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T Helper Cell Subsets

Protection Role in
Against TB Infection?2:3
Pathogens!?

« IFN-y activates macrophages to
stimulate phagocytosis,

N Intracellular phagosome maturation,
IFN-y : : ition,

(eg, Mycobacteria, production of reactive nitrogen
TNF-a Salmonella) intermediates, and antigen

presentation
» Restrict Mtb growth

Parasites

IL-17

Extracellulz
iL-21 (eg, Staphylococcus, + Recrul -
IL-22 Candida) + Induce granuloma formation

L « Memory response to
TNF-a subsequent Mtb challenge

Adapted by permission from Korean Society for Biochemistry and Molecular Biology BMB Reports

Mtb, Mycobacteria tuberculosis.
1. van de Veerdonk FL, et al. BMB Rep. 2009;42:776-787. 2. da Silva MV, et al. J Immunol Res. 2015;639107. 3. Lyadova IV, et al. Mediators Inflamm. 2015;854507.



Atopic Eczema Lesion
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TARGETED TREATMENTS
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Br J Dermatol. 2019 Mar 9. doi: 10.1111/bjd.17869. [Epub ahead of print]

Conjunctivitis in dupilumab clinical trials.
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Graham NMH', Shumel B, Ardeleanu M', Wollenberg A1,
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What’s already known about this topic?

e QOcular disorders, including allergic conjunctivitis, are common in patients with
atopic dermaltitis (AD).

e In most dupilumab AD wrials, dupilumab-treated patients had higher conjunctivitis
incidence than those receiving placebo.

e Most cases were mild to moderate and recovered or were recovering during study
Lrealrment; E,I_ud}' treatment discontinuation due Lo conjunclivilis was rare.

o Conjunctivitis incidence was very low and similar for dupilumab and placebo in
clinical trials in asthma, chronic rhinosinusitis with nasal polyps and eosinophilic

S ::m:ph agiLi:-;.

What does this study add?

e This analysis confirms and extends the results of the individual clinical trials.

® Baseline disease-related factors, including AD severily, prior conjunctivitis history
and certain biomarkers I:Ll_'l}"II_'lLLE-; and activation-regulated chemokine, IgE, ecosino-
phils), were associated wilth increased incidence of conjunclivitis.

- Patients wh o - T ATl ‘onjunclvilis.

‘urther study is needed Lo elucidate the aetiology and treatment ol conjunctivitis

upilumab-treated patients with AD.







Tralokinumalb

MoA for tralokinumab

» Tralokinumab is a fully human,
immunoglobulin (Ig)G4
monoclonal antibody that
potently and specifically binds
to and neutralizes the effects
of IL-13!
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Co-primary Endpoint Results

Change in EASI IGA Response

A 14.8; p=0.06°
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Adjusted mean
change in EASI
N
o

-16 - A -4.36; p=0.032

Percentage of patients
with an IGA response
=
o1

o o

A-4.94; p=0.012

Il Placebo + TCS M Tralokinumab 45 mg + TCS M Tralokinumab 150 mg + TCS B Tralokinumab 300 mg + TCS

Tralokinumab improved the extent and severity of atopic dermatitis

ap-value for the adjusted mean difference compared with placebo; Pp-value for the adjusted percentage difference compared with placebo
EASI, Eczema Area and Severity Index; IGA, Investigator's Global Assessment; TCS, topical corticosteroid

Adapted from Wollenberg et al. J Allergy Clin Immunol 2018, Article in press. DOI: 10.1016/j.jaci.2018.05.029.



ORIGINAL ARTICLES

B
Efficacy and safety of lebrikizumab @
(an anti-IL-13 monoclonal antibody) in
adults with moderate-to-severe atopic
dermatitis inadequately controlled by
topical corticosteroids: A randomized,

placebo-controlled phase Il trial (TREBLE)

Eric L. Simpson, MD,” Carsten Flohr, MD, PhD,” Lawrence E Eichenfield, MD,” Thomas Bieber, MD, PhD, MDRA*
Howard Sofen, MD.“ Alain Taieb, MD," Ryan Owen, PhD,* Wendy Putnam, PhD*
Marcela Castro, MD,* Kendra DeBusk, PhD,* Chin-Yu Lin, PhD.* Athina Voulgari, PhD,"” Karl Yen, MD),’
and Theodore A. Omachi, MD"
Portland, Oregon; London and Welwyn Garden City, United Kingdom; San Diego, Los Angeles, and South
San Francisco, California; Bonn, Germany; Bordeaux, France; and Basel, Switzerland
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Proportion of patients (%)
Proportion of patients (%)

