SYNOPSIS

Title of the Study

A COMPARATIVE, S8INGLE CENTER, OPEN LABEL, LABORATORY-BELIND, FANDOMIZED, SINGLE
DOSE, TWO PERIOD CROSSOVER STUDY TO DETEEMINE THE RELATIVE BIOAVAILABILITY OF AN
IMMEDIATE-RELEASE TAELET FORMULATION CONTAINING 300 MG FLUCYTOSINE AND A
SUSTAINED-RELEASE PELLET FOEMULATION OF FLUCYTOSINE IN HEALTHY MALES AND
FEMALES UNDER FED CONDITIONS

Study Objectives

Primary Ohjective

To zszess and compare the relztive bicavailability of the test product, BE-3-FC pellats (zimsla dosa: 2 x 3000 me
af [ hours) and the referance product, IR flueytosme (IRE-3-FC) Ancofil™ 500 mg tablets (3 x 300 ms at @ hours
and 2 x 300 mg at 6 hours after dosing) under fad conditions.

Secondary Ohjective

To evaluate the zafety and tolerabilityv of the test and reference products in healthy males and females under fad
conditions.

Exploratory Objective

To azzess the acceptability and palatability of the test formulation in healthy voluntesrs.
Study Endpointz

Pharmacokinetic Endpointz Parametars

Primary PE parameters for Tucviozing and 3-FL

#  Mlzximum obzerved plasma concentration (C,,..)

*  Area under the plasma concentration versus time curve, from time zerc to 1, where t 15 the fime of the last
gquantifiable concentration (ATTC )

Secondary PE parameters for fucviosing and 5-FU:

*  Time to maximum obsarved plasma concentration (f..)

*  Area under the plasma concentration versus time curve, with extrapolation to infinity (ATUC n=0)
*  Termmal elimination rate constant {4.)

*  Apparent terminal elimination half-hife (&)

Safety Endpoints

Frequency and cumulzfive incidence of adverze events (AFs) and senious adverze events (SAEs) for 5-FC test and
reference product, asssssed through climical, elecirocardicgram (ECG) and laboratory safety assessments
(hematology, clinical chemiztry and urmalvsiz) from baszeline to post-study vizit. Madical history and prior and
concomitant medication will also be recorded.

Exploratory Endpoint

Acceptability and pzlatabilitv will be assessed using guestionnaires — an Investigator questionnaire (to assess
accaptability) and a participant questicnnaire (to zzsezs palatabilitv]).

Study Deszien

Thiz study will be an open-label, bicanaktical laboratory-blind, randomized, single doss, two-period croszover
study with orally admimsterad flocytosine IR tablets and SE pelletz conducted under fed conditions m at
leazt 30 evaluable healthy malss and famales at a zimgle study center.

Subjects will racerve the following treatments:

* Reference (Ireatment A): Ancotl® 3000 me IE tablats (twice daily [bod] doze: 3 x 300 mg [0 howrs] and
3 x 5300 mg [6 hourz])

*#  Tezt (Treatment B): Flucytomine 6000 mg SE pellats (single dose: 2 x 2000 mg [0 hours])

The study will compriza:




*  aszcreenmg period of maximum 21 days,

*  two treatment pericds (sach of which will inclode a2 FX profiles period of 48 hours) separated by a washout
period of 7 calendar davs (5 half-lives ars bebween 15 and 30 hours for the IR formulation and appromimately
20 hours for the SE pellst formulation) to 21 calendar davs (maximum number of days bazed on logistical
arrangement: and to allow miterim safety analysiz) befween consecutive admmistrations of the IP. Subjects
will be admitted fo the study center on Day -1 and will remain mn the study cenfer for at least 48 hours after
dosing.

* nterim safety evaluztions (hematology, clinical chemistry, and urinalysiz) that will be performed at 20 hours
post-doze 1n Treatment Periods 1 and 2, and 5 davs after admmistration of IP 1n Treatment Pariod 1, and

* 3 post-study vzt 7 te 10 davs after complefion of the last treatmuent period of the study,

* telephonic follow-up, 1 meonth (for females) and 3 months (for males) post last IP adminiztration.

