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‘ |ntr0d UCti on Figure 1. Patient Enrollment and Data Collection Overviewap ‘ ReSU ItS RC| Use

. o . ; Pre-Enrollment Period Post-Enrollment Period : : . L. > D RCI have b lected for 31 pati q ed in Table 4
> rl?}lljjrlltir\pglghsilfrsc;tssise\éargl)lyzears, there has been tremendous expansion in the range of agents available to treat : (from time of MS diagnosis) (Follow-up Study Period: 6 months) : Patient Characteristics and Medication Use at Enrollment ata on use have been collected for 31 patients and are summarized in Table
e Several disease-modifying therapies (DMTs) are currently available, and several more are under investigation - ]\ A : » As of October 27, 2016, 45 patients had enrolled in the study and provided data Table 4. Summary of RCl Use (n=31)
= DMTs reduce the occurrence of MS relapses, slow disability worsening, and decrease activity on - / Y \ ; P Patient characteristics and medication use at enrollment are shown in Tables 2 and 3, respectively : _ Median (IQR)
magnetic resonance imaging : = » 23 patients (51%) had a history of insufficient treatment response to, intolerance of, or intravenous access . No. of d : 50 (5.0
» Despite these advances in treatment, many patients with MS experience relapses - < T T ; 2 ‘ 2 ’ -)( : problems with high-dose corticosteroid therapy 0. of doses per patient .0 (5.0
» High-dose corticosteroid therapy (eg, with methylprednisolone) is the mainstay of acute treatment of MS : 5 1wk 2wks 3wks 6wks 5 4 s i i ' Strength per dose, U 80 (0)
relapses* : Table 2. Patient Characteristics at Enrollment : No. of days dosed® 5.0 (5.0)
e Results from randomized, double-blind clinical trials suggest that 19% to 35% of patients may not adequately ; © 000 © O © © © © ;
. . . . ) . . aRCI dosin n 5 consecutive days for 22 patients (71%).
> F]E)r |c|>at|ents wh? d_? réot respond to or are unable to tolerate high-dose corticosteroids, options for acute treatment : T e Age,2 mean (SD), y 50.2 (10.7) ' Note: RO Vgavs"?ﬁjgctedcsuscutl;r']‘;eouszfin i paﬁ;:ﬂg \fvt(w S;)eciﬁed the mode of administration.
or relapses are limite - Gender, No. (%) . Abbreviations: IQR, interquartile range; RCI, repository corticotropin injection.
» Incomplete recovery from MS relapses may contribute to accrual of disability, highlighting the importance of . : : & & : Male 5 (11) .
effective relapse treatment*7:8 : N N Femal 31 (69 Z Safety
» Repository corticotropin injection (RCI; H.P. Acthar Gel) contains a porcine-derived analogue of . : (?mg € (69) . > 9 ad ts (AES). including 3 seri q s (SAES) h b ted (Table 5
adrenocorticotropic hormone (ACTH) approved by the US Food and Drug Administration for treatment of MS ' ' Missing 9 (20) ' > AI?S\fErse events ( 'dS)’ '(;‘C ut mlgt zerlousl_akt Iversle teY:Ietn SR(CI Szj’ ﬁ“’e ; eetn reporte ((j able 5)
relapses in adults® . [ Usual care visits (hypothetical subject) Race, No. (%) S were considered not refated or unfikely related to » and all patients recovere
e Antl—_lnflammatory and |mmun_omodulatory effects of ACTH in MS historically were attrl_bu_ted solely to its ability Date of Study Enroflment {consent) (Baseline Visit) : Black/African American 4 (9) : Table 5. Summary of AEs
to stimulate endogenous cortisol, but more recent evidence suggests that corticosteroid-independent : . White 29 (64) . :
melanocortin receptor—mediated activity may contributel0 ’ i Date of initiation of Acthar Gel (Specialty Pharmacy shipment may have short delay for benefit investigation or obtaining prior authorization) : . . ’ Subject Considered Serious
> Stl.ldy objectives - Patient Self-Report (MS Impact scale [MSIS-29v1]) :ISPantC on/missi 11 (521 Nausea No
i i i i o information/missin
° Char_aCterlze the populatlon of patients who receive RCI for MS relapses @ Patient Self-Report (Work Productivity and Activity Impairment Questionnaire: Multiple Sclerosis [WPAI:MS]) g ( ) A Vomitin No
e I|dentify treatment patterns, MS relapse recovery, and safety outcomes DY _ o o _ EDSS score,”¢ mean (SD) 4.4 (1.9) _ g
» This interim report summarizes data collected through October 27, 2016 Patient Self-Report (HesithCare Resource Utllization [HEU] Qhestiomalrs) : Previous treatments for MS, No. (%) : Headache No
Patient Self-Report (Actual Acthar Gel Use [Daily eDiary]) . .
