Real-world fingolimod first-dose effects in patients with hypertension, cardiac conditions

and/or receiving selective-serotonin reuptake inhibitors

Daniel Wynn!, Chris LaGanke?, Lesley Schofield3, Xiangyi Meng3, Nadia Tenenbaum?

'Consultants in Neurology Multiple Sclerosis Center, Northbrook, IL, United States; “North Central Neurology Associates, Cullman, AL, Unites States; SNovartis Pharmaceuticals Corporation, East Hanover, NJ, United States

CONCLUSIONS

* Fingolimod first-dose effects on heart rate, AV conduction and QT interval in patients with pre-existing hypertension with or without pre-existing cardiac conditions, and in patients receiving SSRls, were similar to those effects observed among patients in the overall PREFERMS
population, highlighting no additional safety implications in these subgroups
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Table 2. Clinical experience during initiation of fingolimod treatment

* No patient in any subgroup had a heart rate of less than 45 bpm during first-dose

Clinical experience, n (%) F— Pre-existing Pre-existing = fingolimod administration, and most patients maintained a heart rate of at least 55 bpm
Approximately 134 000 patients have been treated with fingolimod in both the clinical trial In total, 687 patients were randomized to receive once-daily fingolimod 0.5 mg and are | PREFERMS  hypertension  hypertension with subgroup o Three patients in the overall PREFERMS population had a heart rate of less than
and post-marketing settings; total patient exposure now exceeds 289 000 patient-years! included in the analysis population subgroup or without cardiac (n=138) 45 bpm at 2 hours post-dose
e First-dose findings from phase 3 studies show that fingolimod is generally well tolerated; o 119 patients had pre-existing hypertension n=687) (n=119) °°"d't;ﬁfi;l;?gr°"p ECG findi ‘6 h td
a tran5|_ent decrease In heart ra_te and asymptomatic atrmventncular (AV). conduction o 127 individuals had pre-existing hypertension with or without pre-existing Discharged at 6 hours 505 (88.1) 102 (85.7) 109 (5.8 124.(89.9) In .mg.s a ours post-aose |
delays in a small number of patients are well-characterized pharmacological effects of cardiac conditions Required extended monitoring * One patient in each of the subgroups had a QTc interval longer than 450 ms (men) or
fingolimod treatment initiation.2* Symptomatic bradycardia and AV block are uncommon . . . - . . " after 6 hours as per protocol 79 (11.9) 17(14.3) 18(14.2) 13(9.4) 470 ms (women) according to the Fridericia correction method, and none had values
and tvnicallv require no intervention4 * |n this subgroup, patients with pre-existing hypertension and cardiac conditions =7 areater than 500 ms (Table 3)
ypicaily q. | | were combined with individuals with pre-existing hypertension without cardiac Hospitalized 2(0.3) 0(0.0) 0(0.0) 0(0.0)
* These phase 3 fl_ndlngs are supported by the real-world 12-month DI’OSpe.CtIVE, | | conditions beC.auge there Were.0n|y eight patients in the former category. Symptomatic bradycardia 1(0.1) 0 (0.0) 0 (0.0) 0 (0.0) Table 3. OTc interval changes 6 hours after initiation of fingolimod treatment
randomized, active-controlled, open-label study to evaluate patient retention of fingolimod Therefore, patients (and associated events) could belong to more than SAE reported 2 (0.3) 0 (0.0) 0 (0.0) 0 (0.0) Overal o o o o SeRI
: 1 . ) ce . : : S o . vera re-existing re-existing
verl?[gsi applrovec_j ﬂ(rPSFEEEE Sﬁggse modifying therapies in adults with relapsing—remitting one subgroup Il;g:tt_-g(e:ge;g ﬁ\;ul:‘l:)(:k 11 6.1) 2 (6.9) 12 (9.7) 7 (5.1) PREFERMS  hypertension hypertension with subgroup