Procedures listed for the post-study visit and the telephome followr-up will be performed in the event of early

withdrawal from the study.

Subjacts will be assigned randomly to treatment sequencse, before the first admimistration of IP.

DMC Feview of Safety Data of Inthiallv Doszed 4 Subjects

Az addrtional safefy measure, 4 subjects will mmitally be anrclled, dosed, and monitored in the study. The Safety
and Data Mentterms Commuttes (DAC) will review the smerging safefy datz from these 4 subjectz after the
post-study visit has been completed. Only after confirmation by the DMC that it 1z considered safe to continne with
dosing of the other 32 subjacts will thew be enrclled and dosad.

DAIC Feview of Safety Data and Selectad PE Sample: Analvzed for Safety Fezzon:

An mterim safety analvsiz will be performed on safetr dafa and selected PE zamples after all subjects have
completad PK sampling mm Treatment Period 1. Twalve PK zamples per subject will be analvzed for flocvtosine
and 3-FU zs part ofthe safety analyziz and will be reviewsd by the DRIC before subjects may continue to Treatmeant
Pariod 2. Data that will be collscted reviewsad by the DRIC for thiz mmterim safety analyvsizs will be flucyteosine and
5-FU plazsma concentrations, time of IP admimistration, time of PK blood sampling, safety data (1.2, AE:, laberatory
fest results) and subject number. The PE parametears C,..... tou.. AT 0, and ATUC. - will be calculated. o formal
statiztical test will be performed and therefore thers will be no mmpact on the overall rizk alpha level of the study.

Entry Criteria

Subjects whe mest zll the incluzion eriteriz and none of the exclusion criferia will be considered eligible fo

participats i the study.

Tncluzion Criteria:

#  Healthy males and famales, 18 to 33 vears (both incluzive) at the time of signing of mformed consent.

* Body mass index (BMI) between 18.5 and 30 kz/m® (both inclosive).

*  Bodv weight not lzsz than 30 ks for males and 51 kg for females.

#  Nedical history, vital sizns, physical examination, standard 12-lsad ECG (including QT mterval corracted
with the Fridericia formula [QTeF] of = 430 msec), and laboratory investizations within laboratory referance
rangas, or if cutside reference ranges, the out-of-ranze rezults are conzidered as not clinically zizmificant.
Acceptable refarance ranges will be agreed with the sponsor before study start.

*  MNormal blood pressure (BP): Eystolic BP betowesn 50 and 140 mmHg (inclusire), diastolic BF 45 to
90 mmHg (inclozive), measured affer 10 min rest mn supine position.

*  IMNon-smeokers or mild smokers (< 3 cigarettes or pipes per day).

* Famalas, if

*  Notof ckildbearing potential, e.g., has been surgically sterilizad (hystaractomy, bilateral salpmzectomy,
and/or mlateral copheractormy) or 15 postmencpanszl (had ne menses for 12 months without an altermativa
medical cause and a serum follicle stimulating hermone [FSH] concentration =40 ITVL).

Hote: In postmencpanzal women, the valus of the serum presnancy test may be shightly mnereazed. This test
will be repeated to confirm the results. If there 13 no inereasze indicative of pregnancy, the famals will be
meluded in the study.




Of childbearing porential, the following conditions are to be met:

- HMegative pregnancy test.

If this test 15 positive, the subject will ba axcluded from the study. In the rare circumstance that 2
pragnancy 1s dizcoverad after the subject racerved IP, avery attempt must be made to follow her to term.
The subject will alzo be informed of the teratogenic nsk with Ancofil” and will be advized of the
importance of careful prenatal and postnatal momtonng.

— Mot breastfeeding and must agree net to breastfeed while participating in the study and for up to 1 month
after last administration of the IPs.

- Abstaining from sexual actrvity (if this 1z the usual lifestvle of the subject) or are in 2 same-zex
ralationship or must agres to use a ighlr effectire method of contraception from the time of screening
or should already be using a highly affective meathod of confraception at sereening, and agres to contime
with the same mathod throughout the study and up to 1 month after dizcontinuation of TP=.

