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Introduction Methods Results

Subjects:

: : : : - Stu d_y Desi 9 n_ _ _ A total of 25 subjects were anticipated to complete the study. A total of 14 subjects participated
Teriflunomide Is an oral disease modlfylng therapy This was a single-center, two-period, two-treatment, single-sequence, in the study before futility analysis confirmed the need for discontinuation. Of these 14, 10
: - PK interaction stud subjects completed the study into the washout phase. One subject was removed due to a
approv_ed for the treatment Of relapsmg fO”T:IS 01_: mumple Healthy, non-smoki)rllg volunteers ages 18-45 who met the inclusion moderate teriflunomide AE and 3 subjects were lost to follow-up shortly after beginning the
sclerosis. It works by selectively and reversibly inhibiting criteria were treated with teriflunomide for 14 days, followed by a rapid . washouli ph?se. The subjects’ baseline characteristics are summarized in Table 1.
: : : L. : : : ’ : armacokinetics:
dlhydroorotate dehydrogenase, which results In the _e|lr|;1_lna’[I02 procedure with colestipol HCL for 15 days, as detailed below Mean plasma teriflumomide concentration was 17.95 pg/ml at Day 22, 9.36 ug/ml at Day 28
: : : : : N Figure 1. ug/ml, 2.01 pg/ml at Day 40, and 1.31 pg/ml at Day 50, displaying a mean percent decrease
impairment of prqllferathn O_f Stlm_UIated TandB _ Percentile changes of teriflunomide concentrations at each PK time of plasma teriflunomide concentration by 96% (Figure 2 and Table 2).
lymphocytes. Teriflunomide is rapidly absorbed, highly- point following administration of colestipol HCL tablets were monitored To ensure complete elimination of teriflunomide after AEP, all subjects who did not meet
: : : : : complete elimination criteria received cholestyramine to achieve plasma teriflunomide
protein-bound and involved In enterohepatic recycling, _ _ _ concentrations of < 0.02ug/ml.
which contributes to its long median terminal half-life. Figure 1: Study Design Overview W

A summary of terifflunomide and colestipol HCL related AEs is shown in Table 3.

This results In slow elimination from plasma, which on . Sereening/Baseline visi ~ None of the patients experienced serious adverse events (SAE).
= e Inclusion/exclusion criteria and informed consen ackaroun emoara review imoortance o Oﬂe SUbJeCt was Wlthdrawn from the StUdy eal’ly due tO a mOderate terlf|un0mlde AE
average takes 6-8 months, though it can take up to 2 atherence. o on criieria and informed consent, background demography. portance of Ny - - |
ears gfor lasma Concentrationsgto reach a minienum StepOne . P?'?'Si?a' Exam(PE)/Vitals (Pulse, temperature, height/weight, blood pressure) gr;?s}ir;m?rs ?ods\tNt?)Sf(grlleo?/t/e-SpW:r?dA;tE Ea\r/]VI:]f(I)tC E(e)lggmramm;geif they completed washout or if
Iy I ( O 82 / I) Th I I | t b » Baseline and Safety Labs (see below) ) their AES were resolved
evel (<0.02ug/ml). This slow elimination can become
prOblemath |n Certaln CllnICal SltuatIOnS, SUCh a.S In o Administration of_te_riflur!omide Io-ading dpse of.70mg/day, for 3 days A Figure2. Linear plot of the Mean Teriflunomide Levels (ug/ml) Eﬁﬂ;i%ﬁ%g?:&fﬁﬁ%irz;
females who become pregnant or plan to become e 3ffﬁ!?V%Ziobkymae‘i{?;”('S&";“L,‘i;‘o‘j eifunomide mainenane dose of 14mgidey for 11 cay 40 Concenuaono erfuromide
pregnant while on teriflunomide, due to potential roapig | © POV AGNEIENGE, WIS, S AES Y ”
teratogenic effects. In these clinical settings an N
. . . . _ _ I ’—g o5 Day 8 (Study day 22) 51%
accelerated elimination procedure (AEP) Is ? AEP with colestipol HCL 8g BID for 15 days 5
.. : 00d araws = 20 Day 14 (study day 28 75%
recommended. Currently, oral administration of Step Three  Revew adherence, utals, labs, AEs 3 e
. . . . (Study Days 15-50) ’ 9 15 Day 26 (Study Day 40) 95%
cholestyramine or activated charcoal is available. - : o
. . = 10 Day 36 (Study Day 50) 96%
However, these agents are restricted by side effects and E A
limited routes and frequencies of dosing. One possible o | ]
_ _ _ _ _ _ Pharmacokinetic Evaluation i
alternatlve IS COIeStlpOI hydrOChlorlde (HCL), a blle aCId Blood was Samp|ed throughout the Study to determine p|a3ma teriflunomide Day 11/ Visit 2 Day 18/ Visit 3 Day 22/ Visit 4 Day 28/ Visit5 Day 40/ visit 7 Day 50/Visit 8
sequestrant similar to cholestyramine. Colestipol HCL concentrations frestment b2y

