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Caffeic acid Ferulic acid Procyanidin

Figure Chemical structures of some phenolic compounds commonly found in fruits and coffee.
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Green tea catechins In sinecatechins

 General Structure of Catechins:

Component
{—)l-Epigallocatechin Gallate
{—l-Epicatechin Gallate
{—)l-Epigallocate chim
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{—I-Gallocatechin Gallate
{—l-Gallocatec hin
{_
{+

11 1IT00%

I-Catechin Gallate
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Veregen®

(Sinecatechins) Ointment, 10% w/w

10% Oimtment fo External Gental Vrts RSttt

~ ——re

N

First botanical drug approved by EMA and US FDA, launched in US, Germany, Austria, 4
Spain, as well as in Taiwan,

Exclusive marketing and sales right in Asia granted from Medigene AG.
Patented active ingredient Polyphenon® E (extracted from “Green Tea" Camellia sinenss (L)
0 Kuntze)

Veregen® has been [isted as a standard treatment in Sexually Transmitted Diseases £¥ Immunmodulatory effect

Treatment Guideline (USA, CDC,2010) and 2012 European quideline for the managementof &~ |nhibition of proliferation of keratinocytes.
anogenital warts.(Lacey et al. JEADV, 2012) - PRI

References
Stockfleth E et al. Sinecatechins (Polyphenon E) ointment for treatment of external genital warts and possible future

indications. Expert Opin. Biol. Ther. (2014) 14(7)
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Natural and Safe X4 &L <
ZENBEXAKRZIE  HEAZERER

ZVAN\ Y

BEsEZEM  WAERIIBEZSMRIFRRE

Good B¢ —
e A Ay . . N T /28,52 Complete clearance
R A EE N RN SREAERK AT TEE R

Veregen® Placebo

Low B8 ZE 6.30 1490
EREERNEMIRT AR AAmE 56.3% .£70

M {E8%3 Recurrence Rate
Ablation ]

\eregen® Imiquimod Podophyllotoxin
6.5% 16.3% 46% 59.9%

Easy administration A &%

>»— K=
> 8 (2 4
> NEGRERBENES
BERT

http://www.veregen.com/genital-warts/treatment-goals.html

SINPHAR GROUP
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G e n i tal Wa rtS SynCereBistechnaiony Corlid:
(condyloma acuminata)

Etiology-

v Human Papilloma Virus (HPV)

v It is an non-enveloped virus with double stranded
circular DNA & an icosahedral nucleocapsid

v 100+ varieties

v Most are harmless

v' 35 are transmitted sexually

http://lwww.veregen.com/genital-warts/treatment-goals.html
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Human Papillomaviruses (HPVSs)

>160 named HPV types
*Ubiquitous. Infection can be
completely asymptomatic,
commensal

However

Some types cause benign
skin warts (papillomas)
*Other types cause cancer of
the uterine cervix or other

non-enveloped, epithelial cancers
DNA genome

2019/07/27 SINPHAR GROUP www.cdc.gov/std/hpv
Life * Health * Technology ——
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Papillomaviruses - Historical Overview

[(S]ls]0)

*1894-1924: Ciufo, Variot and others
show that genital and skin warts
can be transmitted between
individuals by a filterable infectious
agent

*1933 (Shope) rabbit papillomas
have viral etiology

*1935 (Rous) papillomas can
progress to carcinoma

ePapillomaviruses found to cause
skin warts and other tumors in
vertebrates ranging from birds to
people

2019/07/27 SINPHAR GROUP www.cdc.gov/std/hpv
Life * Health * Technology __

Infection with Shope cottontail
rabbit papillomavirus
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HPVs Are a Diverse Family
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foot

HPV25

wartsor | s

EEPY

63
. HPV1a
BPV2

BPVI ™Y,

HPV32
HPV42

hand(...
warts

ey HPV 6&11 53

I 90% of genital warts

2019/07/27
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Skin, hair follicles
mostly commensal

HPV17
HPVS
HPvag HPV41

HPV5 HpPva7
HPVI2

HPV14d HPV15

CRPV

I 70% of cervical cancers

|'!PV31 HPV3S

i1 HPV16

HFV58

genital
mucosa,
Y ‘ cancer-

| vl | gssociated
‘
\

HPVA5
HPv2g HPVS1

>75% lifetime infection risk!

genltal warts

www.ashastd.org
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What are genital warts?