—  Examples of highly effactive methods of contraception melude:

o combination {sstrogen and progestogen containing) hormonal confraception aszociatad with
mhibition of cvulation: oral {decumented that the doze has been stable for at least 1 month bafore
the first intake of IF), mtravaginal and transdsrmal

o progastogen-only hormonal confraception associated with mlabition of evulation: oral

(documentad that the dose has bean stable for af least 1 month before the first intake of IF),
mjectable and implantable

mtrauterine device

mirauterine hormone-releazing svstam

bilateral tubal occlusion

vasactomized partner

saxual abstinence [1f this 1z the usual lifestyls of tha subjact)

o oo oD

OR
o Iz in a zame sex relafionzhip and therefore may not be using any method of contraception.
In thiz study the concomitant uze of hormonal contraceptives iz allowed.
hizle subjects (or their non-pregnant female partners of childbeanng potentizl) must asree to use highly
effactrve method of contraception during treatment and up to 3 months after the last admimistration of IPs.

Written consent given for parhcipation 1n the study.

Exclusion Criteria-

Evidence of psychiatric dizorder, antagomstic funchioning, poor mofivation, emoetional or mtellectual
problems likely to limif the validity of consent to participate in the study or limit the zkhlity to comply with
protocol requirements.

Current aleohel uze = 14 units of alecheol per week for males and = 7 units of alechol per week for femalas
{1 unit 1z equal to approximatelr 330 mL of beer, one small glass [200 mL] of wine, or cns meazurs [23 mL]
of spinits).

Fazgular exposure to substances of abuse (other than aleohel) within the past year.

Usza of any medication, presenbed or over-the-counter {(including herbal remedias and St. Jeohn's wort
[Hypericum perforatum]), within 2 weaks or 3 elimination half-lrres of medication or remedies bafore the
first administration of IP, whichever 1= longer.

SARS-CoV-2 vaccination recerved within 2 weeks before the first admmistration of IP, or a dose of
vaccination planned during the study penod.

Participation in another study with an expenimental drug, where the last administrafion of the previcus IP was
within § weeks {or within 3 elmination half-lrres for chemical entifies or 2 alimination half-lives for
antibodies or msulm, whichever 1z the longer) befors administration of IP in thiz studwv.

Parficipation 1 the DMDi1-3FC-01-Ch (fastad) study.




*  Treatment within the previous 3 months before the first admimistration of IF with any drug with a
weall-defined potential for adversaly affecting a major crgan or svstem.

*  Treatment with potent inhibitors of dibvdropyrimidine dehydrogenaze (DPD) m the previcus 4 weeks:
Antiviral antiherpetic nucleoznides agents (e.g. brrvudine, sortvodine and their analogues) or Uracil.

*  Dihvdropvrimidme dehydrogenaze (DPDY) deficiancy defined as a plasma wracil level of = 16 ng/ml..

# Treatment with a not recommendead and confraindicated madication as per Ancotil® SmPC within 2 weeks
bafore the first admimstration of IP.

* A major illness during the 3 months before commencement of the scresming period.

*  History of hypersansttivity or allergy to the IP, its excipients or amy related medication.

*  History of bronchizl asthma or anv other bronchespastic dizsaze.

*  History of convulsions.

= History of porphyna.

*  Ealevant histery or laberatory or clinical findings indicative of acute or chronic dissaze, likely to influence
studyv outcome or patient safaty, in the opimon of mvestigator.

*  Tetal balirokm above the normal range; tranzamimaze: (alanme amimotransfaraze [ALT] and azpartate
aminotransferasa [AST]) deviating 153% or more above the upper limit of nommal (ULN}), = 1.15 = TULH.

*  Donation or lozs of blood equal o or exceeding 300 mL during the 3 weesks before the first admmistration of
IF.

*  Rasting pulse of > 100 beatz par minute or < 40 beats per minute during the sereening pericd, aither supins or
standing.

*  Positive testing for human mmunodeficiancy virus (HIV), hepatitiz B and/or hepatitiz C.

*  Pozifive urine screen for drugs of zbuse. In caze of 2 positive result the urine screen for drugs of abuss may
be repeated once at the dizcretion of the mvestizator.

*  Hemoglobm count deviating more than 10% of the lower limuit of normal.

*  Vains unzuitable for venous blood collection.

