o us 
f or m mi g ht h a v e c a us e d d e at h. F or e x a m pl e, dr u g i n d u c e d h e p atitis t h at r es ol v e d wit h o ut 
e vi d e n c e of h e p ati c f ail ur e w o ul d n ot b e c o nsi d er e d lif e t hr e at e ni n g e v e n t h o u g h dr u g i n d u c e d 
h e p atitis c a n b e f at al.  

H os pit ali z ati o n: A Es r e q uiri n g h os pit ali z ati o n s h o ul d b e c o nsi d er e d S A Es. H os pit ali z ati o n f or 
el e cti v e s ur g er y or r o uti n e cli ni c al pr o c e d ur es t h at ar e n ot t h e r es ult of a n A E ( e. g., el e cti v e 
s ur g er y f or a pr e -e xisti n g c o n diti o n t h at h as n ot w ors e n e d) n e e d n ot b e c o nsi d er e d A Es or S A Es. 
If a n yt hi n g u nt o w ar d is r e p ort e d d uri n g t h e pr o c e d ur e, t h at o c c urr e n c e m ust  b e r e p ort e d as a n 
A E, eit h er 's eri o us' or ' n o n -s eri o us' a c c or di n g t o t h e us u al crit eri a.  

I n g e n er al, h os pit ali z ati o n si g nifi es t h at t h e s u bj e ct h as b e e n d et ai n e d ( us u all y i n v ol vi n g at l e ast 
a n o v er ni g ht st a y) at t h e h os pit al or e m er g e n c y w ar d f or o bs er v at i o n a n d/ or tr e at m e nt t h at w o ul d 
n ot h a v e b e e n a p pr o pri at e i n t h e p h ysi ci a n's offi c e or o ut p ati e nt s etti n g. W h e n i n d o u bt as t o 
w h et h er ' h os pit ali z ati o n' o c c urr e d or w as n e c es s ar y, t h e A E s h o ul d b e c o nsi d er e d s eri o us.  

T h e f oll o wi n g h os pit ali z ati o ns ar e n ot c o nsi d er e d S A Es i n B H V cli ni c al st u di es ( b ut m a y b e 
c o nsi d er e d n o n -s eri o us A Es):  

•  A visit t o t h e e m er g e n c y r o o m or ot h er h os pit al d e p art m e nt < 2 4 h o urs t h at d o es n ot r es ult i n 
a n a d mis si o n ( u nl es s c o nsi d er e d “i m p ort a nt m e di c al e v e nt ” or e v e nt t h at is lif e t hr e at e ni n g); 

•  El e cti v e s ur g er y, pl a n n e d pri or t o si g ni n g  c o ns e nt;  

•  A d mis si o ns as p er pr ot o c ol f or a pl a n n e d m e di c al/s ur gi c al  pr o c e d ur e;  

•  R o uti n e h e alt h as s es s m e nt r e q uiri n g a d mis si o n (i. e., r o uti n e  c ol o n os c o p y);  

•  A d mis si o n e n c o u nt er e d f or a n ot h er lif e ci r c u mst a n c e t h at c arri es n o b e ari n g o n h e alt h a n d 
r e q uir es n o m e di c al i nt er v e nti o n (i. e., l a c k of h o usi n g, c ar e-gi v er r es pit e, f a mil y 
cir c u mst a n c es).  
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Dis a bilit y/i n c a p a cit ati n g: A n A E is i n c a p a cit ati n g or dis a bli n g if t h e e x p eri e n c e r es ults i n a 
s u bst a nti al a n d/ or p er m a n e nt disr u pti o n of t h e s u bj e ct's a bilit y t o c arr y o ut n or m al lif e f u n cti o ns.  

1 0. 1. 3  Cl a s sifi c ati o n of A d v e r s e E v e nt s  

T h e s e v erit y of all A Es m ust b e r e c or d e d i n t h e e C R F a n d o n t h e S A E F or m, if a p pli c a bl e. T h e 
s e v erit y or i nt e nsit y of a n A E r ef ers t o t h e e xt e nt t o w hi c h it aff e cts t h e s u bj e ct’s d ail y a cti viti es. 
T h e s e v erit y of e v e nts s h o ul d b e gr a d e d as mil d, m o d er at e or s e v er e .  

T h e I n v esti g at or’s as s es s m e nt of a n A Es r el ati o ns hi p t o st u d y dr u g is p art of t h e d o c u m e nt ati o n 
pr o c es s b ut is n ot a f a ct or  i n d et er mi ni n g w h at is or i s n ot r e p ort e d i n t h e st u d y. If t h er e is a n y 
d o u bt as t o w h et h er a cli ni c al o bs er v ati o n is a n A E, t h e e v e nt s h o ul d b e r e p ort e d. T h e 
r el ati o ns hi p or as s o ci ati o n of t h e st u d y dr u g i n c a usi n g or c o ntri b uti n g t o t h e A E will b e 
c h ar a ct eri z e d  as eit h er n ot r el at e d  or r el at e d.  

1 0. 1. 4  C oll e cti o n a n d R e p orti n g S e ri o u s A d v e r s e E v e nt s  

F oll o wi n g t h e p ati e nt’s writt e n c o ns e nt t o p arti ci p at e i n t h e st u d y, all S A Es, w h et h er r el at e d or 
n ot r el at e d t o st u d y dr u g, m ust b e c oll e ct e d, i n cl u di n g t h os e t h o u g ht t o b e as s o ci at e d wit h 
pr ot o c ol -s p e cifi c pr o c e d ur es. All S A Es m ust b e c oll e ct e d t h at o c c ur d uri n g t h e s cr e e ni n g p eri o d 
a n d wit hi n 3 0 d a ys of dis c o nti n u ati o n of d osi n g. T h e i n v esti g at or s h o ul d r e p ort a n y S A E 
o c c urri n g aft er t h es e ti m e p eri o ds t h at is  b eli e v e d t o b e r el at e d t o st u d y dr u g or pr ot o c ol -s p e cifi c 
pr o c e d ur es.  