- Methylprednisolone 13 (29) B UTI Yes
A Data abstraction from patient medical charts . i i i
’ RCI 11 (24) C Trigeminal neuralgia No
‘ I\/I et h O d S ‘ Clinician Assessment (Expanded Disability Status Scale [EDSS] score and Functional System Score [FSS]) . IV steroids (unspecified) 2(4) UTI No
' k Clinician Assessment (Clinical Global Impression of Improvement scale [CGI-1]) . Prednisone 2 (4) D Acute sinusitis No
Study Design : : latiramer 1(2 : :
y g . a Patients who experience post-enrollment relapses while the study is ongoing will be followed up for the relapse as specified for the index . G a_tl ame ,acetate 2) . E Asthenia Yes
» Ongoing multicenter, prospective, 24-month, observational registry study : :izg::t;:::gg SS;ISQ6$?Sﬁrrfgrir until study close (if the latter occurs before 6 months have elapsed). Index exacerbation is defined as the MS : Teriflunomide 1(2) F MS relapse Yes
» Target enrollment: 260 patients at up to 60 sites (ie, neurology practices in the United States that treat adult : b SAES will be reporéd within 24 hours of identification, even when outside of usual care visits. . None 1(2) . Abbreviations: AE, adverse event; MS, multiple sclerosis; SAE, serious adverse event; UTI, urinary tract infection.
patients with MS) ' Abbreviations: MS, multiple sclerosis; SAE, serious adverse event. Unknown 1(2)
: : : : : No information 12 (27 -
E 1 t d Data Collecti . P Because patients may have >1 MS exacerbation during the follow-up period, the exacerbation at study enrollment > hvsical : e (27) : )
nroliment and Dala Lollection Z is defined as the index exacerbation, and subsequent exacerbations are defined as relapses MSIS-29v1 physical section s::ore, © mean (SD) 65.4 (19.4) ; ‘ CO nc | usions
) o ] ) ] ) o ] . i i i i i i . aData were available for 36 patients. P Data were available for 27 patients. ¢ Rated on a scale from 0 (normal neurologic .
» Potentially eligible patients are recruited during routine care visits at the study sites ¢ RelapsES that oc_::uhr during the studth|I|I be followed up as specmehd fﬁr the Iln dex exace rbation (ie, for . exam) to 10 (death due to MS). ¢ Data were available for 35 patients. ¢ Scored on a scale from 0 to 100, with 100 . _ _ _ _
e Those who meet the study eligibility criteria (Table 1) and provide informed consent are enrolled . 6 months) or until the study ends (if the latter occurs before 6 months have elapsed) (Figures 1 and 2) . representing the worst possible score. . » Data from this ongoing study will expand current understanding of RCI use for the treatment of MS relapses and
. ) ) ) ) . Abbreviations: EDSS, Expanded Disability Status Scale; IV, intravenous; MSIS-29v1, 29-item Multiple Sclerosis Impact . will provide information regarding
Table 1: Key Inclusion and Exclusion Criteria : Figure 2. Data Collection Schematic With Case Examp|es : Scale, version 1; RCI, repository corticotropin injection; SD, standard deviation. : e Characteristics of patients treated with RCI
: . Study Period (24 months) . _ _ - e MS relapse treatment patterns
: A : Table 3. Summary of Medication Use at Enroliment (N=45)  Treatment response and MS relapse recovery
Age =18 years : r ' ) . Characteristic No. (%) . e RCI safet)_/ . . . » . . . .
