Autoinjector ease-of-use in patients with multiple sclerosis treated with interferon beta-1a subcutaneously:
preliminary data from REDEFINE
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* Various injection devices are available for patients with multiple sclerosis (MS) Study overview e Preliminary data, as of November 9, 2015, were available from 60 subjects: reusable s'm';!!'e,'“se Gl Type of previous device use devices pvalue® _Difference® (35% Cl)
to self-inject disease-modifying drugs, but information regarding the usability Y 28 randomized to use the single-use autoinjector followed by the au(z::;«):mr d (r::',;‘)’“" (No-‘;o) Manual (n=18)
and patient satisfaction with different devices is limited. o This was a Phase IV, randomized, prospective, US-based, multicenter. reusable autoinjector and 32 to the reusable autoinjector followed by missing] 500 %0 56_(4) xerv zi?v/ja/zvff et 13‘(272é20;/u)) 162((353637;/3) 81;14;’;/7) 1.000  56% (-27.0%, 38.1%)
L A o E AN ! ! . : _ ; IS fery difficult/difficult/neither 5(27.8% .3%, 1(5.6%;
e For patients taking interferon beta-1a subcutaneously three times weekly crossover study ‘C"”‘?gm'a',s'go"éde”“f'er' NCT02019550) eva'“;“”g patient the single-use davice. Average no. of nights/month  Mean (SD) 282(3345)  1250717)  204(3122) Rebif® Rebidose® (n=10]
(IFN B-1a SC tiw), options include a pre-assembled, single-use autoinjector ease-of-use with Rebif® Rebidose® (single-use) versus Rebiject II® (reusable) Demographic and baseline characteristics are shown in Table 2 spent traveling Median 200 000 000 Very easy/easy 7(700%)  7(700%)  4(400%) 1000  0.0% (~48.0%, 48.0%)
and a reusable autoinjector with an adjustable injection-depth feature (Table 1) autoinjectors in patients with RMS treated with IFN B-1a 44 ug SC tiw (study ) away from home ; ) ) (I 00 . P ’ o
. completed in March 2016). 621% of ot i the initial sincl o JS. he initial Y Min, max (00,140 (0.0,13.0) (0.0,14.0) Very difficult/difficult/neither 3(30.0%)  3(30.0%)  0(0.0%)
¢ Understanding patient perspective with relation to the ease-of-use of each - 700 patlgnts in the initia smgfe-use autoinjector an -1% in the Initia Highest education completed,  High school/GED 7(25.0) 13 (40.6) 20(33.3) Rebiject I1® (n=22)
device, as well as overall patient satisfaction with each device, may help Patients reusable autoinjector groups were female. n (%) Associate’s degree 3(10.7) 4(12.5) 7(11.7) Very easy/easy 12(545%) 18(81.8%) 10(45.5%) 0.109  —27.3% (-53.0%, —1.5%)
healthcare providers identify the most suitable device for the injection of _ 26(43.3%) had previous device use with the reusable autoinjector, Bachelor's degree 10(35.7) 9(28.1) 19(31.7) Very difficult/difficult/neither 10(45.5%)  4(18.2%) 2(9.1%)
IFN B-1a SC tiw for their patients with relapsing forms of MS (RMS). * Eligible patients had to have been receiving IFN g-1a SC tiw by manual injection 23 (38.3%) with manual injection, and 11 (18.3%) with the ' Postgraduate (master's, 6(21.4) 2(6.3) 8(13.3) g;ﬂg\E}JjEaulmrluel:tTHslhERebll’Rehlduse’devlce, reusable autoinjector is the Rebiject I® device
; . . - confdence interval
o The REDEFINE (REbif® Rebidose® vs Rebiject 11® autoinjector trial DEFINing for at least 5 weeks before the screening assessment. single-use autoinjector. dOt:rc]zjrate) 201 000) 263 “Patients with concordant responses. Based on exact sign test of equality of paired proportions.Difference of proportions.
patient reported Ease-of-use) study is a crossover study designed to compare — Patients with current or previous use of either the single-use or the reusable Disability level i . imilar bet I 26.7% Diffoulty dreseing.n (%) No difou 2 17% 2 19(5'9 2 (650
; e : : B N ¢ Disability level per questionnaire was similar between groups: overall, 26. , . .
