Tr’e atm e nt Rete nti O n a n d Introd uction Table 1. PREFERMS patient demographic and baseline characteristics, grouped by treatment history Figure 3. Patient-reported satisfaction with randomized treatment, grouped by treatment history

_ _ L _ o _ _ , _ Characteristic Overall (n=875) Treatment-naive (n=404) Previously treated (n=471)
* Various first-line injectable disease-modifying therapies (iDMTs) are available for relapsing forms of : : : : : : : : : B Fingolimod 0.5 m
. . = = tole scl < (RMS). includi ot tate. interf 1 d interf 1b Fingolimod iDMT Fingolimod iDMT Fingolimod iDMT g -2 Mg
Satlsfa Ctl O n I n Patl e nts m.u |p.e sclerosis ( | ), inclu !ng glatiramer acetate, |n1 e er_on B-1a and inte .eron. B- | (n=436) (n=439) (n=213) (n=191) (n=223) (n=243) 100 o iDMT
. Flngoll.moc_l 0.5 mg is a once-daily orgl therapy.for RMS," and is approved as a first-line therapy in many Age, years 41.5 (10.8) 41.9 (10.4) 39.5 (10.6) 40.1 (10.8) 43.4 (10.8) 43.2 (9.9)
R - F - I - countries, including the USA, Australia and Switzerland Sex, n (%)
a n d O m |Zed tO I n g O I m Od O r > However, in clinical practice fingolimod is often prescribed as a second-line therapy Ma,le 125 (28.7) 110 (25.1) 68 (31.9) 46 (24.1) 57 (25.6) 64 (25.8) . *
. . . . * PREFERMS was a 12-month, Phase 4, randomized, active-controlled, open-label study that demonstrated Female 311 (71.3) 329 (74.9) 145 (68.1) 145 (75.9) 166 (74.4) 184 (74.2) = 80 - *
I nj e Cta b I e D IS ease -M Od Ifyl n g that treatment retention and medication satisfaction were higher with fingolimod than with iDMTs in patients Race, n (%) £33
with RMS2 Caucasian 355 (81.4) 355 (80.9) 167 (78.4) 153 (80.1) 188 (84.3) 202 (81.5) %Z
T h e ra i es i n P R E F E RMS _ * At enrollment, approximately half the patients in PREFERMS were treatment-naive and the remainder had E\ESE 6? 852;3) 7? 2(1)62;1) 3? 287553) 3:' 875?) 31 ((1)3'9) 38 (85'3) E -% 60 -
p _ been previously treated with one class of iDMT Native American 1(0.2) 1(0.2) 1(0.5) 1(0.5) 0 0 o g
- > This affords the opportunity to examine the impact of previous treatment status on treatment retention, Pacific Islander 0 2 (0.5) 0 0 0 2 (0.8) I §
Effe Ct Of P reVI O U S Tre atm e nt medication satisfaction and adverse events (AEs) in patients prescribed oral fingolimod or iDMTs Other 10 (2.3) 8 (1.8) 6 (2.8) 2 (1.0) 4 (1.8) 6 (2.4) G = 40 -
> Understanding the impact of previous treatment could help inform treatment decision-making in Height, cm 168.5 (9.0) 167.5 (10.1) 169.1 (9.6) 167.6 (9.7) 167.8 (8.3) 167.4 (10.4) Is “E’
early disease stages Weight, kg 82.9 (20.1) 83.6 (22.3) 84.2 (20.3) 83.3 (22.3) 81.7 (19.9) 83.8 (22.4) ’é s
. BMI, kg/m? 29.2 (6.7) 29.8 (7.6) 29.5 (7.0) 29.6 (7.3) 28.9 (6.4) 29.9 (7.8) e =
Florian P Thomas’2. Samuel F Hunter? Obijective Duration of MS since n=434 n=434 n=212 n=191 n=222 n=243 20 -
4 g 4 g A _ { of _ ront { status (treat i _ y treated). ont domized diagnosis, years 4.4 (6.7) 4.2 (5.9) 1.7 (4.9) 1.9 (4.8) 7.0 (7.1) 6.0 (6.1)
= = = * Assess impact of previous treatment status (treatment-naive or previously treated), in patients randomize Duration of MS since first N=434 =434 =212 =191 =229 1=243
Xlangyl Meng ) LGSIey SChOfleld ) to oral fingolimod or iDMTs in PREFERMS, on treatment retention, medication satisfaction and AEs symptoms, years 7.3(8.2) 7.2(7.7) 4.8 (6.6) 5.6 (7.5) 9.6 (8.9) 8.5 (7.5) |
4 i 4 Number of rela ' = = = = = = )
pses in the past year n=430 n=436 n=208 n=188 n=222 n=248 . .