A n S A E r e p ort s h o ul d b e c o m pl et e d f or a n y e v e nt w h er e d o u bt e xists r e g ar di n g its st at us of 
s eri o us n es s.  

If t h e i n v esti g at or b eli e v es t h at a n S A E is n ot r el at e d t o t h e st u d y dr u g, b ut is  p ot e nti all y r el at e d 
t o t h e c o n diti o ns of t h e st u d y (s u c h as a wit h dr a w al of pr e vi o us t h er a p y or a c o m pli c ati o n r el at e d 
t o st u d y pr o c e d ur e), t h e r el ati o ns hi p s h o ul d b e s p e cifi e d i n t h e n arr ati v e s e cti o n of t h e S A E 
R e p ort F or m.  

S A Es, w h et h er r el at e d or n ot r el at e d t o st u d y dr u g, o v er d os e, p ot e nti al dr u g i n d u c e d li v er i nj ur y 
a n d pr e g n a n ci es m ust b e r e p ort e d wit hi n 2 4 h o urs of t h e I n v esti g at or b e c o mi n g a w ar e of t h e 
e v e nt. F or t his st u d y w e will b e c a pt uri n g S A Es t hr o u g h el e ctr o ni c d at a c a pt ur e ( E D C) a n d o n 
t h e S A E f or m.  

T h e I n v esti g at or is r es p o nsi bl e f or r e p orti n g all S A E s a n d all Ot h er I m p ort a nt M e di c al E v e nts 
t o  i m m e di at el y vi a t el e p h o n e, u p o n o bs er vi n g or l e ar ni n g of t h e e v e nt.  will t h e n 
i m m e di at el y n otif y t h e Bi o h a v e n M e di c al M o nit or of t h e e v e nt.  T h e S A E f or m m ust t h e n b e 
s u b mitt e d t o   wit hi n o n e w or ki n g d a y. T h e I n v esti g at or is r es p o nsi bl e f or s u b mitti n g all 
a p pli c a bl e e v e nts t o t h e I n d e p e n d e nt R e vi e w B o ar d (I R B) as p er t h e I R B’s r e p orti n g 
r e q uir e m e nts. A d diti o n all y, t h e I n v esti g at or, or d esi g n at e d st aff, is r es p o nsi bl e  f or e nt eri n g t h e 
S A E i nf or m ati o n i n t h e El e ctr o ni c D at a C a pt ur e ( E D C) s yst e m (i. e.: e v e nt t er m, st art st o p d at es, 
c a us alit y, s e v erit y).   

A d diti o n all y, a n y s eri o us a d v ers e e x p eri e n c e m ust b e  r e p o rt e d i m m e di at el y o r n o l at e r t h a n 
2 4 h o u rs  aft er a w ar e n es s of t h e e v e nt t o t h e  d e p art m e nt.  
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T h e S eri o us A d v ers e E v e nt R e p ort F or m ( S A E R F) s h o ul d b e s u b mitt e d t o   b y 
f a csi mil e ( F A X). 

•  N ort h A m eri c a:   

R e p orts c a n b e m a d e b y t el e p h o n e vi a t h e S a f et y H otli n e N u m b er b el o w if a S A E R F c a n n ot b e 
i m m e di at el y s u b mitt e d. 

•  N ort h A m eri c a:    

F or a n y q u esti o ns r el ati n g t o S A Es, pl e as e c o nt a ct t h e M e di c al M o nit or vi a t el e p h o n e:  

S A E T el e p h o n e C o nt a ct:   ( A p p e n di x I, S e cti o n 1 7. 1 ) 

If o nl y li mit e d i nf or m ati o n is i niti all y a v ail a bl e, f oll o w-u p r e p orts ar e r e q uir e d. If a n o n g oi n g 
S A E c h a n g es i n its i nt e ns it y or r el ati o ns hi p t o st u d y dr u g or if n e w i nf or m ati o n b e c o m es 
a v ail a bl e, a f oll o w -u p S A E r e p ort s h o ul d b e s e nt wit hi n 2 4 h o urs of t h e I n v esti g at or b e c o mi n g 
a w ar e of t h e u p d at e d i nf or m ati o n usi n g t h e s a m e pr o c e d ur e us e d f or t h e tr a ns mis si o n of t h e 
i niti al S A E a n d t h e s a m e e v e nt t er m s h o ul d b e us e d.  

All S A Es s h o ul d b e f oll o w e d t o r es ol uti o n or st a bili z ati o n.  

1 0. 1. 5  O v e r d o s e  

A n o v er d os e is d efi n e d as t h e a c ci d e nt al or i nt e nti o n al a d mi nistr ati o n of a n y d os e of t h e pr o d u ct 
t h at is c o nsi d er e d b ot h e x c es si v e a n d m e di c all y i m p ort a nt. All o c c urr e n c es of o v er d os e 
(s us p e ct e d or c o nfir m e d a n d irr es p e cti v e of w h et h er or n ot it i n v ol v e d tr oril u z ol e) m ust b e 
c o m m u ni c at e d t o Bi o h a v e n or a s p e cifi e d d esi g n e e wit hi n 2 4 h o urs of t h e I n v esti g at or b e c o mi n g 
a w ar e of t h e u p d at e d i nf or m ati o n a n d b e f ull y d o c u m e nt e d as a n S A E. D et ails of a n y si g ns or 
s y m pt o ms a n d t h eir m a n a g e m e nt s h o ul d b e r e c or d e d i n cl u di n g d et ails of a n y a nti d ot e(s) 
a d mi nist er e d.  