re\at!ve ease-of-use of the two autoinjector devices, as well as the impact of device were included. had no d»ilsab\'\'\t\r/) wr?ile 20.0% had a modelrate lovel of gisabri)lity (Table 3) ° iiiculty dressing. f {7 ATittlle!;iuﬁti\{:ulty 7(250) 7219) 14(233) Table 5. User Trial Questionnaire responses.®
previous experience. * Patients who received any MS therapy other than IFN B-1a 44 pg SC tiw within Moderate difficulty 1(3.6) 2(6.3) 3(5.0) Single-use  Reusable
. i the 12 weeks before screening or at any time during the study were excluded. Primary endpoint: Response to "Overall experience with Agreat deal of difficulty 0(0.0) 0(0.0) 0(0.0) autoinjector  autoinjector Differencein  Strongly agree/
Table 1. Comparison of single-use and reusable au - — v strongl strongl! i for both
S dv d d using injection device" Difficulty lifting full cup/glass ~ No difficulty 23(82.1) 21(65.6) 44(733) el"!V ngly - Pf(‘;g:/n c‘:;“ agr:e for
tudy design and assessments to mouth, n (%) Alitte difficulty 3(10) 7(219) 10(16.7) Bgreciajee / pive'uic LD
o . . B - Moderate difficult 2071 0000 2033 Satisfied with amount of time it 46(90.2) 47(92.2) 0705 -2.0% (-12.1%, 43(84.3)
e Patients self-injected IFN B-1a 44 pug SC tiw and received training to perform ° tOveraII, 64.7 /073](;3/“?”:;“?”‘1 thkfl smgtle gsetagizl?]{ector Ve‘_%/ Zi/s\_/ oreasy Agreat dea; olfl:mzculty []:0.[]: O:U.U: OED.[]; took to complete injection, n (%) 8.2%)
a total of 24 injections over the 8-week treatment period in a crossover design o use, VE@JS -0 70 Tor the reusable autoinjector (difierence =9.6 j; — Satisfied with number of stepsit 50 (98.0) 42(82.4) 0.007  156% (4.3%, 41(80.4)
T X R o . . . p=0.3125); 45.1% felt both were easy or very easy to use (Figure 2). Level of disability, n (%) None 8(28.6) 8(25.0) 16(26.7) - N o
(12 injections via the single-use autoinjector during the first 4 weeks, crossing X took to complete injection, n (%) 27.1%)
12 infout h bi ! durina th i wesk ) ) - o o Mild 14(50.0) 13(4056) 27(45.0) . -
Qver to injections via the re_usa e agto\njector uring the secon . 'Wee s  Five (9.8%) patients found the single-use autoinjector very difficult or difficult Moderate 5(17.9) 70219 12(200) Ovevral\ exgerﬂuence with holding 34(66.7) 38(74.5) 0341 -78% (124.0 %, 27(52.9)
in one study sequence, and vice versa in the other study sequence; Figure 1). to use, and 4 (7.8%) patients found the reusable autoinjector very difficult or Severo 166 0100) 107 device, n (%) 8.3%)
1 . - . C i of using the device, ~ 43(84.3) 37(725) 0150 11.8% (-4.2%, 31(60.8)
Endpoints difficult to use. Difficulty distinguishing colors,  No difficuly 26(929) 24(750) 50(83.3) Py ‘ 77%
; n (%) Alittle difficulty 2(1.1) 2(63) 4(6.7) Convenient to store the injection 31 (60.8 48(941) <0001 —333% (484% 29(56.9
e The primary endpoint was the proportion of patients rating each device as easy Secondary endpoints Moderate difficulty 0(0.0) 1(3.1) 117) device, n (%) : o0 o } '40;3%) " 9
to use (response categories of “easy” or “very easy”) following a 4-week ) ) : N A great deal of difficult 0(0.0 1031 117 ; i
e (usmpg e dev?ce sl e Wi\;hom rega}'rd tovpgewous exgpeﬂence « Among those with previous device use, no significant differences were seen Ngr;faf Ta of difficulty (0.0 (3.1) (1.7) Device features help minimize 31(608) 37(725 0362 -8.8% 1-0292%, 19(37.3)
' ' in the proportion identifying either device as very easy or easy to use (Table 4). Difficulty reading newspaper Mo difficulty 14(500) 15(46.9) 28(48.3) safety hazards, n (%) 11.5%)
- This endpoint was determined by patients’ responses to User Trial (with glassesn Alittle difficulty 8(28.6) 10(31.3) 18(30.0) Trainer provided easily 51(100.0) 51(100.0) - —0.1% (-5.2%, 51(100.0)