Lebrikizumab Lebrikizumab Lebrikizumab Placebo

C Lebrikizumab Lebrikizumab Lebrikizumab Placebo D 125mg SD 250mg SD  125mg QAW

“25mg SD 250mg SD  125mg Q4W

Proportion of atopic dermatitis patients achieving (A) a 50% reduction of Eczema Area and Severity Index,
(B) a 75% reduction of Eczema Area and Severity Index, (C) an Investigator Global Assessment of 0 or 1,
and (D) a 50% reduction of SCORing Atopic Dermatitis at week 12 of lebrikizumab treatment. Q4W, Every 4
weeks; SD, single dose.



Atopic Dermatifis
“Yan itch that gets a rash”






NEMOLIZUMAB

Mechanism of action of study drug >
_(extractfromthess)  CIM331

/’/\\
2 . ®
- Interleukin 31 (IL-31) has been @y @
identified as a cytokine that Activated T cell
induces pruritus, involved in the )k \s”
induction of pruritus in atopic Y
dermatitis.

CIM331, blocking the IL-31 pathway,
is anticipated to become a drug
that will be added to the treatment
options to achieve adequate
control of pruritus.

Akt — serine—threonime kinase
ERK — extracellular-signal-regulated kinases

Administration route JAK — Janus kinase

JNK — c-Jun N-terminal kinases
Subcutaneous MAPK — mitogen activated protein kinase

OSMR - oncostatin M receptor

STAT - signal transducer and activator of

transcription




Nemolizumab reduced pruritus VAS

2 Change of Pruritus VAS at Week 12 Time Course of % Change of Pruritus VAS
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ANB-020 ETOKIMA™

Selective inhibitor of [L-33 w*~ ~ = highly exg =ssec " the lesions
of atopic dermatitis

IL-33 is produced by a wumber of celi 'nclur ng keratinocytes

Itisan~" ..., ~cule oroduced afte dan i1ge to

kera, ocytes, for <an >le after an ¢ ergenic challenge to the
skin

25% of }, tients rece ved clear or almost clear on IGA score
The aver. j3e prur’ s decrease was 32% on day 29

33% of the -~ ...ents achieved EASI 75 on day 29



Thymic Stromal Lymphopoietin
TSLP: Role and Function in Allergic Inflammation

24

= TSLP is an epithelial-derived cytokine

. (Cigarettes and Pollutants)  (Bacteria )

e 7w~

central to the regulation of type 2 @D LN S D
Immunltyl-4 \&“*ﬁﬂch 3 o A L 0 u @“&‘»@ Lug’Eplthellum o

= TSLP expression is produced in

. . . Sy 2( Mast Cell Cej i
response to proinflammatory stimuli ez [ —— TSLP — g )
.. . . Ol T, e
and is increased in the airways of / | \ %
patients with asthma and locally in .;Basophi.,ﬁ Lo ¢

. . iy H‘ v
patients with atopic dermatitis, and — @\/
correlates with Th2 cytokine and o V@m; s
chemokine expression, and disease o

severityl>’ @ (1gE)

IgE, immunoglobulin E; IL, interleukin; ILC2, type 2 innate lymphoid cell; Th, T-helper cell; TSLP, thymic stromal lymphopoietin.

1. Ziegler SF, et al. Nat Immunol. 2010;11:289-293. 2. Soumelis V, et al. Nat Immunol. 2002;3:673-680. 3. Allakhverdi Z, et al. J Exp Med. 2007;204:253-258.

4. Ziegler SF, et al. Adv Pharmacol. 2013;66:129-155. 5. Shikotra A, et al. J Allergy Clin Immunol. 2012;129:104-111.e1-9. 6. Ying S, et al. J Immunol. 2005;174:8183-
8190. 7. Ying S, et al. J Immunol. 2008;181:2790-2798.



Tezepelumab* (AMG 157): A Human Monoclonal
Antibody That Inhibits the Action of TSLP*

RATIONALE & MOA MODALITY

* Tezepelumab (AMG 157) is a potential first-in- Ritatntidng
class human monoclonal antibody that inhibits
the action of TSLP, critical in the initiation and
persistence of allergic inflammation?