SCOtt KO I Od ny ) N ad Ia Te nen ba um ) Meth st 0.6 (1.0) 0.6 (0.9) 0.5(0.9) 0.5(1.0) 0.7 (1.0) 0.6 (0.9) Overall Treatment-naive Previously treated
S Number of relapses in the n=430 n=436 n=208 n=188 n=222 n=248
: *p<0.0001
B ru ce AC C ree ) O n be h a If Of th e StUdy dGSlgn past 2 years 0.9 (1.5) 0.9 (1.4) 0.6 (1.3) 0.5 (1.2) 1.2 (1.6) 1.1 (1.9) .F?J” analysis set. Treatment satisfaction was defined as a score of 25 on the Medication Satisfaction Questionnaire
P RE F E RMS i nVGSti ato rs * PREFERMS was conducted at 117 sites in the USA (Figure 1) Normalized brain volume, cm? n=431 n=412 n=210 n=183 n=221 n=229 IDMT, injectable disease-modifying therapy
g * Primary endpoint was retention on randomized treatment over 12 months 1521.4 (83.9) 1511.2 (90.5) 1533.8 (82.4) 1528.1 (81.1) 1509.6 (83.8) 1497.7 (95.4)
- Secondary endpoints included medication satisfaction (measured using the Medication Satisfaction Number of Gd+ lesions n=429 n=414 n=209 n=182 n=220 n=232 * Retention rates over 12 months were higher for fingolimod than for iDMTs (Figure 2)
1 - - Questionnaire [MSQ]), reasons for treatment discontinuation, and occurrence of AEs overall and AEs 1.1(3.7) 0.9 (3.0) 1.6 (4.8) 1.3 (4.1) 0.6 (2.1) 0.5 (1.8) . Overall: fingolimod. 81.3% (n/N=352/433): iDMT, 29.2% (n/N=125/428): p<0.0001
HaCkensaCk Merldlan SChOOI Of Med|C|ne at SetOn Ha" leading to study discontinuation Randomized set..Data.are mean (SD) urjless sta.ted. otherwise | o | | N N - Treatment-naive: fingolimod, 78.7% (n/N=166/211); DMT, 38.1% (n/N=72/1 89); 0<0.0001
. . 2 . . ] ] Ny ] , ] BMI, body mass index; Gd+, gadolinium-enhancing; iDMT, injectable disease-modifying therapy; MS, multiple sclerosis; SD, standard deviation
UnlverS|ty, South Orange, NJ, USA; Hackensack Unlver3|ty * Enrolled patients were either treatment-naive or had previously received only one class of iDMT > Previously treated: fingolimod, 83.8% (n/N=186/222); iDMT, 22.2% (n/N=53/239); p<0.0001
Medical Center, Hackensack, NJ, USA; *Advanced I(:?I?tlreimer acetat:, |n’Ferf§rc;n1B-t1 af.or |n|’Ferfedrc())n5B-1b/L octed IDMT and ob 4 auarter = » Retent domized treatment 4 by treatment hist * Most patients (58.5%) randomized to an iDMT switched treatment; only 6.2% of patients on fingolimod
. . . . * Patients were randomized (1:1) to fingolimod 0.5 mg/day or a preselected i and observed quarter igure 2. Retention on randomized treatment, groupe reatment histo - -
Neurosciences Institute, Franklin, TN, USA; “Novartis cver 19 months {:1)toing SEAOrap AR J Jrotpe ™y Y switched to an iDMT (Table 2)
- : . > Most patients switching from an iDMT did so for injection-related reasons (Table 2)
Pharmaceuticals Corporation, East Hanover, NJ, USA . Pati i i i i e i i i i - inqoli i - < . o g
: _ _ P ’ _ ’ y ’ Patients previously treated with an iIDMT received an alternative iDMT class if randomized to iDMT Treatment history o Fingolimod, ) IDMT, Betweer:-gro%p difference, p value Outcome favors iDMT Outcome favors fingolimod . Similar trends were observed irrespective of previous treatment status (Table 2)
UCSF Weill Institute for Neurosciences, Department * One treatment switch was allowed for any reason after 3 months, although patients could switch earlier for /o retained (n/N) % retained (n/N) /0 (95% Cl) o L .