Questionnaire (UTQ) Question 14, which asks “Overall, how do you rate e 84.3% of patients felt that both devices completed injections in a satisfactory it needed),n (%) Moderate difficulty 6(214) 2(6.3) 8(133) understandable, unbiased and 5.1%)
your experience with using the injection device?” amount of time (Table 5). A great deal of difficulty 0(00) 1(3.1) 1(1.7) Pfaﬂllfa‘_qufmaUOE about
) ; ) ‘ , ‘ _ Anxiety about giving Not at all anxious 7(250) 18(6.3) 25(41.7) proper njection. n (%] _
* Secondary endpoints included how patients rated each device on the other * 98.0% felt the single-use device required a satisfactory number of steps and self-injection, n (%) Alittle anious 15(536) 8(25.0) 23(383) Recommend injection deviceto 31 (608) 38(745) 0248 -14.4% 21(412)
questions of the UTQ, which assessed topics such as: 82.4% felt this way for the reusable autoinjector (p=0.007; Table 5). Moderately anxious 3(107) 161) 4(67) others needing this therapy, n (%)° (~33.5%, 4.7%)
. . . . . . : Overall, satisfied with injection 32(62.7) 41(80.4) 0.093 -18.0% 25(49.0)
- . L Ve 3(10.7 1(31 4(6.7
Level of satisfaction with using the device while traveling * 60.8% and 94.1% found storage of the single-use and reusable autoinjectors, Eige:g‘ugix\ous 0‘10 U)) 0:0 U: UEO U; device, n (%) (-35.3%, —0.7%)
- Amount of time needed to complete the injection respectively, to be convenient (p<0.001; Table 5). - I - - - Anxiety giving yourself an 9(17.6) 4(7.8) 0180 9.9% (-1.0%, 2(39)
— Level of convenience of using the device (f‘]enerally afraid of needles, n N0‘1 atall 10(35.7) 15(46.9) 25(41.7) injection with device, n (%) 20.8%)
9 * Two MusiQoL dimensions (symptoms [Spearman’s correlation 0.3279; (%) . 12(429) 8(250) 2(33) Device allows easyaccess o 35(686)  42(624) 0167 —160% 29(56.9)
— Amount of needle anxiety while using the device p=0.0155] and coping [0.2750; p=0.0484]) were correlated with ease-of-use Moderately 2(11) 131 3(60) various injection sites, n (%) (-32.1%, 0.0%)
- Overall satisfaction with the injection device. after 4 weeks, but not 8 weeks. \E/Etfv ‘ 31‘113067)) ?:g?: 62((130’3[;‘ Single-use autainjector s the Rebif® Rebidose® device; reusable autoinjector i the RebijectI° device
Xtremely .| . . Cl, confidence interval.
*  Change in quality of lfe as assessed by the Multiple Sclerosis International Sl o B b it i o P e g e s Sl e o e e
Quality of Life (MusiQoL [© MusiQoL 2008]') questionnaire was also a Table 2. Demographics and baseline characteristics. '
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n
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Single-use autoinjector Reusable autoinjector ' ' Mean (SD) 500(9.45) 169(1132) 18.4(1052) administration of IFN B-1a SC tiw.
' '
801 jori i i i
Pre-assembled? v/ X H H Sex, n (%) 38 (74.5%) * The majority of patients found each device to be either easy or very
Assembly/injection procedure 3steps 12 steps ; i Male 5(17.9) 15(46.9) (333 T
s y Female 23(82.1) 17(53.1) 40(86.7) )
Single use? v X Emillent @i ingle-use autoinjector Single-use autoinjector 33 (64.7%)
ﬁ:al\:“:;":s r;gel_vmg (12 mlezgonsi (12 injections) Race, n (%) Found single-use autoinjector
A -1a SC tiw n= h “very difficult/ “difficult;” or
Suitable for titration? 4 v (N=90) at White 24(857) 30(938) 54(90.0 et easy nor difficult” Found reusable autoinjector R f
- . approximately Black/African American 4(14.3) 0(0.0) 4(6.7) 15 (29.4%)" “very difficult;’ “difficult,’” or E e re n Ce
Training needs Minimal Moderate 15Dsm?s - Other 0(0.0) 2(63) 2(33) ”neilher;)aa\g réer'?iﬂicu\!"