Fab Region

+ Includes variable
domains that differ
in order to target
different antigens.

* Blocking TSLP may prevent the release of pro-
inflammatory cytokines by immune cells,
resulting in the prevention of asthma

Fc Region

* Allows antibody
to bind to Fc
receptors on
immune cells to

|
|
[
[
,,,,},,,
| D, Glycosylation
[ )+ Carbohydrates
A added to the

exacerbations and improved asthma control?8 mEn :"Mm ok R
i R el sl p/ the antibody's
c o o . - . sti ulating fiison clachvty B  function
* Due to its activity early in the inflammation FREssTEm i ‘
cascade, tezepelumab (AMG 157) may be |
suitable for a broad population of asthma Monoclonal antibodies are potent and highly selective bioengineered
patients irrespective of patient phenotype or T2 molecules that are designed to target specific proteins involved in disease®

biomarker status2®

MOA, mechanism of action; T2, type 2; TSLP, thymic stromal lymphopoietin.

1. Gauvreau GM, et al. N Engl J Med. 2014;370:2102-2110. 2. Ziegler SF, et al. Nat Immunol. 2010;11:289-293. 3. Soumelis V, et al. Nat Immunol. 2002;3:673-680.

4. Allakhverdi Z, et al. J Exp Med. 2007;204:253-258. 5. Ziegler SF, et al. Adv Pharmacol. 2013;66:129-155. 6. Shikotra A, et al. J Allergy Clin Immunol. 2012;129:104-111.e1-9.
7.Ying S, et al. J Immunol. 2005;174:8183-8190. 8. Ying S, et al. J Immunol. 2008;181:2790-2798. 9. Amgen Science website. https://www.amgenscience.com/items/monoclonal-
antibodies/. Accessed October 26, 2018.

Disclaimer: This product is investigational and is not currently licensed anywhere in the world.
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Oclacitinib for itchy dogs

/';§ How effective is it?

J ! How safe is it?

How does it compare
with alternative treatments?
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BARICITINIB



Lilly Announces Top-Line Phase 3 Results for Oral JAK Inhibitor Baricitinib, in Combination with
Topical Corticosteroids in Adult Patients with Moderate to Severe Atopic Dermatitis

August 23, 2019

INDIANAPOLIS, Aug. 23, 2019 /PRNewswire/ -- Eli Lilly and Company (NYSE:LLY) and Incyte Corporation (NASDAQ:INCY) announced today th:
baricitinib met the primary endpoint in BREEZE-AD?7, the third pivotal Phase 3 trial in the BREEZE-AD program to be completed in 2019.

BREEZE-AD?7, an investigational study evaluating the efficacy and safety of baricitinib, an oral JAK inhibitor, to treat moderate to severe atopic
dermatitis (AD) in adults met its primary endpoint. Adding baricitinib to standard-of-care topical corticosteroids significantly improved disease seve
measured by the validated Investigator's Global Assessment for AD (vIGA) score of "clear or almost clear” skin (vVIGA 0, 1), the primary endpoint ©
study at 16 weeks.

Placebo | Baricitinib 2-mg | Baricitinib 4-mg

(N=109) NEER N
VIGA of 0 or 1 at Week 16, n (%) 16 (14.7 @
EASI75 at Week 16, n (%) 25 (22.9) | A=) P« x+

4-point improvement in Itch NRS at Week 16, n (%) 21(20.2) | 37 (38.1)** 44 (44.0)***

*NS, ** P<0.01, and *** P<0.001 for baricitinib compared to placebo by analysis unadjusted for multiplicity.

BREEZE-AD7, conducted outside of the United States, is the third of five placebo-controlled trials in the Phase 3 program and recruited patients fr
Asia, Europe, South America and Australia.

ents observed were
grougJene opportunistic
Or geaths were reported in the study

Safety data were consistent with the known safety profile of baricitinib



UPADICITINIB



Effects of Upadacitinib on Atopic Dermatitis
Signs, Symptoms and Patient-Reported
Outcomes from a Phase 2b Randomized,
Placebo-Controlled Trial

Marjolein S de Bruin-Weller, MD, PhD*

Emma Guttman-Yassky, MD, PhD?; Seth B Forman, MD3; Amit Bodhani, MS, MPH?;
Su Chen, PhD?; Aileen L Pangan, MD?; Henrique D Teixeira, PhD*