: _ —~ : : ; . : LsE : during the study period
Acute MS exacerbation as determined by treating clinician ; Case 2 x | i ) ; Yes 32 (71) : » The data collected to date suggest that RCI is typically dosed using a regimen of 80 U/d for a period of 5 days
Planning to initiate RCI therapy for acute MS exacerbation - ! . No 5 (11) . e Additional data on RCI dosing and therapeutic response collected during the remainder of the study could be

. ' \ . ' » Study enrollment is anticipated to conclude by the end of 2017

' . . Specific DMT use?
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Requirement for concomitant corticosteroid therapy - < | X S :
i ; | W | { I | | I l ro I I | { l N Glatiramer acetate 9 (20 .
Receiving experimental drug therapy - o 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22' 23 24 . _ (20) ' ‘ R ef e r e n C eS
History (within 5 years) of scleroderma, systemic fungal infections, ocular herpes simplex, or cancer : e ; : Natalizumab 8 (18) :
) . ) ) ) . . [ LPFV ‘o LPLV - : . : . : . :
Recent surgery or a history (within 6 months) or presence of a peptic ulcer, congestive heart failure, or sensitivity to - ! % - Alemtuzumab 5 (11) . 1. Comi G, Radaelli M, Soelberg Sgrensen P. Evolving concepts in the treatment of relapsing multiple sclerosis. Lancet.
proteins of porcine origin Enrollment Visit (Decision to treat with Acthar for index exacerbation is already madé and consent is obtained) \ Teriflunomide 5 (11) 2017;389(10076):1347-1356.
: . . . . — . . . x Relapse Visit ,' \\ : Fingolimod 4 (9) 2. Doshi A, Chataway J. Multiple sclerosis, a treatable disease. Clin Med (Lond). 2016;16(suppl 6):s53-s59.
Pregnancy, breastfeeding, or (if woman of childbearing potential) unwillingness to use appropriate contraception i \ . 3. Berkovich R. Treatment of acute relapses in multiple sclerosis. Neurotherapeutics. 2013;10(1):97-105.
o . . . . o D Usual Care Follow-up (medications and AEs only) ' Post-Relapse % . Interferon B-1a 2 (4) 4. Kalincik T. Multiple sclerosis relapses: epidemiology, outcomes and management. A systematic review. Neuroepidemiology.
Abbreviations: MS, multiple sclerosis; RCI, repository corticotropin injection. : (Follow-up Study Period: 6 months) \ . : e ’ 2015:44(4):199-214
. Close Follow-up (chart review, patient assessments [MSIS-29v1, | A S . Other concomitant medlcatlon/supplement useab . 5 L P’ E -V illard .D Laolaud DA | Oral . hiah-d hvlorednisol f frel : : ith
WPALMS, HRU] and clinician assessments (EDSS, CGI-1) at 2 s \ : ol \ciferol 10 (22 : - Le Page E, Veillard D, Laplau , et al. Oral versus intravenous high-dose methylprednisolone for treatment of relapses in patients wit
» Each patient will be followed up for a minimum of 6 months and a maximum of 24 months ) months [+2 weeks] and 6 months [+1 month] visits) % Cholecalcitero 0(22) " ) gullltllgl_e SC'FEff;SISd(C_(EPOleEI\FI’_)ila rarlladlamésled, C%ﬂtg)"egl, dglyb(;e-bllr:jd, npn-cllnfelrlorltby trlal-tLal?Cdet-t2815:?86(|95?]97r)12%74-981-
- - - - - . . : ‘ » ® v : . . Sellebjer rederiksen ielsen esen J. Double-blind, randomized, placebo-controlled study of oral, high-dose
| - Ergocalciferol 8 (18 . Jerg =, ! ! ! P y » g
» Data Wlll be abgtracteql from patient medlca! records at predeflned' tlme pomt's (Elgure 1) 70 LN U [ I ! | ! '76 " g (18) - methylprednisolone in attacks of MS. Neurology. 1998;51(2):529-534.
