TEM1657 is a new small molecule for the topical and oral treatment of psoriasis
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Temisis is a therapeutic company focusing on the
development of small-molecule assets for the
treatment of unmet needs in dermatology. Its
main asset, TEM1657, shows similar efficacy as
market reference corticosteroids to remove
psoriasis symptoms at pre-clinical stage,
but with no observed side-effects
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Rapid efficacy

Symptoms are significantly reduced after the first

application of TEM1657 at 0.2% St
skin thickness

Temisis is a company of the Plant Advanced Technologies Group

Development of novel pharmaceutical APIs
in dermatology

Complete remission of psoriasis
symptoms

No erythema - Requlated desquamation - Normal
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No side effect

No skin thinning (unlike corticosteroids), no
observed side effect on animals in toxicity tests

In vitro efficacy profile

TEM1657 greatly reduces cytokines secretion in PMA-inflamed skin cells

0 Experimental design
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TEM1657 reduces inflammation in IL-17-induced keratinocytes

ELISA IL-19 —— gRT-PCR
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0 Experimental design

Human keratinocytes (NHEK) were cultured,
and then co-induced with IL-17 and TNFq,
and treated or not with TEM1657. Psoriasis
associated markers were measured:
secretion of IL-19 (ELISA), and expression of
inducible genes encoding IL-19, IL-23,
psoriasin, and hBD-2 (qRT-PCR).
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TEM1657 is also efficacious on atopic dermatitis

a In vitro

Current developmen_t stage Reconstituted human epidermis (RHE)
End of pre-clinical R were cultured, and then co-induced with

\ Target point of sale of the asset
7 Phase Il finalised
IL-4, IL-13 and IL-25, and treated or not
Pre_clinical Research with TEM 1657. The expression of key
Dr h- tor genes involved in lipid metabolism &
Ug IST0 y . transport, barrier recovery, and axone
Manufacturlng guidance and itch were measured by
qRT-PCR.

TEM1657 restored homeostasis of almost
all measured genes.

Development stage

Psoriasis indication Production of GMP grade batches

IP Status Assays to run:

French application filed in Drug development compliant to - Clinical phase I (mid-2019) Option 1: total synthesis

2016 ICH Guidelines - Clinical phase Il (not planned yet) Option 2: hemi-synthesis from an easily available natural .

International application - FDA & EMA review pharmacophore e In vivo

(PCT) in 2017 TEM1657’s MOA suggests Option 3: fermenter biocatalysis

International Search Report potential applications for other Symptoms on the back skin of Balb/C E'“
is very positive IL-17-related pathologies All options patented mice were induced with daily applica-

tions of 2,4-Dinitrochlorobenzene (DNCB)
for 40 days, and treated topically
between days 32 and 40 with TEM1657.

Development according to Quality by Design procedures <
TEM1657 showed similar efficacy as ?m

Assays to run: Administration modes: Locapred to remove erythema, scaling
. - Topical in standard dermatological cream (stable API) and excoriation symptoms.

Regulatory toxicology (end - Oral (test phase)

of 2018)

In vivo efficacy profile

Topical applications of TEM1657 cure psoriasis in Balb/c mice

e PASI scoring

Efficacy of TEM1657 at different incorporation doses was compared to Dermoval cream
(containing 0.05% Clobetasol).

0 Experimental design

Psoriasis symptoms were induced on the back
skin of Balb/c mice in imiquimod model.
TEM1657 was topically applied on days 7 to 10
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e Skin shape & histology
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control control (Clobetasol 0.05%) 0.025% 0.05% 0.2% 0.8%
TEM1657 restores skin shape in a dose-dependent b W =

manner.
Erythema, induration and desquamation are removed.
Acanthosis is reduced, and the number of immune

cells in the dermis is decreased.
Contrarily to Dermoval, no skin atrophy is observed.

a Mice well-being

Body weight variation during treatments.

Spleen weight and immunity

Contrarily to Dermoval, TEM1657 does not induce
splenoatrophy, but rather restores normal spleen size,
dose dependently.

TEM1657 restores
natural mice

TEM1657 restores mice well-being and behavior to chew

appetite (dose-dependent tendency).
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