1 University Medical Center Utrecht, The Netherlands
2 lcahn School of Medicine at the Mount Sinai Medical Center, New York, USA

3 Forward Clinical Trials, Inc, Tampa, FL, USA
4 AbbVie Inc, North Chicago, IL, USA

Presented at the 10th Georg Rajka International Symposium on Atopic Dermatitis



Phase 2b trial of upadacitinib in patients with AD:
EASI 100 response through 32 weeks

Placebo/placebo (n=10) _—g— Placebo/UPD 30 mg (n=10) UPD 7.5 mg/placebo (n=15) UPD 7.5 mg/UPD 7.5 mg (n=16)
100 4 100 4
80 80 -
60 60
40 30.0* 40
20.0
20 10.0 20 6.3 6.3 6.3
0 0 0 0 0
=~ 0eTe—o—0 ® | . . 0+ S — . . .
S 0 2 4 8 12 Period 2 20 24 32 Weeks 2 4 8 12 Period 2 20 24 32 Weeks
?é Entry Entry
-% —#— UPD 15 mg/placebo (n=19) —#— UPD 15 mg/UPD 15 mg (n=18) —— UPD 30 mg/placebo (n=19) —— UPD 30 mg/UPD 30 mg (n=19)
o
100 - 100
80 - 80
60 - 60
- - 31.6
40 40 R
20 - 11.1 20 —‘/‘4 Pat
0 0 TN
0 19' L | 0 T T T T
2 4 8 12 Period 2 20 24 32 Weeks 2 4 8 12 Period 2 20
Entry Entry

*P<0.05; TP<0.01; ¥P<0.001; LOCF imputation for continuous variables; NRI for categorical variables

Guttman-Yassky E, et al. EADV 2018, P0236. Sponsored by AbbVie Inc



Treatment-emergent AEs of special interest

Upadacitinib (UPA) QD

Patients, n (%) Placebo, N=40 | 7.5 mg, N=42 | 15 mg, N=42 | 30 mg, N=42
Infection 8 (20.0) 22 (52.4) 18 (42.9) 17 (40.5)
Serious infection 0 2 (4.8) 1(2.4) 0
Hepatic disorder 1(2.5) 0 2 (4.8) 0
Neutropenia 0 1(2.4) 1(2.4) 2 (4.8)
Lymphopenia 0 0 1(2.4) 0
CPK elevation 1.(2.5) 0 3 (71} 4 (9.5)
Cardiac arrhythmia 1(2.5)

Therewere - Opportunisticinfection - Deep vein thrombosis/pulmonary embolism
no AEsof: - Malignancy - Herpes zoster
- Gastrointestinal perforafion - Renal dysfunction
- Anemia - Tuberculosis
- Adjudicated CV events

ium on Atopic Dermatitis

arjolein S de Bruin-Weller presentation the 2018 Internatio



ABROCITINIB

Melinda Gooderham,! Seth Forman,2 Robert Bissonnette,3 Jean S. Beebe,4
Weidong Zhang,* Christopher Banfield,* Linda Zhu,4 Jocelyne Papacharalambous,4
Michael Vincent,4 Elena Peeva?

1SKIN Centre for Dermatology, Peterborough, ON, Canada; 2Forward Clinical Trials, Tampa, FL, USA,;
3Innovaderm Research, Montreal, QC, Canada, 4Pfizer Inc., New York, NY, USA

Presented at the 7th 1ID Meeting
May 16-19, 2018

Orlando, Florida




A Greater Proportion of Patients Achieved a Responseat

Week 12 With the 100-mg and 200-mg Doses

Primary End Point: IGA Responseaat Week 12

—e— Predicted A
o 604
% Opserved " Placebo | 10mg 30mg | 100mg | 200mg
g
14
g 40- Response 6.3%  82%  12.3% 27.8% €\ 44.5%
g 20 - 95% Cl -0.2-12.9 2.2-14.1 4.9-19.7 14.8-40.9 26.7-62.3
o
|
S Pvalue — 0.1210 0.1065 0.0184 0.0032
g 07 * P =0.0184

* P 20,0032
(I) 1|0 3I0 1(;0 2(')0

Dose (mg)

Cl, confidence interval; E,.y, the difference between maximum achievable response (at infinite dose) and baseline; FAS, full analysis set; IGA, Investigator’'s Global Assessment;
NRI, nonresponder imputation; SE, standard error.

aEmax fitted curve with SE. Baseline was defined as last measurement before first dosing. IGA response was defined as a score of clear (0) or almost clear (1) with a =22-point
improvement from baseline at week 12 (FAS, NRI). For discontinued subjects, any missing value for all subsequent visits until week 12 was imputed using the NRI approach. Bars 7
indicated SE.



