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Sir@&) Therapeutic clinical

Area Selection Development

* |srael based; Established in 2010

* Specialized in Traditional Chinese
Medicine (TCM) for Skin and
Cancer Treatment

Scalp
Psoriasis

Preclinical ’ . ‘
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Established in 1979
Research arm of India’s oldest &
largest health care company

'- Oral
* Topical

Global Drug
Collaboration Development/
Commercialization

Formulation
Development
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A polyherbal product for a wide range of
skin diseases

* Fully characterized

* Potent anti-inflammatory

* Clinically validated targets

* Found to be safe for human use

* Tested on over 150 patients

* |P-Over 50 patents filed

* Received provisional clearance for EU

commercialization
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No. Formulation Indication , %I

Psoriasis, Eczema, Atopic
1 Cream .
dermatitis

-/)

2 Shampoo - 1 Scalp Psoriasis
3 Hair lotion Scalp psoriasis
4 Hair Serum / vitalizer Seborrhoea / Dandruff
5 S - 2 Seborrhoea / Dandruff
6 Acne Gel Acne
/‘h@
Psoriasis, Eczema, Atopic
v e dermatitis _l
3 Oral Tablets Esor|a5|s, other_ chronic
inflammatory disorders
9 Oral Nanoparticles Psoriasis, other chronic

inflammatory disorders
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Ready for
Commercialization

5 US patents
granted

IND studies completed

proven

Seborrhoea, AD & Acne

completed
First patent filed IND enabling 2 CTs for psoriasis
studies started completed

Efficacy in
inflammatory
dermatological
indications proved

Biological target

identified

Pre-clinical
expertise in
Psoriasis
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= JFOUNDATION Atopic Dermatitis

*  Atopic dermatitis (AD), also known as atopic
eczema, is a type of inflammation of the skin
(dermatitis).

* ltresults initchy, red, swollen, and cracked
skin. Clear fluid may come from the affected
areas, which often thicken over time.

* Inchildren under one year of age much of the
body may be affected. In adults the hands and
feet are the most commonly affected areas.

* The cause is unknown but believed to involve
genetics, immune system dysfunction,
environmental exposures, and difficulties with
the permeability of the skin.

* The pathophysiology may involve a mixture of
type | and type IV-like hypersensitivity
reactions.
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* Atopic dermatitis (AD) is a chronic inflammatory disease
which results from complex interactions between genetic Univoved ™SSSmmls  Acute mm  Chronic
and environmental mechanisms.

Allergens

Scratching
l P T

l
.
.
.
.
.
LN
.

* An altered lipid composition of the stratum corneum is % ==
responsible for the xerotic aspect of the skin and :

determines a higher permeability to allergens and irritants.

Chemoklnes *&

= .9@.,

* Keratinocytes of AD patients exhibit a propensity to an
exaggerated production of cytokines and chemokines, a
phenomenon that can have a major role in promoting and
maintaining inflammation.

J. Clin. Invest.2004;113:651-657

* Dendritic cells expressing membrane IgE receptors play a
critical role in the amplification of allergen-specific T cell

responses. Atopic dermatitis: mechanism of
disease
* Thymus And Activation Regulated Chemokine (TARC) -CCR4 i /apww.slideshare.net/AllergyChula/atopic-
ligand, overexpressed in eczema lesions and attracts Th2 dermatitis-mechanism-of-disease
cells.

* A complex network of cytokines and chemokines
contributes to establishing a local milieu that favors the
permanence of inflammation in AD skin.

2grated Research Solutions in Preclinical Biology
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|

| Systemic therapy
or UV therapy

S
0\\ ! !
Moderate/Severe AD &o(’ Mild/high potency
N
N

TCS or TCI
")
4 .
: &L Low/Mid potency TCS
Mild/Moderate AD Q or TCI

Basic treatment:
i Skin hydration, Emollients, Avoid irritant,
Dry skin Step 1 Identify and address trigger, Anti-histamines,
Immunosuppressants (azathioprine,
mycophenolate, cyclosporine, and
methotrexate)

Medscape, 2008
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Topical corticosteroids .

Oral immunosuppressive drugs

Biologics .

Phototherapy .

Long-term use can lead to skin atrophy, spider veins,
stretch marks, and pigmentation abnormalities
Rarely in extreme cases, may cause hypothalamic-
pituitary-adrenal suppression, leading to Cushing’s
syndrome

Systemic oral immunosuppressive drugs, such as
cyclosporine are often coupled with serious side effects;
skin damage, thinned or weakened bones, high blood
pressure, high blood sugar, infections etc.