Genital warts are unsightly cauliflower-like growths.

In women, genital warts can appear on the vulva,
urethra, cervix, vagina, anus or thighs.

In men, warts can appear on the penis, scrotum, anus
or thighs.

Genital and anal warts are very contagious and are
spread during oral, vaginal or anal sex with an
Infected partner.

http://www.veregen.com/genital-warts/treatment-goals.html

2019/07/27 SINPHAR GROUP
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Common Symptoms of Genital Warts
In Males & Females

* The symptoms may include single or multiple
fleshy growths around the penis, scrotum, groin,
vulva, vagina, anus, and/or urethra

« They may also include: itching, bleeding, or
burning, and pain

« The symptoms may recur from time to time

http://www.veregen.com/genital-warts/treatment-goals.html

2019/07/27 SINPHAR GROUP
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Warts medications

Imiquimod (Aldara, Zyclara)- The first line drug in USA, this cream
appears to boost your immune system’ s ability to fight genital warts (MOA:
Immune response modifier, IRM) in at 16~32 weeks (cure rate 60%) by Aus.
paper.

Podophyllin and podofilox (Condylox, Wartec)- Podophyllin
(podophyllotoxin, PPT) is a plant-based resin that destroys genital wart tissue to

Inhibit mitotic division, but has greater side effects. The product is
podophyllotoxin 0.05% solution or gel and 0.15% cream.

Sinecatechins (\VVeregen)- This ointment involved in the clearance of
genital and perianal warts is unknown (IRM). In vitro, sinecatechins had anti-
oxidative activity, at 12~16 weeks (cure rate 60%).

Salicylic acid (high conc.); Trichloroacetic acid (TCA) 80%-
This chemical treatment burns off genital warts.

Others- Interferon, bleomycin, 5-fluorouracil(5-FU), HPV vaccine (Gardasil,
Cervarix) inj.

[5wia] SINPHAR GROUP 21
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Dosage form

Launch time

Administration

Indications

Cost (NT$)/
month

Comparisons

Imiquimod*

(Aldara™, Zyclara®)

REETF (M)

5% w/w cream x 12

sachets (0.25gm)

1997

QN x 3d / week
16 weeks

GW, AK,

Cutaneous warts

42007

Podophyllin
(Condylox®) . v=.4
FHEpE R

10~20% susp/
0.5 gel or sol’n

1991

BID x 3d/week
4 weeks

GW

Podofilox

(Wartec®)
(RF-F “& 1k §
(STIEFEL)

0.15% w/w 5gm

1991

BID x 3d /week
4 weeks

GW

2500~3000

Others: /5% % (Duofilm) 16.7% salicylic acid + 16.7% lactic acid 15ml/bt (GSK)

* Health * Technology
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Sinecatechins
(Veregen®)
p=5h & 3 F (SynCore)

10% ointment 10gm

2006

TID
16 weeks

GW, HSV, AK
Cutaneous warts

3000
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T
Aldara’ 3% cream
imiguimod
Read the package leafletbefore use.
For cutaneous use.

CREN 1§ ‘I
e

Cream
12 sachets,
Each contaiiing 256 mg of cream, M: Dﬂ

NDC 0591-3204-13

Podofilox

- ' Topical Solution
\ " ocssiots . | 0.5%
Aldard" Aldara" Aldard NOG 5254404513 -

Sooean | Soeren  f Socream Condylox’ Gel e

imiquimod Imiquimod imiquimod (podoﬂ[ox ge”
For cutaneous use For cutaneous use For cutaneous use

250 mg cream 250 mg cream 250 mg cream Adiis ERIECRE O EX O wow
neDn MEDA Mnesa Watson™ 35l

2019/07/27 [Swiag SINPHAR GROUP
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Cryotherapy # % 3% 7

® LiFisk:
(D& F 4 %ok (51017C): jp 2 #ic® 5§ 3 B(F )M g ff <30 2 T3 =
& (>2cm2) > & 2p R b £ (shaving) Ak H e
(2% siek —F ¥ (51021C): H BB ¥ - S e ff 1 T > 20 p(=1em2)
28 L R E e
(3t ik icHKk —AFFE (51022C) ¢ p#cE 7§ 2 B Ra ff x>0 1 F > o0 3 2
TN AR (>lem2 o =2cm2) 2 AF ReL kR i o
(A) 375 AR 2 LT 3xF > TSR p g% 51017C ¥ F F R f * o
35 P NS ¥R 3P EQELD- 18 7S 4 A=z P
51017C I O FZARY) PR - 600 95.07.01 ~
51021C LRI —H S 125 95.07.01 ~
51022C E IR —AE e 250 95.07.01 ~