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Adjustable injection depth? X v - Zﬂ;:}eufologlcal Re”??;';jae”c‘ggx:f“" Reusable autoinjector Type of previous device use, n (%) S
2 S 3
et ot oot Transparent window n=45 o) Manual 10(35.7) 13(406) 23(383) %
n n of conten ; " =
spection of contents’ enables 360° inspection X Single-use 4(14.3) 7(21.9) 11(18.3) 5 Acknowledg ments
ET— Reusable 14(50.0) 12(375) 26(433) g
Needle shield Shielded ot DEf0re anc euring njection; i iti MusiQoL contact information and to use: Mapi R hTrust, Lyon, Fi E-mail: PROinformation@
exposed during disposal Symbol Digit Modalities Test X usiQoL contact information and permission to use: Mapi Research Trust, Lyon, France. E-mai information
(oral score) Also found single-use Also found Mapi-trust.org — Internet: www.Mapi-trust.org or karine.baumstarck@univ-amu.fr or pascal.auquier@univmed.fr.
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The images of single-use and reusable autoinjectors are not shown as actual size or to scale. Single-use autainjector s the Rebif® Rebidose® device; u * * Nlea.n SD) 452(14.48) 51.1(1563) 485(1528) oo o Study supported by EMD Serono, Inc.,* Rockland, MA, USA and Pfizer Inc, New York, NY, USA
:eusa‘b\s autoinjector is the Rem‘wdm\?gw;i bt e . : s . Median 465 520 490 Poster development supported by EMD Serono, Inc.,* Rockland, MA, USA.
Single use autoinjector is recycled via the Rebif® Rebidose® sharps disposal pragram. Screening  Start of Week 1 End of Week 4 End of Week 8/Exit Min, max (10,75) (17,95) (10, 95)
Day-14to0  Study Day 1 i .
Symbol Digit Modalities Test
.
J eCtI ve (written score)
- X . . n 28 2 60 Found reusable autoinjector Found single-use autoinjector
@ Ciinic visit Ml Baseline Characteristics MusiQoL @ User Trial Mean (SD) 44.1(11.55) 475(11.81 459(1.71 “very easy” or “easy” “very easy” or “easy” SW acted as a consultant for Biogen, Genzyme, and Teva, and received research
i i f Questionnaire uestionnaire Questionnaire ean 1. (1.81) 911.7) *
* To compare patient-assessed relative ease-of-use of two autoinjectors q Median 440 285 160 "‘"dd‘;g :0/2 A‘ke:m:S'BBS‘“ge‘"aEMD Se"’”‘f‘ ‘:C" dee"ZV'“ke' '?OVZ"‘S'dRegepms'
.. . . . . . N an ioche/Genentect acted as a consuitant and/or speaker for Acorda, Bayer,
for administration of IFN B-1a SC tiw in preliminary results from a Min, max (23,68) (22,68) (22,68) Single-use autoinjector is the Rebif® Rebidose® device; reusable autoinjector s the Rebiject I® device. 5/51 (9.8%) patients found the single-use Biogen, EMD Serono, Inc.,* Genzyme, Pfizer, Novartis, and Teva, and has received
crossover study. - - - autoinjector “very difficult” o “difficult” to use; 4/51 (7.8%) patients found the reusable autoinjector “very dificul” or “dificult” to use. research funding from Acorda, Biogen, Genzyme, Medimmune, Novartis, and Roche.
Single-use autoinjector is the Rebif™ Rebidose® device; reusable autoinjector is the Rebiject I1° device Single-use autoinjector is the Rebif” Rebidose® device; reusable autoinjector is the Rebiject 1 device. Cl, confidence interval. BH and CC are employees of EMD Serono, Inc.,* Rockland, MA, USA. Toview the efuster,scan the QR code or
IFN B-1a, nterferon beta-a; MusiloL, Multple Sclerosis Intemational Quality o Life; SC, subcutaneously; tiw, three times weekly. SD, standard deviation *Patents with discordant responses. Patients with concordant responses . Inc., . MA, USA. gt Vz:]pm///énr\;gg;g}peﬁégvg;kgmup
*Abusiness of Merck KGaA, Darmstadt, Germany.