+  Dhfficulty m swallowing.

¢ Estimated Glomerular Filtration Rate (2GFE < 90 mL /min /1.73m") using the Chronic Kidnev Dissase
Epidemiclosy Collaboration (CED-EPI) eguation.

*  Female subjects who plan fo procreate within 1 month after IP administration, or who are net willing to
practice effective meathods of contracephion from screening and for at least 1| month after the last dose of [P

*  Nlzle subjects who plan to procrezte withm 12 weeks (3 months) after the last dose of TP or who are not
willing to practice effactrve forme of contraception during the study and for af laast 3 monthe, after the last
doze of IP.

*  Anv safefy concern with regards to the active meredient (flucytosine) and as per the Ancotl™ SmPC.
Vulnerzble subjects, e.2., persens in detenfion.

Employesas or close relatives of the contract rezearch orzanization, the spenser, 3" party vendors or affiliates
of the above-menticnad parties.

Study Duration

The study will include 2 screenimg period of 21 days. The duration of this study 15 expected to be appresmately
16 to 30 days per subject (excluding the screening period}. The actual overall study duration and study recrurtment
fime may vary.

In housze Stay
In sach of the fwo treatment periods subjects will ba admitted to the studv center on Day -1 and will remain in the
study center for at least 43 hours after dosing.




Pharmacokinetic Sampling Times

Pharmacokinetic blood zamples for flucyvtosine and 3-FU analyzas will be collactad at the following time points: at
pre-doze () hours) and at 30 minutes, 1 hour, 2 hours, 3 hours, 4 hours, § hours, 7 hours, 8 hours, 10 hours, 12 hours,
158 hours, 20 hours, 24 hours, 30 hours, 36 hours and 48 hours post-doza (total: 17 samplez per freatment peniod, 2
total of 34 samples for the entire study). The collection of PE blood samples takes precedsnce over other
azzezzments at 2 scheduled time point.

Interim Safety analyzis of PE zamples: Flueytozme and 3-FU concentrations will be analrzed using PE zamplaz
from all subjects at selected fime points in Treatment Period 1 for szafety reasons: at pre-dose (0 hours) and at
30 minutes, 1 hour, 3 hours, 4 hours, & hours, E hours, 12 hours, 16 hours, 24 hours, 36 hours and 43 hours post-doze

(total: 12 samplas).

Blood Volume

The total blood volome fo be collected from each subject during the study 1z about 135 ml. {repeat laboratory
mvestigations ara not inclodad), which 1= lass than the volume given as 2 single donztion at the South African Blood
Transfusion Servica (1.e., 430 mL).

Study Population

The study pepulation will consist of healthy male and female subjects, 18 to 33 vears old with a body mass not less
than 30 kz for males and 31 ke for females and a body mass index (BMI) of 18.3 to 30 ke/m® (both inclusive).
Subjects who meet all the mcluzion criteriz and none of the exclusion criferia will be conzsidered elizible fo
participate i the study.

Investigational Products
Referemce Product (Treatment A)

{reneric name: Fluextosine

Trade name: Ancotil® -

Dozage form and sfrength: 300 me IR tablets

Study dose: 300 mg (b.id. dose: 3 x 300 mz [ hours] and

3= 300 mg [& hours]) under fed condifions

On prefile davs subgects will recerye 2 high-fat,
high-calorie meal prior to sach dosing.

F.oute of adminiztration: Oral

MNanufactursr: ICH Polfs Bzeszow 5.4

ul. Przamyslowa 2
35-93% Ezeszow

Poland
Country of ornsmn: Poland
Marketing Autherization Holder Livlan Mediczl SAS (France)
Test Product” (Treatment B)
{(Zensric name: Flucytosine
Dozage form and strength: Bottle of 3000 mgz 3F pelletz
Studv dose- G000 me (single dosa: 2 x 3000 me [0 hours]) undar

fiad conditions

On profile days subjects will receive a high-fat,
high-czalorie meal prior to dozins.




F.oute of adminiztration: Oiral

Manufacturer: Viatns (previously known as Mylan)
Country of origin: India

Analvtes

Flucytozine and matabolite, 3-flocrourzeil (3-F1U7)

Sample Size

Baszed on available information on IR and 2R flucytosine, it iz estimated that up to 36 eligible subjacts wall be
entered mto the study to complete the study with at least 20 evaluable subjacts.