Side effects include flu-like symptoms such as chills,
fever, muscle aches, weakness, loss of appetite, nausea,
vomiting, and diarrhea

High cost

Possible long-term side effects of this treatment include
premature skin aging and skin cancer

http://www.medicinenet.com/atopic_dermatitis/pagel0.htm
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Surprisingly
effective

1.0 E Biologics
0.9 Steroid :

@ Antipruritics

9.8 Avoid allergens

0.7

0.6

Effectiveness

0.5 |21 Increase wa.ter consumption
L diet ®
oL Acupuncgre. .owcart : Antihistamines
&
0.3 Aloe Coconut pil
vera @
0.2 Fomeopathy Don’t wash hair every day
®
0.1
0.0 0.1 0.2 0.3 0.4 0.5 0.6 0.7 0.8
Popularity
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JAK-kinase inhibitors in AD Biologics in AD

* Janus-Kinases (JAK) are involved in cell Emerging treatments for atopic dermatitis
signaling pathways activated by cytokines.

« Tofacitinib, a JAK kinase inhibitor has Development

emerged as new therapeutics for severe, Biologics
recalcitrant Atopic Dermatitis.

CiM331 Antibody against IL-31 receptor 2
—— o ILV-094 Antibody against IL-22 2
ytokines | l
Tralokinum  Antibody against IL-23 2
ab
Cytoplasm Receptor Tofacitinib
INCB-28050 Ustekinum  Antibody against IL-12 & IL-23 2
ASP015K ab
C;’fggg"ib Dupilumab  Antibody against IL-4 receptor 3
R-348

Anti-pruritics

CT327 Tropomyosin receptor kinase A 2
inhibitor

VLY-686 Neurokinin 1 receptor 2
antagonist
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* A novel mixture of 3 herbs; Rheum .
palmatum L. (Da Huang), Rehmannia "&
glutinosa Libosch (Sheng di huang) and T )\P?\O_
Lonicera Japonica (Jin yin hua) was \
developed in the ratio 1:1:3. N |

elector A TR
)

*  Fingerprinting analysis performed by HPLC §
with 3 marker compounds Chlorogenic acid, ‘
Acteoside and Rhein.

Name of marker Herb name
 SIRB 001 has been demonstrated to work compound
as anti proliferative immunopotentiating
Emodin
product. It down regulates key ,
. . . . Rhein HERB-1
proinflammatory cytokines including TNF .
Ipha, 1L17/1L23 Rhapontin
alpha, Carvacrol
) Vanillic acid HERB-2
* SIRB 001 has shown potential for treatment .
. . . Sweroside
of chronic dermal inflammatory diseases _
including psoriasis, Eczema & others Aucubin
inc &P ! Digoxin HERB-3
B-sitosterol
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Atopic dermatitis

Inflammation in keratinocytes by
increased secretion of cytokines

Increased activity of JAK1/JAK3

v :

Keratinocytes Macrophages Lymphocytes

v

\ 4 v
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TNF-a

TNF-a (po/ml)
B EEEEE

P . 3 3 34 42 5 6
fi B'é Curcumin (FC) é*—
f b0 df

SIRB-001 (mg/ml)

*
THF-a (10 ngiml}

IL-6

IL-6 {pgumi]
anEEEEEEE

= -S‘Iq&
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IFK- (pgieml)

vitro Anti-AD potential of SIRB-001
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100 "‘I"'
50
o
j .g.@ c-'@ ..f: é"‘ 3 34 42 5 6
d-f# M) def SIRB-001 (mg/ml)
ws.-u;.grmu.
Nitric Oxide
200
180
188
140
120 -
e o
B
&0
a0
20
o ,

3 3.4 4.2 5 6
jf Clr:lli'ilPC-] a* "

SIRB-001 (mg/ml)

THF-a {““J rgimil]

- Significant downregulation of inflammatory cytokines; TNF-a (80%-85%), IFN-y
(44%-72%), IL-6 (12%-50%) and Nitric Oxide (25%-50%) in keratinocytes (HaCaT)
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TARC VEGF
130 5000 -
160
__ 140 5000 -
E 120 - - I
E 100 4 E 4000 - .
O 80 S 00
E 60 :
T ow 2 2000
20 4 =
0 - 1000 -
< &,ﬁ 03 04 06 12 3 375 0
:J >
]
@gf SIRB-001 (mg/ml) S N P 03 04 06 12 3 375
.
+ o Curcumin (PC) S 00 .
THF-at +IFN-y (M) - IRB-001 (rmg ml)

- Significant downregulation of chemokine-TARC (38%-100%) and VEGF (40%-92%) in
keratinocytes (HaCaT)
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IL-6 IgE
140 100 -
120 - E :g
— 100 - ? 70
% 80 - %gg
€ | x " 8 30
= 40 % E 20
Y 10
20 1 0
0 - gf“" Qe“'" I Y R R .
9‘996 € & & 00 012 03 04 12 fa | l
& SN RS . R & 3HX (v/v ratios, 3HX: Cell growth medium)
Dexamethasone " o&*f
(PC) SIRB-001 (mg/ml)
- Significant downregulation of IL-6 - IgE inhibition (20%-60%) in human
(20%-60%) in immune  cells myeloma cell line; U-266
(macropahges)
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|