Summary of Adverse Events

n (% Placebo Abrocitinib 100 mg [ Abrocitinib 200 mg
(%) N=77 N=156 N=154

TEAES 44 (57.1) 108 (69.2) 120 (77.9)
Serious AEs 3(1.9) 5(3.2) 5(3.2)
Discontinuations because of AEs 7(9.1) 9 (5.8) 9 (5.8)
Deaths 0 0 0
Venous thromboembolism? 0 0 0
Herpes zoster 0 1(0.6) 2(1.3)
Eczema herpeticum 1(1.3) 2(1.3) 0
TEAESs in 25.0% of patients in any group
Nausea? 2 (1.6) 14 (9.0) 31(20.1)
Nasopharyngitis 8 (10.4) 23 (14.7) 18 (11.7)
Headacheb 2 (2.6) 12 (7.7) 15 (9.7)
Upper respiratory tract infection 5(6.5) 11(7.1) 11(7.1)
Dermatitis atopic 13 (16.9) 22 (14.1) 8 (5.2)

» There were no cases of malignancy or major adverse cardiovascular events

AE, adverse event; Cl, confidence interval; NE, not evaluable; TEAE, treatment-emergent adverse event. 1Study not designed to assess people at higher risk of venous thromboembolism
aThe median duration of nausea (95% CI) was 39.0 days (12.0-NE) in the 200-mg group and 13.0 days (4.0-NE) in the 100-mg group. PThe median duration of headache (95% CI) was
3.0 days (1.0-4.0) in the 200-mg group and 4.0 days (1.0-37.0) in the 100-mg group. cThe incidence of individual herpes viral infections was <3.0% in all treatment arms. 18



ATOPIC DERMATITIS TREATMENT OPTIONS

This slide is property of Skin Sciences PLLC
It cannot be used or duplicated without permission from Skin Sciences PLLC
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Presented at the 24th World Congress of Dermatology
June 10-15, 2019; Milan, Italy

12-Week Efficacy and Safety Data of Ruxolitinib
Cream In Adult Patients With Atopic Dermatitis:
Results From a Phase 2 Study

Tooraj Raoof, MD,! Leon Kircik, MD,? Michael E. Kuligowski, MD, PhD, MBA,3
May Venturanza, MD,? Kang Sun, PhD,3 Jerry Tan, MD*

lEncino Research Center, Encino, CA, USA,; 2Derm Research, Louisville, KY, USA;
3Incyte Corporation, Wilmington, DE, USA; “Windsor Clinical Research, Windsor, ON, Canada



Proportion of Patients With IGA Response

« Switching to 1.5% RUX BID was associated with substantial improvement

=8-\ehicle BID TAC/Vehicle BID* =4—0.15% RUX QD 0.5% RUX QD =0-1.5% RUX QD =-1.5% RUX BID

| Double-Blind Period | Open-Label Period |

80

60

Proportion (SE) of IGA RespondersT

QA 2
\
A

1
20 A T
0 7 /
Baseline Week 2 Week 4 Week 8 Week 10 Week 12
-20 -

* TAC arm received 0.1% TAC cream through Week 4 and vehicle through Week 8.
T Defined as a patient achieving an IGA score of 0—1 with an improvement of 22 points from baseline.

DO NOT COPY, DISTRIBUTE, OR OTHERWISE REPRODUCE



Delgocitinib (JTE-052)
Pan-JAK Inhibition



Phase 3 trial: mEASI and IGA responses with topical delgocitinib
among patients with moderate to severe AD

% change from baseline in mEASI score MEASI 50 and mEASI 75 at IGA responses at end C
Week 1%8d of treatment (LOCF) 100 treatment (LOCF)

o 0 1 1.74 1 ©TmEASI75 1 ®mFace/neckIGA

S 0 | | I = mEASI 50 response

2 80 - 80 1 1GAresponse

g 201 g g

s = 60 - >, 60 -

g —40 - -44.29 g %

£ ! =40 - 5 40 1

g 007 Vehicle bid ' ' T .