1 0. 1. 6  Pr e g n a n c y  

If f oll o wi n g i niti ati o n of t h e i n v esti g ati o n al pr o d u ct, it is s u bs e q u e ntl y dis c o v er e d t h at a st u d y 
p ati e nt is pr e g n a nt or m a y h a v e b e e n pr e g n a nt at t h e ti m e of t h e i n v esti g ati o n al pr o d u ct 
e x p os ur e, i n cl u di n g d uri n g at l e ast 6 h alf -li v es aft er t h e pr o d u ct a d mi nistr ati o n, t h e 
i n v esti g ati o n al pr o d u ct will b e p er m a n e ntl y dis c o nti n u e d i n a n a p pr o pri at e m a n n er (i. e., d os e 
t a p eri n g if n e c es s ar y f or p ati e nt s af et y). Pr ot o c ol-r e q uir e d pr o c e d ur es f or t h e st u d y will b e 
dis c o nti n u e d a n d t h e f oll o w u p m ust b e p erf or m e d o n t h e p ati e nt u nl es s c o ntr ai n di c at e d b y t h e 
pr e g n a n c y (i. e., x -r a y st u di es). Ot h er a p pr o pri at e pr e g n a n c y f oll o w -u p pr o c e d ur es s h o ul d b e 
c o nsi d er e d if i n di c at e d.  

Sit es s h o ul d i nstr u ct p ati e nts t o c o nt a ct t h e i n v esti g at or if t h e y b e c o m e pr e g n a nt d uri n g t h e 
c o urs e of t h e st u d y. T h e i n v esti g at or m ust i m m e di at el y n otif y  of t h e e v e nt wit hi n 2 4 h o urs 
of t h e I n v esti g at or b e c o mi n g a w ar e of t h e i nf or m ati o n . T h e sit e m ust c o m pl et e a Pr e g n a n c y 
R e p ort F or m. F oll o w u p i nf or m ati o n r e g ar di n g t h e c o urs e of t h e pr e g n a n c y, i n cl u di n g p eri n at a l 
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a n d n e o n at al o ut c o m e a n d, w h er e a p pli c a bl e offs pri n g i nf or m ati o n m ust  als o  b e r e p ort e d o n a 
Pr e g n a n c y R e p ort F or m.  

A n y pr e g n a n c y t h at o c c urs i n a f e m al e p art n er of a m al e st u d y p arti ci p a nt s h o ul d b e r e p ort e d t o 
  

1 0. 1. 7  P ot e nti al D r u g I n d u c e d Li v e r I nj ur y ( DI LI)  

W h er e v er p os si bl e, ti m el y c o nfir m ati o n of t h e i niti al li v er -r el at e d l a b or at or y a b n or m aliti es 
s h o ul d o c c ur pri or t o t h e r e p orti n g of a p ot e nti al DI LI e v e nt. All o c c urr e n c es of p ot e nti al DI LIs, 
m e eti n g t h e d efi n e d crit eri a, m ust b e r e p ort e d as S A Es as p er S e cti o n  1 0. 1. 4 . 

P ot e nti al dr u g i n d u c e d li v er i nj ur y is d efi n e d as:  

•  A mi n otr a nsf er as es ( A T) ( A L T or A S T) el e v ati o n > 3 ti m es t h e u p p er li mit of n o r m al ( U L N); 

  A N D  

•  T ot al bilir u bi n ( T B L) > 2 ti m es U L N, wit h o ut i niti al fi n di n gs of c h ol est asis  ( el e v at e d s er u m 
al k ali n e  p h os p h at as e);  

  A N D  

•  N o ot h er i m m e di at el y a p p ar e nt p os si bl e c a us es of A T el e v ati o n a n d h y p er bilir u bi n e mi a, 
i n cl u di n g b ut n ot li mit e d t o, vir al h e p atitis, pr e-e xisti n g c hr o ni c or a c ut e li v er dis e as e, or t h e 
a d mi nistr ati o n of ot h er dr u g(s) k n o w n t o b e  h e p at ot o xi c.  

If a n y p ot e nti al DI LI is i d e ntifi e d a n d m e ets t h e crit eri a a b o v e, t h e Bi o h a v e n M e di c al M o nit or 
s h o ul d i m m e di at el y b e c o nt a ct e d f or f urt h er i nstr u cti o n o n d osi n g a dj ust m e nts a n d w h et h er t h e 
p ati e nt m ust dis c o nti n u e fr o m t h e tri al a n d a p pr o pri at e f oll o w u p r e q uir e m e nts.  

1 0. 2  N o n -s e ri o u s A d v e r s e E v e nt s  

A n o n -s eri o us a d v ers e e v e nt is a n A E n ot cl as sifi e d a s s eri o us.  

1 0. 2. 1  C oll e cti o n a n d  R e p orti n g of N o n -S e ri o u s A d v e r s e E v e nt s  

T h e c oll e cti o n of n o n -s eri o us A E i nf or m ati o n s h o ul d b e gi n at t h e i niti ati o n of st u d y dr u g.  

N o n -s eri o us a d v ers e e v e nts s h o ul d b e f oll o w e d u ntil c o n cl usi o n or st a bili z ati o n, or r e p ort e d as 
S A Es if t h e y b e c o m e s eri o us.  F oll o w -u p is als o r e q uir e d f or n o n -s eri o us A Es t h at c a us e 
i nt err u pti o n or dis c o nti n u ati o n of st u d y dr u g or t h os e t h at ar e pr es e nt at t h e e n d of st u d y 
tr e at m e nt. 