Sampls size consideration:z zre drrven by the primary pharmacokinetic evaluztion and the planned comparizon
betwaen the test and reference treatments.

Azzuming the intra-subject coefficient of variation (CV) beins no mora than 28%, with 30 subjacts 1n total (1.2,
15 subjects per sequenca), a crossover design will have 30% power to reject both the null kypothesis that the ratio
of the test mean to the standard mean 15 below 0.8 and the null hypothesziz that the ratio of the test mean fo the
standard mean 12 above 1.25; 1.2, that the test and standard are not equivalent, 1 fzvor of the alternzative hypothesis
that the means of the two treatments are sgurvalent, aszuming that the expected rafio of means 1z 1, the crozzover
AMNOVA \-'E (in zcale) 15 0.28 (the SD differances, ofln scala) 1z 0.396), that data will be analvzed mn the natural
log scale uzing t-tests for differences 1n means and that each t-test iz mads at the 3% level CV will be calculated
with the ANOVA fnal analvaiz. IF the test 12 siznificant, the power of the analvaiz will be re-calenlatad bazed the
final outputted CWV% aszuming the same imitizl dasign charactaristics (type 1 arror, null hyvpothesis, alternative
hvpothesis).

Options for sample size are presented in the table belew for different scenanos of within-subject CWV5%.

Options for zample Size Bazed on Different Scenarioz of Within-zubject Coefficients of Variation

Within-zubject coefficient of variation (CV%) 0% 12% 150 13% 0%
Fequirad zample size 14 20 24 30 34
Sample zsize for enrolment, to zccount for pozsibla 20 24 23 k1. 40
drop-cuts/ withdrawals

Sample zizes for enrolment are increased by approximately 13% to account for possible drop-oute/withdrawals.
Subjects who withdraw or are withdrawn from the study will not be replaced, unlass fewer complete the study than
the eztimated number of evaluable subjects (1.2, 300,

Statiztical Analyziz

Randemization:

A randomuization scheduls will be providad by Biostatistics. The randomization schedule will be genarated utilizing
the PROC PLAN procedure of SAS" software or appropriate sgurvalent.

Pharmacokineric population and analvzis:

All subjects who complate the PK zampling in both pericds, and for whom primary PK parameters can be caleulated

for both treatment perieds and who have no major protoce] deviations thought to mpact the analyeis of the PK data
will be included in the statistical PK analvsizs of the study.

Felative bicavaillability of the test and reference products will be aszeszed on the basiz of the 50% confidence
mitervals (Clz) for estimates of the gecmetric mean rafios: betwesn the primary PE parameterz of the test and
reference products for flucytosine.

Fesultz for 3-FU will sarve as supportive data only.

Sofery popularion and analysiz:

All subjects who recarved at least one doze of IP will be included in the safety anakvsiz of the study.

Safety data will be listed a5 deseribed in the statistical analysis plan.




Damographic characteristics and AEs will be summarized by treatment sroup.

Interim safery analvsis:

An mmterim safety analvsiz will be performed on safety data and on the PK samples at selected time pointz after all
subjects have complated PE sampling in Treatment Pariod 1. Twelve PKE sample: par subject will be analvzed for
flucvtosine and 3-F1 as part of the safety evaluation and will ba reviewed b the DMC bafore subjects may confinune
fo Treztment Pariod 2. Diata that will be cellected/reviewed by the DMC for this safety analvsis will be flucytosine
and 5-FU plasmz concentrations, tme of IF administration, time of PE blood sampling, safety data (1.2, AEs,
laboratory test results) and subject number. The PE paramesters Co... towe. AUC, and AUC .z will be
caleulated. Mo formal statistical fest will be performed and therefore thers will be ne impact on the overall risk
alpha level of the study.

Exploratory analysis:

Acceptability and palatabilitv analyvzes will be performed i subjects in the safety pepulation who have received
the test proeduct. Fesults (scores) obfained from the Investizator and parficipant questionnaires, respectively, will
be presented zz indicated 1 the SAP.