JAK KINASE

120
HJAK-1
100
HJAK-3

(wrt Control)
[o2] (]
o o

N
o

N
o
I

o
I

% Inhibition of JAK expression

1 mg/ml 1.5 mg/ml 3 mg/ml

SIRB-001 (mg/ml)

v

- Inhibition of JANUS KINASES - JAK-1/JAK-3 (10%-75%)
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SIRB-001
cream

SIRB-001

X

/ TNF-a, IFN-y,

Stratum Corneum Mast cell IL-6, TARC
x stimulation

Epidermis v

Cytokines l l

Receptor
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Extensive studies carried out in animals have demonstrated SIRB-001 safe for
topical and oral administration

studies

* Chronic safety studies — 6 months

* Mutagenecity

* Reproductive safety

e Skin sensitization

* Invitro HetCAM & 3-D skin
studies

» Safety pharmacology

* Acute and sub acute Safety \
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Therapeutic potential of SIRB 001 in other chronic skin
inflammatory diseases
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SIRB-001 i N

A magnified keratinocyte

—

Psoriatic plaque

Normal skin -~
.

Epidermis

SIRB-001
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PSORIASIS
Inhibitory effect on W Yoy
signaling markers of x pﬁ @'}‘; % x Anti-inflammatory
psoriasis ¢

Inflammation —
Secretion of
cytokines

Hyper-
Anti-proliferative proliferation of

: Anti-angiogenic
keratinocytes

Anti-inflammatory SlRB-OOl
X

Inflammation —
: Sebum
Secretion of

secretion proliferation of x
cytokines keratinocytes
Sebostatic

Sectrelt<i_on of stress
cytokines .
Anti-angiogenic x

Anti-proliferative

Hyper-

Anti-inflammatory Anti-oxidant

ATOPIC DERMATITIS
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SIRB-001 _
cream ‘ -

Blood

. 1 10 ¢
collection 0000000000 Gu
0000000000
0000000000 >
Psoriasis gggggggggo 0%},
; 00000000
patients 00000003 *
FIFIF 1T+ > <IRTST *i-
0000000000 QL
0000000000
Identification of - Estimation of inflammatory cytokine panel
biomarkers from psoriasis by Multiplex technology
clinical trial
23
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» Serum samples collected from 30

patients at 2 time points (baseline and Catf_’g“:j? —>

0 antipodies

completion of treatment) were analysed Ribetic i handiins

for 27 inflammatory markers associated <« deposit 20-50 nl of

with psoriasis  using  Multiplex 350-500 ym print diluent

spots capture =—>

teChnOIOgy' target proteins
» Serum samples were also collected from

7 healthy volunteers to evaluate the

markers elevated in disease condition.

IL-1-RA IL-4 IL-6

> Levels of 7 markers was found to be

elevated (> 1.5 fold) in disease condition - -
IL-7 IL-9 IL-12

as compared to healthy controls.

» Down regulation (>20%) was observed in
6 markers upon treatment with SIRB-001 - -

GM-CSF IP-10

cream for 56 weeks. -

MIP-1- - TNF-a VEGF

B

IL-33 CD40L
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?Si&?}i‘;i‘w Searching for prognostic markers for SIRB 001....

Inhibition of markers Day 56 vs. Day-0

>20 % inhibition in 6 markers
e IL-5
* IL-13
* GMCSF
* IP-10
* MCP-1
* IL-33
10%-70% inhibition across other markers

Percent decraese (D56 vs DO)

Biomarkers vs % Inhibition in Biomarker levels in patients after treatment (D56 VS DO)

% Decrease = (Mean value Day 0-Mean value Day 56)x100/Mean value Day 0
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Highlights of clinical trial results

Psoriasis

Scalp psoriasis

Eczema

Seborrhoea

Atopic dermatitis

Acne

subjects efficacy

Germany

? T N \
CIDP:::: 30 J)
India

? T N \
CIDP:::: 30 J)
India

P P N
CIDP:::= 30 |
India J
Germany J

P P N
CIDP::=: 30 i
India J
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Recent publications

il =

13 EADV. SPRING SYMP
19-22 MAY 2016 ATHENS, GREECE

PSORIASIS 2016

. PARIS, 7-9 JULY 2016
5* CONGRESS OF THE PSORIASIS INTERNATIONAL NETWORK
Evaluation of anti-psoriatic potential of a
novel polyherbal formulation by
multiparametric analysis

Anti-psoriatic potential and safety of a novel
polyherbal formulation

conferenceseries.com

International Conference on
Tt European Dermatology

e Psoriasis and Skin
Gongress ' I -
June 13-14, 2016 Alicante, Spain snec IaIISts M GEIIng

December 08- 09 |, 2016 Dallas, Texas, USA
Development of a novel polyherbal topical

product for the management of eczema &

Development of a novel polyherbal topical
other chronic dermal inflammatory conditions

formulation for the management of psoriasis
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THANKS
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