Assess for decreasing trend of the teriflunomide concentrations over Day 22, Day

has the potential to exert similar effects on unbound 28, Day 40 and r?ggigt% (study protocol %g?ded after completion of 5 subjects to : : :

teriflunomide, with pOtentiaI advantages In ease of If plasma teriflunomide concentration was >0.02ug/ml at the end of AEP, subjects ConCIUSIOn/DISCUSSIOn

administration and less frequent dosing. This study {gﬁfelhlneglr:iggl%gtr)]/égmirr;%grﬁ%nstgroe.%éi@?%ﬁ day as precautionary measures unti Administration of colestipol HCL for 15 days was sufficient to reduce plasma teriflunomide

aimed to investigate cholestipol HCL as an alternative to Safety Monitoring STMGEMIEIENS 9} €N eVEEgl Of = S5

cholestyramine for the elimination of teriflunomide. gyg]&gﬁzrﬁezgéng/rgﬁgng;?g\é%saet ee\éec:?]tsévgltt?gt?grgcgncl‘igrigg:elasbuolt)rjaelt(c:)tg, Jital signs Despite the amendment of the protocol to include extended follow-up time of teriflunomde PK
(pulse, temperature, height/weight, blood pressure), physical exam and body weight ISeJ/bejIesC,tgf)lestlpol HCL was not able to completely eliminate teiflunomide in the majority of

A Data Safety Monitoring Physician (DSMP) reviewed the data for the first 5 patients

to confirm safety parameters. The DSMP also reviewed all charts at the conclusion _ _ . . . .
of each subject’s participation. AEs experienced by subjects were consistent with known AEs related to both teriflunomide

and colestipol HCL, with the vast majority being reported as mild in nature.

Objectives

;ﬁl(ajlesjbiacfel)h;ﬁ;;rg;ahcitcesnsucs Table 3. Summary of Adverse Events(AEs) Althoggh colestipol HCL did qot completely eli!‘ninat_e teriflunomide with th_e same
Terifiunomide, [Colestipol HCL, effectiveness as cholestyramine, for some patients it may offer an alternative method for
All (N=14) n=14 N=13 accelerated elimination of teriflunomide with potentially improved tolerability, a more favorable
: : : : : Total 9 16 administration and dosing option, as compared to cholestyramine or activated charcoal.
Primary ObJeCtlve Secondary ObJ ectives Age, yr (mean+SD) 245+7.9 |ntensity of AE, n(%) However, given that colestipol HCL did not completely eliminate teriflunomide with the same
Mild 8(89) 16(100) effectiveness as cholestyramine or activated charcoal, caution should be exercised if needed
Male, n (%) 10(71) Moderate 1 (11) 0 (0) for certain circumstances (ie. rapid elimination due to pregnancy while on teriflunomide) and
* To determine if colestipol HCL * To collect information on the Severe 0 (0) 0 (0) the use of cholestyramine or activated charcoal should be strongly considered.
tablets can accelerate the pattern of side effects with use of Female, n (%) 4(29)
elimination of teriflunomide. colestipol HCL after teriflunomide | | : AE type, n (%)
administration, and to determine Caucasian/white, n (%) 7(50) Upper Respiratory Refe re N CeS
the best duration of therapy Hispanic, n (%) 4(29) Infection 3(33) 1 (6)
needed for adequate elimination | Constipation 0(0) 3(19) 5. Millr A Turpauit S, Manguy-vacheron Francoise. Rapid Elinination prooedare of terflnomide with oholedtyramine of acivatad charcoal, Poster session pesented as works i
Black 2(14) Diarrhea 3 (33) 1 (6) gg)r?gizz;rg:ourth Cooperative Meeting of the Consortium of Multiple Sclerosis Centers and Americas Committee for Treatment and Research in Multiple Sclerosis; 2012 May 30-Jun 2;
Nausea 2(22) 7(44) 3. Insull W Jr, et al. The effects of colestipol tablets compared with colestipol granules on plasma cholesterol and other lipids in moderately hypercholesterolemic patients. Atherosclerosis
_ ) 1995 Jan 20; 112 (2): 223-35.
Asian 1(7) /I:bdotg"”a' discomfort 828; 31((1;) 5. Lunven, o al Invesigatio of the affecivencs and tlerabityof colesevelam HCL for abeeleraied Eimination of erflunomide i tathy subjects, Presened al CMSC. May2?-20, 2015,
eartourn
BMI, mean (SD) 23927 Transaminitis 1(11) 0 (0)
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