MUTIPIE SCIETOSIS | - B o 138 patients received a SSRI on the day of fingolimod first-dose administration Second-degree Mobitz | AV pz’lf_“é%t;‘;" s(ll'ﬁ%rfg)p cg;c"l‘;'tti';z';ts‘l’;?r'zsp I=ts)
* However, itis important to understand the first-dose effects of fingolimod in specific e The baseline demographics were generally similar: however, patients with pre-existing Sz errieles (6 o 4(0.6) 0(0.0) 1(0.8) 1(0.7) (n=127)
atient subgroups, such as those with pre-existing hypertension with or without hypertension with or without cardiac conditions were older, weighed more and had a 2:1 AV block post-dose L (0.1) 0(0.0) 0(0.0 0(0.0 Patients with ECG data, n (%) 673 116 124 136
pre-existing cardiac conditions, and those receiving selective serotonin reuptake higher body mass index than the overall PREFERMS population (Table 1) (6 hours) . . . . i
inhibitors (SSRIs) Maximum increase from
: _ e (Of the two patients who experienced SAESs: pre-dose, n (%) 145 (66.1) 79 (68.1) 85 (68.5) 92 (67.6)
OBJECTIVE Table 1. Baseline demographics - - o one patient had second-degree Mobitz | AV block secondary to bradycardia. This SO 35 (5.2) 5 (4.3) 5 (4.0) 4(2.9)
, ot " e orlc : h PR%"F‘*E;“”S I:; r::::‘;g;‘oi hy:;ft::‘;is;:‘a - sug’;';'up patient was admitted to hospital for further observation as per study protocol and >60 ms 110.1) 10.9) 10.8) 0{0.0
rglan;Tm?etm?thlr:StMgS(; SMeSC)ttShgt ”I]r(lzzclzlj)dlgzjoln(ljl:v% LG;?S V\Yv?trh ioelj(?sanpar?enetrstgvr:;on - bopulation e — or without cardiac (n=138) remained asymptomatic; study medication was discontinued QTc value >450 ms (men) or 1(0.6) 1 (0.9 10.8) 1(0.7)
PSINS= s | . P HUNE NYD | (n=687) (n=119} conditions subgroup o one patient had second-degree 2:1 AV block secondary to bradycardia and was SL IO (et T ) ()
or without pre-existing cardiac conditions, and those who were receiving a concomitant (n=127) . . . . OTc values >500 ms (men) or
. . . admitted to hospital for further observation as per study protocol. The patient 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
SSRI at first-dose administration >520 ms (women), n (%)
Age, years, mean (SD) 41.5(10.7) 40.9 (10.2) 46.8 (10.3) 42.8 (10.4) remained on fingolimod treatment (Table 2) ’
Age interval, years, n (%) * No patient required hospitalization, had symptomatic bradycardia or reported SAES in . . . . .
METHODS 18-30 127(18.5) 11(9.2) 14 (11.0) 2(15.9) any of the pre-existing hypertension, pre-existing hypertension with or without pre-existing * The maximum nerease in QTc interval was less thgn 30_ ms compargdlwnh the .
OREFERMS led male and femal 4 18.65 0 RRMS (E dod 31-40 201 (29.3) 20 (16.8) 20 (15.7) 0 (29.0) cardiac conditions or SSRI subgroups pre-dose value in 68.1%, 68.5% and 6/7.6% of patients in the pre-existing hypertension,
e Ste’?mSe Ima € an ) gma e patients (age years) wit (Expande 4%_)—555 27881((14104%) gg ggg; g% Egi.i; 5? ggg; pre-existing hypertension with or without cardiac conditions and SSRI subgroups,
ISa ||.y atus c.a e score <b) " | | > - - - - Heart rate effects at 6 hours post-dose respectively, compared with 66.1% of patients in the overall PREFERMS population
’ Paher;ts We;ed_elther trea(’;n;gnt—ne;:ve of hglc\j/l?rewouhsly been ]:treatet()j with ?o.more thar Se)l\(/i } (%) 184 26.8) 28 (3.5 20 23,6 29 (1.0 e The lowest mean sitting heart rate was reached at 5 hours in the overall PREFERMS * Inthe overall PREFERMS population, four patients (0.6%) had second-degree Mobitz |