T h e f oll o wi n g l a b or at or y t est a b n or m aliti es s h o ul d b e c a pt ur e d o n t h e n o n -s eri o us A E C R F p a g e 
or S A E R e p ort F or m ( p a p er or el e ctr o ni c) as a p pr o pri at e:  

•  A n y l a b or at or y t est r es ult t h at is cli ni c all y si g nifi c a nt or m e ets t h e d efi niti o n of  a n S A E;  

C CI
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•  A n y l a b or at or y a b n or m alit y t h at r e q uir e d t h e p ati e nt t o h a v e t h e st u d y dr u g dis c o nti n u e d or  
i nt err u pt e d; 

•  A n y l a b or at or y a b n or m alit y t h at r e q uir e d t h e p ati e nt t o r e c ei v e s p e cifi c  c orr e cti v e t h er a p y.  

1 1  S T A TI S TI C S  

D et ail e d pl a ns f or a n al ysis will b e s u m m ari z e d i n a s e p ar at e St atisti c al A n al ysis Pl a n d o c u m e nt, 
t o b e writt e n a n d a p pr o v e d pri or t o d at a b as e u n bli n di n g. A s u m m ar y of st atisti c al as p e cts of t h e 
d esi g n a n d i nt e n d e d a n al ysis is pr o vi d e d h er e  

1 1. 1  G e n e r al Pr o c e d ur e s  

C at e g ori c al v ari a bl es ar e t a b ul at e d wit h c o u nts a n d p er c e nt a g es. C o nti n u o us v ari a bl es ar e 
s u m m ari z e d wit h u ni v ari at e st atisti cs ( e. g., n, m e a n, st a n d ar d err or, m e di a n, mi ni m u m a n d 
m a xi m u m).   

F or t h e c al c ul ati o n of d es cri pti v e st atisti cs of o bs er v e d d at a, s u bj e cts m ust h a v e a b as eli n e v al u e 
t o b e e v al u a bl e f or e n d p oi nts b as e d o n v al u es a n d c h a n g es fr o m b as eli n e o v er ti m e. 

T a b ul ati o ns of t h e f oll o wi n g e n d p oi nts pr es e nt t h e n u m b er of u ni q u e s u bj e cts wit h a n e v e nt: 
pr ot o c ol d e vi ati o ns; n o n -st u d y m e di c ati o ns; a d v ers e e v e nts; a n d l a b or at or y a b n or m aliti es. T h us, 
f or t h es e e n d p oi nts, m ulti pl e o c c urr e n c es of t h e s a m e e v e nt ar e c o u nt e d o nl y o n c e p er s u bj e ct.  

U nl es s ot h er wis e s p e cifi e d, t h e r a n d o mi z ati o n p h as e a n d t h e e xt e nsi o n p h as e will b e a n al y z e d 
s e p ar at el y. F or p ati e nts r e c ei vi n g tr oril u z ol e d uri n g b ot h p h as es, s u m m ar y st atisti cs will b e 
pr o vi d e d f or d at a fr o m b ot h p h as es c o m bi n e d.  

1 1. 2  S a m pl e Si z e  

T h e s a m pl e si z e f or t his st u d y will b e a p pr o xi m at el y 2 2 6 r a n d o mi z e d s u bj e cts. T his 
a c c o m m o d at es f or l ost s u bj e cts, a n d is b as e d o n t h e r ati o n al e t h at f oll o w s.  

Pitt e n g er ( 2 0 1 5), b as e d o n a 1 2 w e e k st u d y, c o n cl u d e d t h at ril u z ol e pr o d u c e d  a n eff e ct si z e 
( C o h e n’s d) of 0. 4 5 i n o ut p ati e nts. A n a n al ysis of t h e Pitt e n g er d at a f o u n d t h e c orr el ati o ns 
b et w e e n b as eli n e Y -B O C S a n d t h e Y -B O C S 8, 1 0 a n d 1 2 w e e ks, i n o ut p ati e nts, w er e 0. 5 0, 0. 4 5 
a n d 0. 6 8 r es p e cti v el y.  

Pitt e n g er’s r es ults ar e c o nsist e nt wit h t h os e fr o m  E m a m z a d e hf ar d’s ( 2 0 1 6) st u d y, i n w hi c h 
ril u z ol e pr o d u c e d a n eff e ct si z e of 0. 5 9 at W e e k 1 0. B as e d o n st atisti cs pr es e nt e d i n  t h at 2 0 1 6 
p a p er, t h e c orr el ati o n b et w e e n b as eli n e a n d W e e k 1 0, o n t h e Y -B O C S, a p p e ars t o b e r o u g hl y 
0. 1 8.  I n b ot h st u di es, m or e t h a n 9 0 % of t h e r a n d o mi z e d s u bj e cts c o m pl et e d t h e st u d y.  

A s s u mi n g t h at n o m or e t h a n 1 0 % of t h e s u bj e cts ar e l ost b y W e e k 1 2 , a s a m pl e si z e of a b o ut 1 1 3 
p er ar m will yi el d r o u g hl y 1 0 1s u bj e cts p er ar m. Wit h a n eff e ct si z e of 0. 4 5, a t w o -si d e d al p h a of 
0. 0 5, a n d a c orr el ati o n of 0. 2 b et w e e n b as eli n e Y -B O C S a n d W e e k 1 2  t his s a m pl e si z e pr o vi d es 
9 0 % p o w er t o d et e ct a diff er e n c e b et w e e n t h e tr e at m e nt gr o u ps.  
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1 1. 3  P o p ul at io n s  f or A n al y si s 

T h e f oll o wi n g a n al ysis s ets ar e d efi n e d f or t his pr ot o c ol:   

○  E nr oll e d  s u bj e cts : P ati e nts  w h o  si g n e d  a n  i nf or m e d c o ns e nt  f or m a n d  w er e  as si g n e d  
a  P ati e nt I d e ntifi c ati o n n u m b er ( PI D)  

○  R a n d o mi z e d  s u bj e cts : E nr oll e d  s u bj e cts  w h o  r e c ei v e d a  tr e at m e nt as si g n m e nt  fr o m t h e 
I nt er a cti v e W e b R es p o ns e S yst e m ( I W R S). 