® akiRCRkPR):

WA | E L A(E ) | #F (T ) Azig p
51017C DUOFILM sk i 107. 05. 01~

A
7

~ 2
3
-
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Intellectual Property Rights

sy
Trade Mark

TEP)REE Ee R

-—i--r—;/{/Ej;BrE E%*E
%‘ ﬁ . e o™ vt e o e o e P e Plant Va riety

Copy Right and Plant
Seed
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Remarks

» Patent (108157) were composition for treating condyloma acuminata
and the trademarks (01501799) call Veregen.

15. The use of a pharmaceutical according to any of claims 1-14, characterized in that the viral skin diseases
and/or tumor diseases are caused by human papilloma viruses, such as HPV 1, 2, 3, 4,5, 6, 8, 9, 11, 12,
13, 14, 15, 16, 17, 18, 19-29, 31, 32, 34, 36-38, 46-50, 56, 58.

16 . ﬁhe use of a pharmaceutical according to claim 15,\
characterized in that the skin diseases are warts,
genital warts, benign tcumors of the skin and/oxr
mucosa caused by papilloma wviruses, for example
verrucae plantares, verrucase vulgares, verrucae
planae juveniles, epidermodysplasia verruciformis,
Condylomata acuminata, Condylomata plana, bowenoid
papulosis, papillomas oI tche larvnx and oral
\Eluc:::sa or focal epithelial hyperplasia. /

» MDG z. VM # % &7 > & common warts/ flat warts & & 41 - 7e
Formula EP1448186 ¢ shclaim 16 % 3R H & 4 ik & 5 = [k
CW-PW- FW&MC % & ¥ A J °

2019/07/27 SINPHAR GROUP
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HPV-related warts

Y SN N IVAE=Eve | HPV HU3I

% J§ (skin

¥ J&. 7% ( deep plantar wart
— A% % (common wart )

k& J9% (flat wart )
RERKE LT R L
( epidermodysplasia verruciformis, EV )
Z582 (muc

5 ( vulvar cance

= & J% (penile cancer )
o R 3 5L K
( respiratory papillomas )
O R 16
( oropharyngeal cancer )
Ok E R 13.32.
4 74 % 7% ( genital warts ) 6.11
‘% 8% ( cervical cancer )
o J&, [ e 16.18.31.45.33.35.39.51.52.5659.68
J& I b11ho.43.44

2019/07/27 |Swia] SINPHAR GROUP
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¥ B & & % Cutaneous Warts

© = § 7 (common warts, CW) © £ % 2 & &+ 4y fedg 7
- fBpE ko I E 4EF¢W%ﬁt’“%% Eh
it A kB s - gpd A ¥ Lhwizd

B nﬁg LA RPEANEIET] ¥ AR LR f’g({;,,l,&r, -

B

FRF F g Fru g I e
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¥ B g & B Cutaneous Warts '

® ;L (flatwarts, FW) : Zdze & LT
Feiod ~ 2 d Nz d o 2] 5 5 1~bmm e
A2 L gt (Bde t F R EA L It
) o TR A - A R "]Eﬁ’}?,pm}iﬁ‘}’% ’ /‘/ﬁi/r/%‘ﬁi
Beldog > wig b FEFT IR m it A enE B F

¥R B\«? p S m'/%ﬂr’v/ﬁ?"f* DRI KR
* Pz o

MREEE R R
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¥ L & & 5 Cutaneous Warts

© & 375 (plantar warts, PW) @ i@ % & & %k«
SRk S L FELE S Lk
Q%?*~E%£’@ﬁ\p%T£
FEP (corns) & ¥ f& i e i) fﬁ F1d @
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A5 F gy & R Ao B e(calluses) 3 #7 % 4

Figure 3. Verruca plantaris (plantar warts) on the sole of the foot.

