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Background & Objective Clinical improvement with LL-341070 Remyelination in CNS with LL-341070
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Materials & Methods

Subjects & Diet

* Ten male domestic cats aged 1-2 years were fed an irradiated diet
(45 kGrays) for up to ten months.

Remyelination in Corpus Callosum:
Diet + LL-341070

Normal myelin in Corpus Callosum:
Pre-diet control
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A behavpral scoring system (0-4, with higher values representing Remyelination in Cervical-Lateral SC: 2 N P RO RIS A e
greater impairment) was used to grade the presence and Diet + LL-341070
progression of ataxia and paresis, which largely affected the hind ot YR O -

limbs (Duncan et al. 2009). Clinical scores were obtained throughout
the course of the study.

— Of the ten cats, five demonstrated no or only mild symptoms.
The remaining five cats developed notable and progressive
disease: when a minimum score of 2 was reached, treatment
with LL-341070 (100 ug/kg g.d. s.c.) was Iinitiated.
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Axon histology -
* Light microscopy: Axons were categorized into remyelinated, 1.07
demyelinated and unchanged based on myelin thickness in the CNS 2 0 8_'  G-ratios from the corpus
(optic nerve, cerebellum, subcortical white matter) and spinal cord NN o callosum. Higher g-ratios are
(cervical, thoracic and lumbar segments). A minimum of 150 axons IS ARN N, e _ , O 0.6 '" " ' _SubjectD demonstrated in the treated
were categorized for each image in a blinded fashion. K ey cats ~ where  remyelination
. El.ectron. microscopy: G-ratio measurements were determined on . Robust remyelination was evident throughout all segments and 041 —Sub}ectS predominates.
thin sections from the corpus callosum. columns of the spinal cord. R: remyelinated, D: demyelinated, U: 02" —Control
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Scores Scores Scores Scores Scores Scores Seores 2 50- 50- 50- - Consumption of an irradiated diet resulted in a clinical presentation
§ @ involving significant motor dysfunction, previously demonstrated to
Histology g 2 D D 25- m ﬂ 1 NI D H H be correlated with widespread demyelination throughout the CNS, in
i cats.
R e B E— e ————— 0 iD al Nl o/ WEL, i Bkl i - . - The TR-B prodrug LL-341070 produced dramatic recovery of
1 0 1 2 3 4 5 6 - 8 9 RDU RDU RDU RDU RDU RDU RDU RDU RDU function with robust and generalized remyelination throughout the
Axon Type Axon Type Axon Type CNS and spinal cord when compared with a control, untreated
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ime ( ) animal with similar levels of demyelination.

- These data demonstrate the potential of CNS-directed TR-f
agonists such as LL-341070 as remyelinating therapies in MS and
other demyelinating conditions.
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