> RC! will be. o_btamed via Fhe usu_al commercial Chanhe|S for pre_SCrlptIOH m_edlf_:at_lons ' © 0080 ©® © © © © © Baclofen 7 (16) . 7. Goodin DS, Reder AT, Bermel RA, et al. Relapses in multiple sclerosis: relationship to disability. Mult Scler Relat Disord. 2016;6:10-20.
» While receiving RCI, patients will record data on daily RCI use in electronic diaries (Figure 1) Patient Self-Report & P @« < e & @ . Fampridine 6 (13) 8. Lublin FD, Baier M, Cutter G. Effect of relapses on development of residual deficit in multiple sclerosis. Neurology. 2003;61(11):1528-1532.
» Patients will also complete the following self-report instruments at the times specified in Figure 1 Daly Whie on Acthar : b _ 9. H.P. Acthar Gel [package insert]. Hazelwood, MO: Mallinckrodt Pharmaceuticals; 2015.
e 29-item Multiple Sclerosis Impact Scale, version 1 (MSIS-29v1) ChartReview A 'y A A A : Gabapentin 6 (13) - 10. Arnason BG, Berkovich R, Catania A, Lisak RP, Zaidi M. Mechanisms of action of adrenocorticotropic hormone and other melanocortins
: - ) : . : : : ) PhyslclanAssessments—{ * : : . Cyanocobalamin 5 (11) - relevant to the clinical management of patients with multiple sclerosis. Mult Scler. 2013;19(2):130-136.
¢ 6_que5t!on Work PrOdUCtIVIty and ACtIV_Ity Impairment q'uestlc')nnalre for multlple sclerosis (WPAI'MS) .. . . 11. Polman CH, Reingold SC, Banwell B, et al. Diagnostic criteria for multiple sclerosis: 2010 revisions to the McDonald criteria. Ann Neurol.
e 5-guestion healthcare resource utilization (HRU) questionnaire . Multivitamins 5(11) . 2011:69(2):292-302.
» The clinician assessments below will be administered at the times depicted in Figure 1 : ?bkt’fe'v'iftmfj '?]E’ ﬁgvefse event; C(5t!|‘_" (t%””ici'Plci'sbla' 'tmp:?ssti‘f)_“ ?f !mtprl_OF‘)’E\r;“elm?tEDtS,S’t'I:Xptar?d,‘tadMDSiTgbggylst;;“F;’ SCT\‘;G?IFFI’F\Q ‘;"St patient : Amantadine 3(7) :
- - - . irst visit; , healthcare resource utilization; , last patient first visit; , last patient last visit; -29v1, 29-item Multiple Sclerosis . _ )
e Expanded Disability Status Scale (EDSS) and Functional System Score (FSS) . Impact Scale, version 1; WPAI:MS, Work Productivity and Activity Impairment questionnaire for multiple sclerosis. v Levothyroxine sodium 3(7)

e Clinical Global Impression of Improvement (CGl-I) scale Topiramate 3(7) ‘ AC k n OWI ed g m en tS an d Fu n d | n g

a Some patients were receiving >1 medication at time of enrollment. ® Only medications used by 25% of patients are listed.
Abbreviations: DMT, disease-modifying therapy; RCI, repository corticotropin injection. Professional writing and editorial support was provided by Elizabeth Barton, MS, of MedLogix Communications, LLC, Schaumburg, Illinois,
under the direction of the authors. United BioSource Corporation® was the contract research organization for this study. Funding was provided

by Mallinckrodt Pharmaceuticals.
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