I - Venicle DI 20 - 26.4 20 -

c o . End of :

O _gpJ — Delgocitinib 0.5% bid treatment (LOCF) * 4.0 E
C/ehicle 52 36 30 29 29 52 0 : ' o 0 ) | L
DELO5% 106 102 100 97 97 106 Vehicle Delgocitinib Vehicle Delgocitinig

(n=52) (n=106) (n=52) (n=1Q
» Unusually low vehicle response in LOCF analysis (vehicle arm lost 22 patients by Week 2)

« Significant improvements compared with vehicle at end of treatment, and it seems even higher responses
were achieved for the face

» This is a severe disease population to treat with topicals, which perhaps explains the low IGA 0/1 response

*P<0.01; TP<0.001 versus vehicle; end of treatment value defined as the value at Week 4 or study discontinuation; error bars represent 95% ClI;
IGA response was defined as IGA 0/1 and =2-point improvement from baseline
Nakagawa H, et al. AAD 2019, P8214 Sponsored by Japan Tobacco, Inc



Topical Tapinarof

Therapeutic Aryl Hydrocarbon Receptor Modulating Agent
DMVT-505



Tapinarof: Therapeutic AhR Modulating Agent (TAMA)

AhR pathway3
* Tapinarof is a topical, small
molecule TAMA that directly binds (1) tigznd Crosseslce” m‘;f::ra“e and
. . .. J— inds to cytoplasmic
to and activates AhR transcription yeoP
factor? CYTOPLASM
* AhR activation via tapinarof in vitro
and animal models leads to:
. ' Nuclear translocation of
> eductlon Of Th 17 Cyt0k|ne AhR ) a activated AhR complex
Lo cinnl i
. . NUCLEUS
Reduction of Th2 cytoking & ARNT )
axnressionl2 AhR ) @ Heterodimerization
— . with ARNT
- Decreased oxidative stress P ¥
B . . .1 AhR-ARNT complex o _
Increased skin barrier proteins binds DNAand @  GaTARD cene
modulates gene AhR Co-factors EXPRESSION
expression

AhR, aryl hydrocarbon receptor; ARNT, aryl hydrocarbon receptor nuclear translocator; TAMA, therapeutic aryl hydrocarbon receptor modulating agent; Th, T helper cell.
1. Smith SH et al. J Inv Dermatol 2017;137:2110-2119; 2. Negishi T et al. / Immunol.2005;175;7348-7356; 3. Furue M et al. J Dermatological Sci. 2015;80:83-88.



Biologic Effects of Tapinarof

* Tapinarof is a small molecule therapeutic AhR modulating agent (TAMA) that uniquely activates the AhR
pathway to decrease pro-inflammatory cytokines, decrease oxidative stress, increase skin barrier proteins and
re-establish skin homeostasis?!

. l Th17 cytokines*'*1 1 Inflammation in psoriasis
} Q \ C17H150,
’ j . MW: 254 g/mol

Tapinarof Antioxidant activity -
via Nrf2 pathway**1-3 1 Oxidative Stress
AhR \ Filaggrin, loricrin, . . .
and involucrin®12 T Skin barrier repair
<AhR »

1 Th2 cytokines**4> 1 Inflammation in atopic dermatitis

|

*Demonstrated in vitro. 'Demonstrated ex vivo. *Demonstrated in mice models. AhR, aryl hydrocarbon receptor; Nrf2, nuclear factor erythroid 2-related factor 2; TAMA, therapeutic AhR modulating agent; Th, T helper
cell. 1. Smith SH et al. J Inv Dermatol 2017;137:2110-2119. 2. Furue M et al. J Dermatological Sci. 2015;80:83-88. 3. Tsuji G et al. J Invest Dermatol. 2012;132:59-68. 4. Dermavant DOF [DMVT-505 Th2 Polarization; Apr
2015]. 5. Dermavant DOF [DMVT-505 AD Mouse Model; Oct 2016].