2019/07/27 SINPHAR GROUP
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QS‘F)r:n(C@Jr'e@z@
1 4 4 3c% (molluscum contagiosum virus)

PR AD BRAEEOREE SRR B RRS
(Poxvirus) - #g o
PEL R AP A L mpa A oo U Rt ] T -
(1~8mm) ~ F17) ~ F BLAL ~ 3§ DA K HhdAs o 7 log @4 gk
ﬁﬁ%%ﬁﬁ’%%§%%6%6°@4ﬂﬁﬁxﬁ’ﬂiﬁ#
Hepern b R £ R e A RBAE K2 % > S
Fomme §F NI E KPP R g s xS s R o L EEGE F
FrlEfpmes o et o SR v
OE @A Mgk B it i
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Current Published Case Report s

FIG. 1. Multiple MC lesions on her back, some of them [FIG. 2. Complete response after twice daily Sinecatechins]

with inflamatory signs. 10% ointment for 4 weeks.

2019/07/27 [Swiad SINPHAR GROUP
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Current Published Case Report

SynCore[Bistechinciogy Co.lid:

*recalcitrant facial verrucae vulgares

*Patient after 20 days of topical
treatment with sinecatechins
10% ointment 3x/day: Complete
remission.

2019/07/27 SINPHAR GROUP
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Current Published Case Report

Figure 1. Treatment of multiple AK lesions with sinecate-
chins 10% ointment. A) before treatment, B) after 2 weeks
of treatmerft, C) after 12 weeks of tredgtment.

2019/07/27 [Swia] SINPHAR GROUP
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Case report : Veregen 10% TID in FW

Baseline

2015.01.05 2015.02.12

s

Case report (WFW2)

v'Age: 32-year-old

v'Gender: female

v'Usage: TID

v'Side-effects: None

v'Description: The warts were flattened after few weeks (5 weeks)

2019/07/27 T SINP
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Case report: Veregen 10% BID inMC

The safety and effectiveness of VEREGEN ointment 10% were

evaluated in the treatment of molluscum contagiosum (MC) in
children
| Baseline .

2014.02.07 2014.02.12 o, 1 2014.03.07

Case report (WMC2)

v'Age: 12-year-old

v'Gender: Male

v'Usage: TID =2BID
v'Complete clearance: Week 4

v'Side-effects: erythema and slight itching only during the application

2019/07/27
Life * Health * Technology
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Case report: Veregen 10% BID in MC

The safety and effectiveness of VEREGEN ointment 10% were
evaluated in the treatment of molluscum contagiosum (MC) in
children

] pESES
Baseline | , W ‘
; / ‘ \:"\ a2 l

\
B Y

2015.03.15 20150329 [N [ 20150435
Case report (WMC3)
v'Age: 9-year-old
v'Gender: Female
v'Usage: BID
v Side-effects: Itching

v'Description: The improvement started at week 2. The patient switched to cryotherapy after week 6

2019/07/27 SINPHAR GROUP
Life * Health * Technology confidential .
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Veregen®
TR L R A

SynCoreBictechneiogy CoAlid:
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SynCore[Bistechinciogy Co.lid:

Market Survelillance in Clinics

> 7 3 hdic 89 7o

FEALAFEYRF T GF50~100 kK (2 72 REPH
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Market Survelillance in Clinics
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SynCoreBictechnciogy Co-lbd:
2 I Ny X _,),, >
¥ ALARE R :}};3 Th% A =R iR

Cutaneous warts (CW, FW, PW) 867,652
Molluscum contagiosum (MC) 11,983
Condyloma acuminatum (GW) 33,465

Actinic keratosis (AK)* 19,458 - AS

peanomai(v) 232,000%* (2012 )

Alopecia areata (AA) > 7004 (0.1%~2%
population)

*2012& + # &3% Picato 0.015%(Leo Pharm); **2015% B4 % fe & &L K %3,799 4 (M & 5 8 & J§ & 17%)

2019/07/27 SINPHAR GROUP By 2015 BNHI, & 2017 Aug. Nat Rev Dis Primers data
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Common Warts in USA

SymCereiciectinciogy Colid.

» Common warts affect more than 22 million Americans.
» More than two million patients seek treatment for common

warts from healthcare professionals each year.