! . ! : . . | | * Atrend favoring fingolimod was observed for treatment satisfaction, regardless of previous treatment
of Neurology, University of California San Francisco, efficacy or safety reasons Overall 81.3 (352/433) 29.2 (125/428) 52.1 (46.4-57.8) <0.0001 —@— status (Figure 3)
San Francisco, CA, USA > Overall: fingolimod, 77.4% (n/N=333/430); iDMT, 47.4% (n/N=200/422); p<0.0001
Figure 1. PREFERMS study design _nai | | _ 7-49 0001 o— ! ! ’ ’
J y oesl Treatment-naive r8.7 (166/211) 58.1(72/189) 40.6/(31.7-49.4) <0.000 - Treatment-naive: fingolimod, 75.1% (n/N=157/209); iDMT, 49.2% (n/N=93/189); p<0.000"
Prerandomization period Open-label treatment period Previously treated ~ 83.8 (186/222) 22.2 (53/239) 61.6 (54.5-68.8) <0.0001 — & » Previously treated: fingolimod, 79.6% (n/N=176/221); IDMT, 45.9% (n/N=107/233); p<0.0001
1.0 0.0 1.0 * AE rates were lower with fingolimod than with iDMTs, regardless of previous treatment status
: Screening : Baseline : : Between-group differences (95% CI) > Quverall: fingolimod, 4.008 per patient-year (n/N=394/433; exposure, 98.3 years); iDMT, 7.011 per
iod | iod | | | | | | - o | patient-year (n/N=355/428; exposure, 50.7 years)
| perio perio Fingo”mod 05 mg | Full analysis set. Retention analyzed using a Cochran—Mantel-Haenszel test adjusted for treatment. Between-group differences assessed by normal approximation using continuity correction . _ . _ _
| | I | Cl, confidence interval; iDMT, injectable disease-modifying therapy > Treatment-naive: fingolimod, 3.902 per patient-year (n/N=189/211; exposure, 48.4 years); iDMT,
: : : 7.606 per patient-year (n/N=167/189; exposure, 22.0 years)
, > Previously treated: fingolimod, 4.110 per patient-year (n/N=205/222; exposure, 49.9 years); iDMT,
: : | : Table 2. Reasons for discontinuation of randomized treatment in PREFERMS, grouped by treatment history 6.555 per patient-year (n/N=188/239; exposure, 28.7 years)
| | IDMT Reason for discontinuing Overall (N=875) Treatment-naive (n=404) Previously treated (n=471) ° Rates of ,tAEstIeadltngt tf[) stu_?ybcilsgontmuatlon were lower for fingolimod than for iDMTs, regardless of
| | | | randomized treatment, n (%) Fingolimod iDMT Fingolimod iDMT Fingolimod iDMT previous treatment status (Table 3) |
| 4 weeks . Day0 Days 1-336/12 months | - - =21 =191 =293 n=248 - Overall: fingolimod, 9.2% (n/N=40/433): iDMT, 23.4% (n/N=100/428)
| + 7 days | | (visits at months 1, 3, 6, 9 and 12) | (n=436) (n=439) (n=213) (n ) (n ) ( )
+ , 9, 0, Overall? 27 (6.2) 257 (58.5) 16 (7.5) 101 (52.9) 11 (4.9) 156 (62.9) > Treatment-naive: fingolimod, 9.5% (n/N=20/211); iDMT, 24.3% (n/N=46/189)
| | | |
! ! ! ! Injection-site reaction® 0 (0.0) 61 (13.9) 0 (0.0) 25 (13.1) 0 (0.0) 36 (14.5) > Previously treated: fingolimod, 9.0% (n/N=20/222); iDMT, 22.6% (n/N=54/239)
Flu-like symptoms® 0 (0.0) 34 (7.7) 0 (0.0) 10 (5.2) 0 (0.0) 24 (9.7) * Rates of AEs leading to study discontinuation in patients grouped according to treatment history were
Inconvenient administration® 0 (0.0) 33 (7.5) 0 (0.0) 10 (5.2) 0 (0.0) 23 (9.3) generally consistent with the overall fingolimod and iDMT groups (Table 3)
Frequency of injections® 0 (0.0) 29 (6.6) 0 (0.0) 10 (5.2) 0 (0.0) 19 (7.7)
Randomization (1:1) Needle phobia® 0 (0.0) 13 (3.0) 0 (0.0) 5 (2.6) 0 (0.0) 8 (3.2) CO“C' USIONS