Tapinarof Phase 2b Study in Atopic Dermatitis
IGA 0 or 1 and 22-grade Improvement’

Primary endpoint: Assessed in ITT population (NRI Analysis)

60 - !
@ 1%BID(n=40) *
53%
50 4 @ 1%QD (n=41)
s @ 0.5%BID (n=43) 46%
= 10 . @ o0.5%QD(n=41)
E @ VehBID (n=42) 37%
x (o)
5 30 4 Veh QD (n=40) 34%
z 28%
= 24%
S 20
o
o
[~
10
0 ' '
1 2 4
WEEK

* Tapinarof resulted in higher IGA response’ at all timepoints beyond Week 2 compared with
vehicle

*Difference vs vehicle is statistically significant at a=0.05 level (the 95% confidence interval excludes 0). 'IGA response: IGA score of 0 (clear) or 1 (almost clear) and >2-grade improvement from baseline.
BID, twice daily; IGA, Investigator Global Assessment; ITT, intention to treat; NRI, non-responder imputation; QD, once daily; Veh, vehicle.
Peppers J, et al. J Am Acad Dermatol. 2019;80:89-98.
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Human Microbiome Project!
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BOTANICALS




BOTANICAL Eczema Therapy Cream -
List of ingredients

» Active Ingredient
» Sulphur 12X HPUS

» Inactive Ingredients

» Acetylated Lanolin Alco.ol. Baikal Skulcap (Scu’rellono chcclerms) Root Exiract,
Benzyl Alcohol, Caprylic/Capric Ingiycenus, Curvuiiict, woiul i nue Ar, Leramide
EOP. Ceramide NP, Cefearyl Alcohol. Catannid Fthvdhavananta Catasnd (slucoside,
Cetyl Acetate, Cetyl Alcoh+ ¢:hinese Rhubarb (Rheum Polmo’rum) Root Extract,
Cholesterol, Dehydroacetic Acid, DImermnicornie, wiycsiin, wiyeeci yi dleurare, reat
Burnet (Sanguisorba Officinalis) Root Exiract,Hyaluronic Acid, Lactic Acid, Licorice
(Glvevrrhiza Glabra) Root Extract, Magnesium Aspartate, Monnier's Snowparsley
(Cnidium Monnieri) Fruit Extract, Mineral Oll, Oleyl Acetate, PEG-100 Stearate,
Felroigaium, Fnyrospningosing, rorassium Aspartate, Potassium Sorbate, Propylene
Glycol, Sarcosine, Shea Butter (Butyrospermum Parkii), Sodium Cocoyl Amino Acids,
Sodium Laurovl Lactvlate, Stearvl Acetate, Sucrose Stearate, Tree of Heaven

(Ailanthus Altissima) Bark Extract, Vitamin E (Tocopheryl Acetate), Water, Xanthan
Gum.




BOTANICALS

prebiotic action of herbal extracts and of Inulin —
commercially available prebiofic product

O Beneficial bacteria W Pathogenic bacteria
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Kamedis herbal extract 1% Inulin




Dual prebiotic and antibiotic action ofl
herbal extracts in all products

Example:
Effect of herbal extract on growth of beneficial S. epidermidis and
pathogenic S. aureus bacteria. (MeanzSE)

@ Beneficial bacteria B Pathogenic bacteria

172%

-

—_

% of Control

1.0% 1.25% 2.0%

Herbal extract dose (%)
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IGA ‘Clear’ SCORE

Eczema 11
Therapy Cream

Vehicle

Comparator

The IGA of the Eczema Therapy Cream test product is higher by more than 80%
comparing to the vehicle, from 19% of clear subjects with the vehicle to 34% with
Eczema Therapy Cream

Draelos, ZD, Traub, M, Gold M.H. et. Al Validation of Botanical Treatment Efficacy for Adults and Children Suffering from
Mild to Moderate Atopic Dermatitis J Drugs Dermatol. 2019;18(6):557-561.



STUDY RESULTS

» IGA Analysis:

» Botanical test product as well as the comparator reached exactly the same percentage,
34%, of 'clear' IGA subjects out of the enrolled subjects, presenting a clear advantage
over the vehicle that showed 19%.

» BSA Analysis:

» The BSA improvement comparison analysis of the botanical test product vs. the vehicle
vielded P value of 0.0369, which is statistically significant.

Study Subset Results - IGA

Children 3-18 analysis: 60% achieved Clear or Almost Clear vs. 38% for the vehicle and 48% for
the comparator at 4 weeks.

Skin type analysis: the botanical test product is more effective in freating
patients with skin of color.

40% of study participants with skin type V-VI achieved a “Clear” score at 4 weeks vs. 25%
for all other skin types.
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