○  Tr e at e d  s u bj e cts : E nr oll e d  s u bj e cts  w h o  r e c ei v e d at  l e ast 1  d os e  of bli n d e d st u d y 
t h er a p y ( tr oril u z ol e or pl a c e b o) or o p e n -l a b el tr oril u z ol e.  

○  M o difi e d I nt e nt t o Tr e at ( mI T T) s u bj e cts : R a n d o mi z e d s u bj e cts t h at r e c ei v e d at l e ast o n e 
d os e of st u d y t h er a p y a n d pr o vi d e d at l e ast o n e p ost -b as eli n e effi c a c y as s es s m e nt  

1 1. 4  St ati sti c al M et h o d s  

1 1. 4. 1  D e m o gr a p hi c a n d B a s eli n e C h a r a ct e ri sti c s  

T a b ul ati o ns of d e m o gr a p hi c a n d b as eli n e c h ar a ct eristi cs ar e m a d e f or all tr e at e d s u bj e cts.  A 
s e p ar at e s et of t a b ul ati o ns will b e m a d e f or s u bj e cts e nr oll e d b ut n ot tr e at e d. 

D e m o gr a p hi c i nf or m ati o n will b e s u m m ari z e d ( n, m e a n, S D, mi ni m u m, m a xi m u m f or 
c o nt i n u o us e n d p oi nts; n a n d % f or c at e g ori c al e n d p oi nts) b y tr e at m e nt gr o u p a n d f or all 
tr e at m e nt gr o u ps c o m bi n e d. 

1 1. 4. 2  Pri m a r y E n d p oi nt( s)  

A s t h e pri m ar y o bj e cti v e of t his st u d y is b as e d o n t h e e v al u ati o n of s e v erit y of p ati e nts’ 
s y m pt o m ol o g y, t h e esti m a n d f or t h e  pri m ar y e n d p oi nt will b e  t h e eff e ct d u e t o t h e i niti all y 
r a n d o mi z e d tr e at m e nts ( w h e n a d d e d t o a st a n d ar d of c ar e t h er a p y) if t a k e n as dir e ct e d, a d e j ur e 
effi c a c y esti m a n d.  T h e t ar g et p o p ul ati o n will b e t h e mI T T p o p ul ati o n.  T h e pri m ar y e n d p oi nt  
wil l b e  th e c h a n g e fr o m b as eli n e i n t h e Y -B O C S t ot al s c or e  tr oril u z ol e r el ati v e t o pl a c e b o, at 
w e e k 1 2 of t h e r a n d o mi z ati o n p h as e . T his tr e at m e nt eff e ct will b e s u m m ari z e d as t h e diff er e n c e 
i n c h a n g e fr o m b as eli n e i n t h e Y-B O C S b et w e e n t h e gr o u ps r e c ei vi n g tr oril u zol e  a n d pl a c e b o.  

Si n c e t h e pri m ar y i nt e nt of t his tri al is t o e v al u at e t h e eff e ct of t h e dr u g w h e n t a k e n as i nt e n d e d 
i n t h e pr ot o c ol, a h y p ot h eti c al str at e g y will b e e m pl o y e d f or t h e i nt er c urr e nt e v e nt of 
tr e at m e nt/st u d y dis c o nti n u ati o n ( d u e t o a n y r e as o n). S p e cifi c all y, t h e as s u m pti o n will b e t h at h a d 
t h e s u bj e cts n ot dis c o nti n u e d, t h eir effi c a c y w o ul d h a v e b e e n si mil ar t o t h e effi c a c y of s u bj e cts 
fr o m t h e s a m e tr e at m e nt gr o u p w h o di d n ot dis c o nti n u e. F or ot h er i nt er c urr e nt e v e nts t h at d o n ot 
c a us e tr e at m e nt/st u d y dis c o nti n u ati o n s u c h as m o d est tr e at m e nt n o n -c o m pli a n c e, pr ot o c ol 
all o w e d d os e a dj ust m e nts, or i niti ati o n or a dj ust m e nt of c o n c o mit a nt m e di c ati o ns r el at e d t o ot h er 
s y m pt o ms all o bs er v e d v al u es will b e us e d.  

T h e c h a n g e fr o m b as eli n e i n t h e Y -B O C S t ot al s c or e  will b e  a n al y z e d usi n g Mi x e d M o d el f or 
R e p e at e d M e as ur es ( M M R M) a n al ysis m o d el.  T h e m o d el i n cl u d es tr e at m e nt, visit a n d t h e 
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treatment-by-visit interaction as fixed effects, and the baseline value of the Y-BOCS and 
baseline Y-BOCS by visit interaction as covariates. The covariance structure (SAS “R” matrix) 
will be initially specified as unstructured.  If the model fails to converge, the analyst may try a  
Huynh-Feldt structure, followed by an AR(1) structure. The troriluzole and placebo groups will 
be compared at the end of the double blind phase using a single degree of freedom contrast, with 
Kenwood-Rogers degrees of freedom, and significance assessed at a two-sided alpha level of 
0.05.  Sensitivity analyses will include, but not limited to:  multiple imputation method using a 
“jump to reference” approach and a responder analysis with response defined as a 35%, or 
greater, improvement in the Y-BOCS and with non-completers counted as failures (NC=F).  
Details of these analyses are provided in the statistical analysis plan. 