Patients were allowed one switch from randomized treatment I(jccurrencefc;f relapse fivit MR g ((1)'(1)) 164 (13;12) 5 (8'3) 2 (411'2) g’ ((1).3) g (?':) °* |In PREFERMS, compared with iDMTs, fingolimod was associated with greater treatment retention and
E:gzg: ]fg; zmgﬂ jf3”_”102”mﬁnfﬁ;‘?tga?;teﬁ;zgc erabilty o comvenionce FeSence OT disease activity on (0.0) (14) (0.0) (1.6) (0.0) (1.2) satisfaction rates and lower rates of AEs leading to drug discontinuation in both previously treated and
iIDMT, injectable disease-modifyiné theray|;>y g ’ Depre_SSK_)n 1(0.2) 4(0.9) 1(0.5) 1(0.5) 0(0.0) 3(1.2) treatment-naive patients
Hepatic side effects 7 (1.6) 3(0.7) 6 (2.8) 2 (1.0) 1(0.4) 1(0.4) * Benefits of initiating fingolimod were independent of previous treatment status
Spasticity 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.4)
Analyses Lipoatrophy 0 (0.0) 1(0.2) 0 (0.0) 1(0.5) 0 (0.0) 0 (0.0) References
* Qutcomes evaluated were: Macular edema 1(0.2) 0 (0.0) 1(0.9) 0 (0.0) 0 (0.0) 0 (0.0) 1. Novartis Pharmaceuticals Corporation. Prescribing information. Gilenya®. 2016. Available from: https://www.pharma.us.novartis.com/product/
o Retention rates Other 13 (30) 58 (132) 6 (28) 26 (136) V4 (31) 32 (129) pi/pdf/gilenya.pdf (Accessed March 23, 2018).
2. Cree B, et al. Neurology 2016;86(Suppl. 16):P3.115.
= Treatment satisfaction (defined as percentage of patients with an MSQ score =5 on the 7-point Likert Randomized set. Data are n (%). Data shown are the primary reasons for discontinuation o o8 =, o TIeHrohgy (Suppl. 16
| tient f “somewhat satisfied”. “satisfied” or “verv satisfied” Combined]) aTv.vo patients discontinuing th.eir rar?do.mized iDMT opted to switch to an alternative iDMT, the remainder switched to fingolimod
Scale [pa lent responses or 'so ’ ry °Injection-related reason for discontinuing randomized treatment ACknOWIngments
> Reasons for discontinuation of randomized treatment iIDMT, injectable disease-modifying therapy; MRI, magnetic resonance imaging
_ _ _ Editorial support was provided by Oxford PharmaGenesis, Oxford, UK, which was funded by Novartis Pharmaceuticals Corporation. The final
> AEs leading to study discontinuation responsibility for the content lies with the authors
* Post hoc analyses were stratified according to treatment history (treatment-naive or previously treated) Table 3. PREFERMS AEs causing study discontinuation, grouped by treatment history Discl r
> Analyses (_)f retention anc_l treatment satisfaction were conducted gt end of randomized treatment in the AEs causing study discontinuation Overall (n=861) Treatment-naive (n=400) Previously treated (n=461) .SC osures | |
full analysis set (FAS) using a Gochran-Mantel-Haenszel test adjusted for reatmen (2% of patints in any group) Fingolimoc Fingolimoc Fingolimoc e e e ™
* Rates of AEs Ieading to StUdy discontinuation were reported for the Safety set in the randomized (n=433) (n=428) (n=211) (n=189) ("=222) (n=239) Pharmaceuticals, lg\Jlovartis, Osmoitica, RochglpGenentech, Sanofi Genzymg and Teva Neuroscience. XiangyipMeng,’LesIey,Scr}:ofield, Scott
treatment phase System organ class; preferred term n (%) Rate n (%) Rate n (%) Rate n (%) Rate n (%) Rate n (%) Rate Kolodny and Nadia Tenenbaum are employees of Novartis Pharmaceuticals Corporation. Bruce AC Cree has received consulting fees from