one class ot |ser?s|ef-mo | ymgft elrapyr(] 2)’ suchas interteron beta, glatiramer Feanfa|e 503 (73.2) 91 (76.5) 97 (76.4) 109 (79 0) population and the pre-existing hypertension and pre-existing hypertension with or without AV block at 6 hours post-dose. No 2:1 AV blocks were reported in any of the subgroups
acetate or dimethyl fumarate, tor less than 2 months cardiac conditions subgroups (-7.3, 6.4 and -6.5 bpm, respectively), and at 4 hours in (Table 2)
o Patients were randomized to receive once-daily fingolimod 0.5 mg or an injectable Weight, kg, mean (SD) 82.3 (20.4) 93.5 (24.1) 92.7 (23.7) 80.8 (19.9) the SSRI subgroup (-6.2 bpm). The heart rate began to recover by 6 hours (Figure 1) e A total of 6.9%, 9.7% and 5.1% of patients in the pre-existing hypertension, pre-existing
DMT for 12 months Sl iees s [/ _ - _ : : — hypertension with or without cardiac conditions and SSRI subgroups, respectively, had
> Patients treated with fingolimod who underwent firstdose observation after initial mean (SD) 29.2 (7.0) 33.5(8.4) 33.2(8.3) 28.8 (7.0) Figure 1. Mean sitting heart rate in the 6 hours following the first dose of fingolimod first—deg_ree AV block at 6 hours post-dose, compared with 6.1% in the overall PREFERMS
randomization or switched to fingolimod during the study were included in the analysis Race, n (%) —&— Overall PREFERMS population (n=687) population (Table 2)
. . . . N O Pre-existing hypertension subgroup (n=119)
o Patients with a resting heart rate lower than 45 beats per minute (bpm) were excluded gfa‘iias'a” i’gg gg:g; 2625 gzg; ggg g; 1296((69_;3) A Preexisting hypertension with or without cardiac conditions subgroup (1=127)
from the trial Asian 1(0.1) 0 (0.0) 0 (0.0) 0 (0.0) —@— SSR subgroup_(_n:138) Referenpes | | | |
e Patient subgroups were defined post hoc according to whether the patients had: Other 15(2.2) 1(0.8) 1{0.8) 3(2.2) ) 3 - T | S A R Eﬂ@fﬂﬁéﬁ"i‘gfo'?g;358;’382“3“ EOHER O IMenelnis FETEANIEES (i) (e, <anlih S
1 - : L £ 3. Cohen JA et al. N Engl J Med. 2010:362:402-415.
o pre-existing hypertension E;;a;;g;o;yasrss'x:af:(s;m 7.3(7.8) 3.5 (9.3) 8.7 (9.9) 3.7 (9.0) g 0- 4. Cgla%r:'esi P?A, aet al. Cfncet Isleurol. 2014;13:545-556. | | | |
o pre-existing hypertension plus pre-existing cardiac conditions of special interest (first- | | §—E~ > le_%eo”i’i;yng"l? fr!;jiZ‘;ZE(;iZXZN“'Uiﬁijﬁ”gfft:;t“e Annal Meeting of fhe Eonsortum of Mufiple Sclerosis Lenters
degree AV block, bradycardia/sinus bradycardia, unstable angina, coronary artery g:;?ggl;:)fn:ﬂ:ﬁ?g;)in the 0.6 (1.0) 0.6 (0.9 0.6 (0.9 0.6 (0.9) _Eng . Disclosures o
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ower than 45 bom, cortected QT (QTC)inerval of at least 500 ms, newonset second: _«In the overall PREFERMS population and the pre-xistng hypertension, pre-xisting . . . . . . S R A
degree or higher AV block, their lowest post-dose heart rate at the end of the observation hypertension with or without pre-existing cardiac conditions and SSRI subgroups, 88.1%, 1 2 3 4 5 6 u R R o
period or the investigator determined that the patient had symptomatic bradycardia 85.7%, 85.8% and 89.9% of patients, respectively, were discharged at 6 hours post-dose Time after first dose (hours) Your document will be available for download at the following URL:
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* The differences between the subgroups and the overall PREFERMS population are
descriptive only and no statistical comparisons are presented

and SSRI subgroups, respectively; these changes were similar to those in the overall
PREFERMS population (-6.5 bpm)

natient (0.1%) had symptomatic bradycardia that did not require treatment and two
natients (0.3%) reported a serious adverse event (SAE)
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