11.4.3 Secondary Endpoint(s) 

Continuous secondary, change-from-baseline, efficacy endpoints will be analyzed using the same 
methodology as the primary endpoint.  Further details on the secondary analyses are provided in 
the SAP. 

11.4.4 Adjustment for Multiplicity 

Type 1 error will be controlled for the primary and secondary efficacy endpoints by testing them 
with a gate-keeping procedure. The primary endpoint, change from baseline in the total Y-
BOCS, will be tested at a two-sided alpha level of 0.05. If this test is significant, then the 
secondary efficacy endpoints will be tested using Hochberg’s procedure.  If the test of the 
primary endpoint is not significant, then the unadjusted p-values for the secondary endpoints will 
be presented only for descriptive purposes, and no conclusions will be drawn from this result 

No attempt will be made to adjust for multiplicity when testing the exploratory endpoints. Any 
exploratory endpoints subjected to significance testing are evaluated at an unadjusted two-sided 
alpha level of 0.05. 

11.4.5 Missing Data 

Both Pittenger (2015) and Emamzadehfard (2016), in studies similar to the randomized phase of 
this study, had less than 10% of the subjects fail to complete the study. Hence, we expect less 
than 10% of the subjects to be lost during the randomized phase of this study. As a sensitivity 
analysis to assess missing data assumptions of the MMRM model,  the missing data will be 
multiply imputed for the primary endpoint using a jump to reference method. Further details on 
the handling of missing data, including for the SDS, are provided in the statistical analysis plan. 

11.4.6 Analysis of Safety 

The investigators determine the intensity of AEs and the relationship of AEs to study therapy. 
The investigators’ terms are coded and grouped by system organ class using the latest version of 
the Medical Dictionary for Regulatory Activities (MedDRA) available. AEs are presented by 
system organ class and preferred term, ordered by the overall frequency of events.  If a subject 
had an adverse event with different intensities over time, then only the greatest intensity is 
reported. 
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AEs are tabulated in all treated subjects. SAEs occurring in subjects enrolled but not treated are 
listed. Deaths are listed for enrolled subjects without regard to onset. 

The frequencies of the following safety events are summarized by treatment regimen, and 
overall, for treated subjects:  SAEs; all AEs, nonserious AEs, AEs by intensity; AEs by 
relatedness and clinically relevant laboratory abnormalities. 

Graphical and tubular displays of on-treatment liver function test results are provided 

11.5 Schedule of Analyses 

An initial analysis of the data will be conducted after the last subject completes their Week 12 
visit.  This will include all data from the double-blind phase of the study, but will not include 
efficacy data accumulated from the extension phase.   

A final analysis of the study will be completed after the last subject completes their last study 
visit. This will summarize all efficacy data collected in the open-label phases, and summarize all 
safety, laboratory and other data collected through the entire study. 

Additional analyses may be conducted during the open-label phases of the study to support 
regulatory and administrative requirements.  

12 ETHICS AND RESPONSIBILITIES 

This study will be conducted in compliance with the protocol, Good Clinical Practice (GCP), 
Good Laboratory Practice (GLP) and all applicable regulations, including the Federal Food, 
Drug and Cosmetic Act, U.S. applicable Code of Federal Regulations (title 21), any IEC 
requirements relative to clinical studies. The study will also be conducted in compliance with the 
recommendations laid down in the most recent version of the Declaration of Helsinki, with the 
exception that registration of such Phase 1 trials in a publicly accessible database is not 
mandatory. 

This study will be conducted in compliance with the protocol. The protocol and any amendments 
and the patient informed consent will receive Institutional Review Board/Independent Ethics 
Committee (IRB/IEC) approval/favorable opinion prior to initiation of the study. 

All serious breaches must be reported to Biohaven (or designee) immediately. A Serious breach 
is a breach of the conditions and principles of GCP in connection with the study or protocol, 
which is likely to affect, to a significant degree, the safety or physical or mental integrity of the 
patients of the study or the scientific value of the study. 

Study personnel involved in conducting this study will be qualified by education, training, and 
experience to perform their respective task(s). 

This study will not use the services of study personnel where sanctions have been invoked or 
where there has been scientific misconduct or fraud (e.g., loss of medical licensure, debarment). 
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12.1 Data and Safety Monitoring Committee 

This study will not make use of a Data Safety Monitoring Committee (DMC). The study 
medication troriluzole has been tested and found to be well tolerated. Safety will be closely 
monitored via the sites and procedures for unblinding in cases of emergency will be followed. 

12.2 Institutional Review Board/Independent Ethics Committee 

The Investigators agree to provide the IEC with all appropriate documents, including a copy of 
the protocol/amendments, ICFs, advertising text (if any), Investigator’s brochure (if any) and any 
other written information provided to study subjects. The trial will not begin until the 
Investigators have obtained the IEC favorable written approvals for the above-mentioned study 
documents. A properly executed written ICF shall be read, signed, and dated by each subject 
prior to entering the trial or prior to performing any study procedure. The original signed and 
dated ICF will be kept at the Investigator site and a copy will be given to the subject. 

In the event that the protocol is amended, the revised protocol must be approved by the IEC prior 
to its implementation, unless the changes involve only logistical or administrative aspects of the 
trial. If a revised ICF is introduced during the study, each subject’s further consent must be 
obtained. The new version of the ICF must be approved by the IEC, prior to subsequently 
obtaining each subject’s consent. 

The Principal investigator and the Sponsor’s representative must sign the protocol and its 
amendments (if any) before initiating the study. 

It is the Sponsor’s responsibility to submit the protocol and its amendments (if any), and the 
ICFs to regulatory authorities when necessary. 

12.3 Informed Consent 

Investigators must ensure that patients, or, in those situations where consent cannot be given by 
patients, their legally acceptable representatives, are clearly and fully informed about the 
purpose, potential risks, and other critical issues regarding clinical studies in which they 
volunteer to participate. 