* Analyses were for hypothesis generation because the study was not powered to detect treatment effects in (n/py) (n/py) (n/py) (n/py) (n/py) (n/py) AbbVie, Biogen, EMD Serono, GeNeuro, Novartis and Sanofi Genzyme
subgroups of patients; p values are for comparison only Any AE 40 (9.2) 0.112 100 (23.4) 0.540 20 (9.5) 0.117 46 (24.3) 0.488 20 (9.0) 0.108 54 (22.6) 0.595 © 2018 Novartis Pharmaceuticals Corporation
* No adjustment was made for multiple comparisons General and administration site 4 (0.9) 0.011 79 (18.5) 0.420 3(1.4) 0.017 34 (18.0) 0.352 1 (0.5) 0.005 45 (18.8) 0.492 Poster presented at the 2018 Annual Meeting of the Consortium of Multiple Sclerosis Centers (CMSC), May 30-June 2, 2018, Nashville,
Injection-site reaction 0 (0.0) 0.000 26 (6.1) 0.131 0 (0.0) 0.000 14 (7.4) 0.138 0 (0.0) 0.000 12 (5.0) 0.124 TN, USA
Results Flu-like illness 1(0.2) 0.003 19 (4.4) 0.096 1(0.5) 0.006 8 (4.2) 0.079 0 (0.0) 0.000 11 (4.6) 0.114 This study was sponsored by Novartis Pharmaceuticals Corporation, USA
. 875 pationt domized. and 861 (98 4 - duded in the FAS (findolimod. ned33 Injection-site pain 0 (0.0) 0.000 18 (4.2) 0.091 0 (0.0) 0.000 7 (3.7) 0.069 0 (0.0) 0.000 11 (4.6) 0.114
iDMﬁ: f:fz;‘;ere randomized, an (98.4%) were included in the FAS (fingolimod, n=433; Fatigue 0 (0.0) 0.000 9 (2.1) 0.045 0 (0.0) 0.000 4(2.1) 0.039 0 (0.0) 0.000 5(2.1) 0.051
At baseline. 404 oationts (46,29 emtmentaive and 471 (53 8%\ had beon treated with Injection-site erythema 0 (0.0) 0.000 7 (16) 0.035 0 (0.0) 0.000 5 (2.6) 0.049 0 (0.0) 0.000 2 (0.8) 0.020 DOWNEOADTHIS FOS TER ANDVIEW VIBEGIOE EREFERMS ERINARCDATA
clas:Soef IigeMT patients (46.2%) were treatment-naive an (53.8%) had been treated with one Musculoskeletal and connective tissue 2 (0.5) 0.006 8 (1.9) 0.040 1(0.5) 0.006 2(1.1) 0.019 1(0.5) 0.005 6 (2.5) 0.062 Scan QR code to download this poster and view videos of PREFERMS primary data.
_ Also available at:
N _ _ . e _ Myalgia 1(0.2) 0.003 6(1.4) 0.030 0 (0.0) 0.000 1(0.5) 0.010 1(0.5) 0.005 5(2.1) 0.051 http:/inovartis.medicalcongressposters.com/Default.aspx?doc=3eac3
Eft:g?gl;zzh('.:faf;g :);ase“ne characteristics were generally similar in the overall population and Nervous system 6 (1.4) 0.017 11 (2.6) 0.055 3 (1.4) 0.017 6 (3.2) 0.059 3 (1.4) 0.016 5 (2.1) 0.051 And via Toxt Message (SHIS)
. . . . . Headache 2 (0.5) 0.006 8 (1.9) 0.040 2 (0.9) 0.012 3 (1.6) 0.029 0 (0.0) 0.000 5(2.1) 0.051 Ig_xgﬁggj\c?’ Copies of this poster obtained through the QR
o i} : : (86682) US only _
Compéred with pa_tlen.ts previously treated, Itlreatmf-mt naive patients had: Psychiatric 0 (0.0) 0.000 15 (3.5) 0.075 0 (0.0) 0.000 6 (3.2) 0.059 0 (0.0) 0.000 9 (3.8) 0.092 +18324604729 North, Central and South Americas; <Q“l:<;keEﬁfypggge%ggdneofgz ff;pﬁgffcgjj'
* Multiple sclerosis diagnosed more recently Anxiety 0 (0.0) 0.000 9 (2.1) 0.045 0 (0.0) 0.000 5 (2.6) 0.049 0 (0.0) 0.000 4(1.7) 0.041 447560024038 UK. Europe and Russia ¢ without writen permission of the authors
> Fewer relapses in the 2 years before enroliment +46737494608 Sweden and Europe

. . . Safety set Scan to view a Presenter email address:
> More gadollnlum-enhancmg lesions (Table 1) AE, adverse event; iDMT, injectable disease-modifying therapy; py, patient-year video presentation florian.thomas@health.slu.edu