=
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Cutaneous Warts:
An Evidence-Based Approach to Therapy

ROCKY BACELIERI, M.D., Southern Illinois University School of Medicine, Springfield, Illinois
SANDRA MARCHESE JOHNSON, M.D., University of Arkansas for Medical Sciences, Little Rock, Arkansas

Cutaneous warts are a common presenting complaint in children and adolescents. Common,
plantar, or flat warts are cutaneous manifestations of the human papillomavirus. The treatment
of warts poses a therapeutic challenge for physicians. No single therapy has been proven effec-
tive at achieving complete remission in every patient. As a result, many different approaches

to wart therapy exist. These approaches are discussed to demonstrate the evidence supporting
common therapies and provide a guideline for physicians. Evidence supports the at-home use of
topical salicylic acid and physician-administered cryotherapy. Intralesional immunotherapy for
nongenital cutaneous warts may be an option for large or recalcitrant warts. (Am Fam Physician
2005;72:647-52. Copyright© 2005 American Academy of Family Physicians.)

arts are the cutaneous mani- A study” examining the natural progressio:
festations of human papil- of warts indicated that warts will spontane
lomavirus (HPV). Warts ously clear after two years without treatmer
may exist in different forms in 40 percent of children. Warts typicall
given the epithelial surface and HPV type continue to increase in size and distributio
responsible for the infection. Common warts  and may become more resistant to treatmer

2019/07/27 SINPHAR GROUP Am Fam Physician 2005;72:647-52.
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TABLE 1

Treatment of Cutaneous Warts

Treatment

Advantages

Disadvantages

Administration

Cost™

Salicylic acid

Available over
the counter,
inexpensive

Requires time to
achieve response

Daily application of
a 15 to 20 percent
salicylic acid
preparation

$5 to $7

Cryotherapy

Easy

Scarring, painful

Average of three or
four treatments in
the office

Approximate cost for initial visit
plus cryotherapy to one wart
is $250; three follow-up visits
for cryotherapy to one wart
are $360: total is $610

Pulsed dye
laser therapy

Imiquimod
(Aldara)

Bleomycin
{Blenoxane)

Retinoids

Intralesional
immunotherapy

Fewer
treatments

At-home use;
pregnancy
category B

Typically only
one treatment
needed

At-home use

Cnly need to
treat one wart

Scarring, painful

Erythema, pruritus,
erosicns, bacterial
infections

Pain during and after
treatment, pigment
changes, Raynaud’s
phenomenon, expected

necrotic eschar, scarring,

nail damage, pregnancy
category D

Local irritation,
pregnancy category C,
systemic side effects

Rare influenza-like
symptoms

Average of one to
three treatments
in the office

Three times a
week at home for
nongenital warts

Intralesional injection
of 0.3 mL (0.15 units)
every three to four
weeks in the officet

0.05 percent tretinoin
cream (Retin-A), three
months oral at home

Inject every three to four
weeks for an average
of three treatments in
the office

Approximate cost for initial visit
with laser treatment plus two
follow-up treatments is $360

$177 for 12-packet box of
5 percent imiquimod

Approximate cost for initial visit
plus injection and possible
follow-up injection is $495

15-unit vial is $304 (brand) or
$192 to $309 (generic)

$438 to $54 for 45-g tube of
topical tretinoin

$447 for 30-day supply
of acitretin {(Soriatane)
25-mq tablets

Approximately $190 for initial
visit with injection of Candida
and two follow-up injections

2019/07/27
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Common Warts in Talwan

SynCoreBiclectneiogy Colid.

»Common warts(CW) appear 2 times as frequently in Whites as in
Blacks or Asians.

» Affect more than 840,000 Taiwanese?

» More than 84,000 patients seek treatment for common warts
from healthcare professionals each year.

=)
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P ki & i“ £ (actinic keratosis, AK)

> PR A L AR U & g (solar Keratosis) 0 & BF R - fAA K KR
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Table 2 Picato Gel and Other FDA-Approved Topical Therapies for Actinic Keratoses (AKs)

Active Ingredient

Brand Name

Indications

Directions

Cost per Treatment

miquimod cream

Aldara 5% cream

AKs of face and scalp

Apply two times per week for 16
weeks on face or scalp

$1,023.18

Diclofenac sodium gel

Solaraze 3% gel

AKs

Apply to lesions twice daily for 60
to 90 days

$1,863.84-$2,795.76

5-Fluorouracil

Efudex 5% cream

Multiple AKs

Apply twice daily for 2 to 4 weeks

$287.50

Fluoroplex 1% cream
and solution

Multiple AKs

Apply daily for 2 to 6 weeks

Cream; $462.00
Solution: $75.61

Carac 0.5% cream

Multiple AKs of face and
anterior scalp

Apply daily for 4 weeks

$466.66

Aminolevulinic
acid

Levulan Kerastick
20% solution

AKs of face and scalp

Apply on lesions 14 to 18 hours
before blue light exposure

$1,285.46

/Iﬁ)l mebutate

Picato 0.015% and
0.05% gel

0.015% gel: AKs of face
and scalp

0.05% gel: AKs of trunk
and extremities

Apply daily to lesions for 3 days

Apply daily to lesions for 2 days

$765.76

$765.76

Cost data from Red Book Online ®

2019/07/27
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3 I SynCoreBictechnciogy Co-lbd:
2 ¢ % A K& &% (Melanoma)