Biohaven (or designee) will provide the investigator with an appropriate (i.e., Global or e) 
sample informed consent form which will include all elements required by ICH, GCP and 
applicable regulatory requirements. The sample informed consent form will adhere to the ethical 
principles that have their origin in the Declaration of Helsinki. 

Before the potential subject has undergone any study-related screening procedures, the nature of 
the study and the potential risks associated with it will be explained to the subject, and the 
subject will be given an opportunity to ask questions to his or her satisfaction. After the 
questions are answered, but before proceeding further, the subject must read and sign a written 
informed consent form. This signed informed consent form will be reviewed and approved by an 
IRB/IEC, revisions to the protocol and informed consent form will be reviewed and approved by 
the IRB/IEC, a copy retained in the Study Master File, and the date and time the subject signed 
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the form will be entered in his or her CRF. The subject will be provided with a copy of his or her 
signed and dated informed consent form. 

If informed consent is initially given by a patient’s legal guardian or legally acceptable 
representative, and the patient subsequently becomes capable of making and communicating 
their informed consent during the study, then the consent must additionally be obtained from the 
patient. 

The informed consent form must also include a statement that Biohaven and its representatives 
and regulatory authorities may have direct access to patient records. 

The rights, safety, and well-being of study patients are the most important considerations and 
should prevail over interests of science and society. 

A separate ICF will be obtained for the collection of blood for pharmacogenetic samples for 
possible future exploratory analysis investigating how genetic variation may determine  
troriluzole efficacy and safety.  All subjects will sign a pharmacogenomics ICF indicating 
whether they are consenting to or not consenting to provide a pharmacogenetic blood sample.  
All subjects will be informed that consenting to provide a blood sample for pharmacogenetic 
analysis is optional and does not affect participation in the study.  The investigator or the 
investigator’s designee is responsible for verifying the patient’s consent prior to obtaining the 
pharmacogenetic blood sample.   

The approval of the pharmacogenetic ICF may occur separately from the consent form for other 
study related procedures and assessments.  In instances were IRB approval for pharmacogenetics 
samples is not obtained, samples for genetic analysis will not be collected. 

DNA samples will be stored indefinitely from subjects who have provided written informed 
consent unless a written request for destruction of the sample is provided by the subject to the 
site which conducted the Biohaven-sponsored clinical trial.  This written request provided by the 
subject to the site requesting destruction of the subject’s pharmacogenetic samples should be 
provided by the site to the sponsor. 

12.4 Case Report Forms 

An investigator is required to prepare and maintain adequate and accurate case histories designed 
to record all observations and other data pertinent to the investigation of each study patient. Data 
reported on the CRF that are derived from source documents must be consistent with the source 
documents or the discrepancies must be explained. 

Electronic CRFs will be prepared for all data collections fields when EDC is being used. 

The confidentiality of records that could identify patients must be protected, respecting the 
privacy and confidentiality rules in accordance with the applicable regulatory requirement(s). 

The investigator must retain a copy of the CRFs including records of changes and corrections. If 
EDC is being used, signatures will be obtained electronically and a copy of the electronic CRFs 
will be provided (or the data from the CRFs) for future reference. 
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1 2. 5  R e c or d s M a n a g e m e nt a n d R et e nti o n  

I n a c c or d a n c e wit h t h e pri n ci pl es of G C P a n d G L P, t h e st u d y m a y b e i ns p e ct e d b y r e g ul at or y 
a ut h oriti es, t h e S p o ns or a n d C R O. T h e S p o ns or is e ntitl e d t o a c c es s i nf or m ati o n a b o ut t h e st at us 
of t h e st u d y a n d t o r e v i e w t h e ori gi n al d o c u m e nts of t h e st u d y. 

T h e i n v esti g at or m ust r et ai n all st u d y r e c or ds a n d s o ur c e d o c u m e nts f or t h e m a xi m u m r e q uir e d 
b y t h e a p pli c a bl e r e g ul ati o ns a n d g ui d eli n es, or i nstit uti o n pr o c e d ur es or f or t h e p eri o d of ti m e 
s p e cifi e d b y t h e s p o ns or , w hi c h e v er is l o n g er. T h e i n v esti g at or m ust c o nt a ct t h e S p o ns or pri or t o 
d estr o yi n g a n y r e c or ds as s o ci at e d wit h t his st u d y.  

Bi o h a v e n will n otif y t h e i n v esti g at ors w h e n t h e st u d y fil es f or t his st u d y ar e n o l o n g er n e e d e d.  

If t h e i n v esti g at or wit h dr a w s fr o m t h e st u d y (i. e., r etir e m e nt, r el o c ati o n), t h e r e c or ds s h all b e 
tr a nsf err e d t o a m ut u all y a gr e e d u p o n d esi g n e e.  N oti c e of s u c h tr a nsf er will b e gi v e n i n writi n g 
t o Bi o h a v e n. 

