Responder analysis of chronic Leber’s hereditary optic neuropathy (LHON) patients
to idebenone in a placebo controlled, randomized clinical trial (RHODOS)
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e |debenone-treated patients were younger than placebo-treated patients
(61.8% vs 52.6% patients <35 years old; Table 2)

e LHON is a mitochondrial genetic disorder causing severe, bilateral central e RHODOS included patients between 14 and 64 years of age with a confirmed Response to treatment: patients e Inthe RHODOS 6-month treatment study, chronic LHON patients were able to
vision loss? primary mutation and vision loss due to LHON within 5 years e Three times more idebenone-treated patients than placebo-treated patients achieve a CRR

e Idebenone,* the only approved treatment for adolescent and adult patients e  This post-hoc response analysis compared response outcome in patients achieved CRR (35.3% vs 10.5%; p=0.0596; Figure 1) e CRR was observed in three times as many idebenone-treated patients as
with LHON in Europe, has been shown to be efficacious in treating LHON treated with idebenone versus those given placebo, in the subpopulation of e  Fouridebenone-treated patients achieved CRR in both eyes (Tables 3 and 4) placebo-treated patients (35.3% vs 10.5%). This difference trended towards
regardless of genetic mutation? and time since onset (SO) of symptoms chronic patients (those with >1 year SO at baseline) e CRRwas first observed between 1 and 6 months post-baseline (Table 3, Figure 2) significance (p=0.0596)

e AnInternational Consensus® on the disease management and treatment of e Efficacy was evaluated as a clinically relevant recovery (CRR) at week 24 e CRRwas first observed between 1.4 and 4.4 years SO (Table 3) * Interms of response by eyes, the difference between idebenone and placebo
LHON with idebenone recommends treating patients whose disease duration (last visit) from baseline (Table 1) was significant (p=0.0163)
is less thz?n 12 .rrTonths sincg onset at treatment start, yet consider that. the — Patients were only considered to have achieved CRR if they still showed Response to treatment: eyes e  Over half of eyes (56.3%) treated with idebenone who were off-chart at
data are insufficient when it comes to supporting the treatment of patients a response at last visit e CRR was observed in 23.5% of idebenone-treated eyes and 5.3% of place- baseline had a CRR, versus none treated with placebo
whose disease duration is >1 year SO . : bo-treated eyes (p=0.0163; Figure 1 '

_ Y _ o _ e Patients received treatment/placebo up to 6 months ves (p g ) e  The magnitude of improvement was up to 48 ETDRS letters in idebenone-
e RHODOS, a double-blind, randomized (2:1), placebo controlled clinical trial,* e 56.3% of idebenone-treated eyes with CRR were off-chart at baseline (Table 4) treated patients

evaluated the efficacy and safety of idebenone (900 mg/day) versus placebo * Againof 11 to 48 letters was observed in idebenone-treated eyes with CRR e In patients with chronic LHON who achieved CRR, this was reached as early

in LHON patients over 24 weeks ;
P _ (Table 4, Figure 3) as one month after treatment commenced in both idebenone- and placebo-
i i e The two placebo-treated eyes that achieved CRR improved by 11 and 26 letters treated patients
ObjECtIVES Patient demographics (Table 4, Figure 3)

e 34 patients were treated with idebenone and 19 received placebo (Table 2) Safety
e To report the response outcome to idebenone in the subgroup of patients in . Gend tati dt _ £ (S0) v bal d bet Saf onals ob g , ith US| blished 2
RHODOS whose time SO was >1 year grec:)nupe;r,(gzl: Zc)nn and time since onse were equally balanced between afety signals observed were consistent with previously published results

Table 1 Table 3 Figure 1 Figure 2 Figure 3
Efficacy evaluation Patients with CRR Proportion of eyes and patients with CRR from baseline Months in treatment at first CRR Magnitude of recovery in eyes with CRR
VA BCVA in logMAR units, determined at baseline and follow-up visits Months in treatment at 1** CRR
Efficacy B g i F Mean £ SD 2.81+£1.99 3.42 £3.25 0
criteria Definition Time point Reference value 40 — Eyes Subjects 100% —
VA improvement: either Min — Max 0.89-6.21 1.12-5.72 ’ | Placebo (n=2 eyes) Idebenone (n=16 eyes)
CRR from off-chart to reading Last observation Baseline BCVA 35.3
5 letters, or 10 letters (24 weeks) ’
on-chart improvement Months since symptoms onset at 1** CRR
Time to . . From baseline (first visit
initial CRR Treatment duration First occurrence of CRR i T o s Mean + SD 30.56 + 11.12 34.23 + 12.50 3
o= 0.0163 o
— ) —]
Magnitude Improvement in BCVA Last available observation Baseline BCVA Min — Max 16.79 — 53.16 25.40 — 43.07 30
of response at CRR (24 weeks)
SD: standard deviation; mean * standard minimum and maximum are presented for continuous variables
e 23.5
O
<
Table 2 Table 4 Z
(]
Demographic and baseline data in patients with time since onset of Eyes with CRR £ = o
.GJ —_— 00 —
symptoms >1 year & 20 — £
ymp y 2 p=0.0596 £
Idebenone (n=34) Placebo (n=19) Eyes with CRR from baseline Idebenone (n=16) Placebo (n=2) §
Male, n (%) 28 (82.4%) 16 (84.2%)) Gain in ETDRS letters at last visit L %
Age at baseline, years Median (Q1-Q3) 20 (12 - 24) O\OO
< 21 8% 1 .6%
3> years e SR Min - Max 11-48 11 and 26 10.5
>35 years 13 (38.2%) 9 (47.4%) ' 259% —|
Mutation VA blindness category at baseline 10 = deb + h
G11778A, n (%) 21 (61.8%) 12 (63.2%) Off-chart 9 (56.25%) 0 (0.00%) Idebenone 3.0 + 2.0 months
G3460A, n (%) 5 (14.7%) 3 (15.8%) 1.0 to 1.68 logMAR 4 (25.00%) 1 (50.00%) Placebo 1.1 and 5.7 months
T14484C, n (%) 8 (23.5%) 4(21.1%) < 1.0 logMAR 3 (18.75%) 1 (50.00%)
Time since onset of symptomes, 5 s
months VA blindness category at last visit
0,
Median (Q1-Q3) 28.5 (18.1—39.5) 30.6 (19.3 - 42.2) 1.0t0 1.68 logMAR e} (EI0/) 0 | 0% —= | | | | | | | | | | | | | | | |
I Pl | Pl
Min - Max 12.7-61.6 142 -56.5 <1.0logMAR 4(25.00%) 1(50.00%) debenone acebo debenone acebo ! 2 3 4 > ° 50 40 30 20 10 10 20 30 40 50
Months in treatment at 1st CRR Gain in letters at last visit

Median (Q1 — Q3) minimum and maximum are presented for continuous variables Median (Q1 — Q3) minimum and maximum are presented for continuous variables. Off-chart VA were imputed to 1.8 logMAR
(approximately 20/1250); see footnote for Snellen equivalents Values are presented as mean # standard deviation; only 2 eyes in placebo group had a CRR Magnitude of improvement evaluated in ETDRS letters

e |debenone treatment induced CRR in a larger proportion of patients/eyes than placebo in chronic LHON
~ e This demonstrates that some patients with time since onset beyond 12 months could benefit from treatment with idebenone
= e Therefore, we suggest that adjustments to the International Consensus could be considered to support treatment with idebenone in chronic LHON patients

Conclusions .

The safety profile of idebenone in this responder analysis is consistent with that seen in previously reported studies

BCVA: best-corrected visual acuity; BL: baseline; C: chronic; CRR: Clinically Relevant Recovery; EAP: Expanded Access Program; logMAR: logarithm of the minimum angle of resolution; SD: subacute/dynamic; SD cohort: patients in subacute/dynamic stage at Baseline; LV: Last Visit; VA: Visual Acuity; VA shown as logMAR (see footnote for Snellen equivalents); off-chart VA were imputed to 1.8 logMAR (approximately 20/1200). Selection criteria for best VA per observation period: if it exists at least one visit during the observation period, then the best VA of the last assessment is used; if no visit exists
during the observation period but the patient is still in treatment, the last best VA value is carried forward.
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