It is t h e r es p o nsi bilit y of t h e i n v esti g at or t o e ns ur e t h at t h e c urr e nt dis p ositi o n r e c or d of 
i n v esti g ati o n al pr o d u ct (t h os e s u p pli e d b y t h e s p o ns or) is m ai nt ai n e d at e a c h st u d y sit e w h er e t h e 
st u d y dr u g is i n v e nt ori e d a n d dis p e ns e d. R e c or ds or l o gs m ust c o m pl y wit h a p pli c a bl e 
r e g ul ati o ns a n d g ui d eli n es a n d s h o ul d i n cl u d e:  

•  A m o u nt of st u d y dr u g r e c ei v e d a n d pl a c e d i n st or a g e ar e a;  

•  L a b el I D n u m b er or b at c h n u m b er or Kit n u m b er as s p e cifi e d f or t h e pr ot o c ol;  

•  A m o u nt dis p e ns e d t o a n d r et ur n e d fr o m e a c h p ati e nt;  

•  A m o u nt tr a nsf err e d t o a n ot h er ar e a or sit e f or dis p e n si n g or st or a g e if a p pli c a bl e;  

•  A m o u nt of dr u g l ost or w ast e d;  

•  A m o u nt d estr o y e d at t h e sit e if a p pli c a bl e;  

•  A m o u nt r et ur n e d t o s p o ns or, if a p pli c a bl e;  

•  R et ai n e d s a m pl es f or bi o a v ail a bilit y/ bi o e q ui v al e n c e, i f a p pli c a bl e; 

•  R e c or d of d at es a n d i niti als of p ers o n n el r es p o nsi bl e f or I M dis p e nsi n g a n d a c c o u nt a bilit y.  
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12.6 Source Documentation 

An investigator is required to prepare and maintain adequate and accurate case histories designed 
to record all observations and other data pertinent for all subjects on study. 

If source documents are created to support the collection of study information, this must be 
retained with the other pertinent medical record for each patient for verification of data points, 
unless otherwise instructed by the Sponsor or designee to enter data directly on the CRF. 

12.7 Study Files and Record Retention 

The CRO will utilize the Sponsor’s Electronic Trial Master File (eTMF) for the purposes of this 
study. The Sponsor does not require original documents that have already been scanned and 
entered into the eTMF system be forwarded to the Sponsor. Any original documents (i.e. 1572, 
signed financial disclosure, signed ICF, etc.) will be retained in the regulatory binder at the study 
site. The CRO will do a final TMF reconciliation to ensure all study files and regulatory 
documents have been correctly uploaded to the TMF prior to the close or termination of the 
study. Any materials or documents to support the clinical trial outside of the eTMF (i.e. rater 
training tapes) should be maintained by the CRO. The Sponsor will be contacted to determine 
whether the study documents/materials that are retained outside of the TMF will be forwarded to 
the Sponsor, destroyed or kept at CRO or at another facility for a longer period of time at the 
Sponsor's expense. 

13 AMENDMENTS 

Protocol modifications, except those intended to reduce immediate risk to study subjects, may be 
made only by Biohaven. A protocol change intended to eliminate an apparent immediate hazard 
to subjects may be implemented immediately, provided the IRB/IEC is notified within 5 days. 

Any permanent change to the protocol must be handled as a protocol amendment. The written 
amendment must be submitted to the IRB/IEC and the investigator must await approval before 
implementing the changes. Biohaven will submit protocol amendments to the appropriate 
regulatory authorities for approval. 

If in the judgment of the IRB/IEC, the investigator, and/or Biohaven, the amendment to the 
protocol substantially changes the study design and/or increases the potential risk to the subject 
and/or has an impact on the subject's involvement as a study participant, the currently approved 
written informed consent form will require similar modification. In such cases, informed consent 
will be renewed for subjects enrolled in the study before continued participation. 

14 STUDY REPORT AND PUBLICATIONS 

Biohaven is responsible for preparing and providing the appropriate regulatory authorities with 
clinical study reports according to the applicable regulatory requirements. The publication policy 
of Biohaven is discussed in the investigator's Clinical Research Agreement. 
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15 STUDY DISCONTINUATION 

Both Biohaven and the Principal Investigator reserve the right to terminate the study at the 
investigator’s site at any time. Should this be necessary, Biohaven or a specified designee will 
inform the appropriate regulatory authorities of the termination of the study and the reasons for 
its termination, and the Principal Investigator will inform the IRB/IEC of the same. In 
terminating the study, Biohaven and the Principal Investigator will assure that adequate 
consideration is given to the protection of the subjects’ interests. 

16 CONFIDENTIALITY 

All information generated in this study is considered highly confidential and must not be 
disclosed to any person or entity not directly involved with the study unless prior written consent 
is gained from Biohaven. However, authorized regulatory officials, IRB/IEC personnel, 
Biohaven and its authorized representatives are allowed full access to the records. 

Identification of subjects and CRFs shall be by initials, screening and treatment numbers only. If 
required, the subject's full name may be made known to an authorized regulatory agency or other 
authorized official. 

Biohaven may approve the sharing of de-identified data from this study to be made available to 
researchers for the purpose of advancing the understanding of neurologic or psychiatric illness, 
rating scales, or trial methodology for the affected population. In any publication of this data, 
confidentiality of individual subjects will be protected. 
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17.2 APPENDIX II - Potent and Moderate Inhibitors and Inducers of the CYP1A2 
Enzyme System* 

 

CYP1A2 Potent and Moderate Inhibitors 
Amiodarone 
Artemisinin 
Atazanavir 
Cimetidine 
Ciprofloxacin 
Efavirenz 
Enoxacin 
Fluoroquinolones 
Furafylline 
Interferon 
Methoxsalen 
Mexiletine 
Mibefradil 
Tacirne 
Thiabendazole 
Ticlopidine 
Vemurafenib 
Zileuton 
 

CYP1A2 Potent and Moderate Inducers 
Barbiturates 
Beta-naphthoflavone 
Carbamazepine 
Insulin 
Methylcholanthrene 
Modafinil 
Nafcillin 
Omeprazole 
Primidone 
Rifampin 
  

*This list is not exhaustive.   

 
  

http://medicine.iupui.edu/clinpharm/ddis/1A2references#methylInd
http://medicine.iupui.edu/clinpharm/ddis/1A2references#modafinilInd
http://medicine.iupui.edu/clinpharm/ddis/1A2references#nafcillinInd
http://medicine.iupui.edu/clinpharm/ddis/1A2references#omeprazoleInd
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