> _%jj\ﬁ}zﬂ@ﬁa;?}ﬂl;#ﬁ;g&?ga,iﬁ,r%ﬂ,\ﬁ««ggf B
')E’smi ek L 2 d % B Hp e R R F FEATE ~ LB s R >~ i
o B (Vo 0 2011 FDA #4871 = B aTen2 4 —%,ﬁv;f,@g e, Hood
Hw B a2 g T I R R )%m% A f /r)%‘%#ﬂ(ﬂ,“f 7) e

» 2012 >z 232,000 f‘a%, 2 g —%;zn % 2550004 7= o $>2

> Aldara * *+ 0 Fg £ ﬁ””?ﬁ’f‘\” T HE

2 o ¢k e + 3 % a-2b (Intron A) 1996 Metastasis of melanoma
= 5 '% mre ]‘I ’?P‘\ }%F" = W E7J) L»J;»}; after surgery by inj.

}1’/‘& o =3 g A 3~ L Z,h—“‘_i | Jag G4 % 4 % -2 (Proleukin) 1998 Metastasis of melanoma
) 7 “~— ~ /I\ SR -
after surgery by inj.

'/% - 1%\' ;rg,‘ AS | _'} % “\' :—‘z 52 Fe -_mFiEEab 2011 Metastasis of melanoma
(SYLATRON) after surgery by inj.

F#L CTLA-4 s ipilimumab 2011 Late melanoma, and its
(Yervoy) metastasis 1st line inj.

F#PD-147%8 pembrolizumab 2014 Metastasis 2nd line inj.
(Keytruda )

FPD-1$<%8 nivolumab 2014 Metastasis 2nd line inj.
(Opdivo)

Others- + /i 7 (BCG)# v f= 7 Increase immunity of tumor
vt v£ 3 4% (Aldara > Zyclara) (o phase)
3N EF
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Treatment of Nongenital Cutaneous Warts

» ldeally, treatment should be simple and inexpensive with low risk of
adverse effects.

» Salicylic acid has the best evidence to support its effectiveness, but it
IS slow to work and requires frequent application for up to 12 weeks.

» Cryotherapy with liguid nitrogen iIs a favorable option for many
patients, with cure rates of 50 to 70 percent after three or four
treatments.

» For recalcitrant warts, Candida or mumps skin antigen can be injected
Into the wart every three to four weeks for up to three treatments.
More expensive treatments for recalcitrant warts are offered in many
dermatology offices.

2019/07/27 . . -
American Family Physician Volume 84, Number 3 ,2011 p288-293
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AKich
SORT: KEY RECOMMENDATIONS FOR PRACTICE

Evidence
Clinical recommendation rating References

@— 5 a3 Z 0
garessive Cryomerapy (10 10 30 SeConas) Is MOTE e1TeCVE than 1655 agaressive Cryotnerapy. FAVANY

Best results of cryotherapy can be achieved when the patient is treated every two or three 17, 27
weeks. There is no therapeutic benefit beyond three months.

When using cryotherapy for plantar warts, paring the wart before treatment can increase the 27
clearance rate.

Intralesional injection with Candida or mumps skin antigen has moderate effectiveness for 20, 21
treatment of recalcitrant warts in patients with a positive skin antigen pretest.

Photodynamic therapy with aminolevulinic acid plus topical salicylic acid is a moderately 1,2,11,22
effective option for treatment of recalcitrant warts.

Although preliminary studies were promising, duct tape is not effective for wart treatment. 25, 26

Pulsed dye laser or intralesional injection with bleomycin can be considered for treatment of 2,1
recalcitrant warts, although the effectiveness is unproven.

A = consistent, good-quality patient-oriented evidence, B = inconsistent or limited-quality patient-oriented evidence; C = consensus, disease-
oriented evidence, usual practice, expert opinion, or case series. For information about the SORT evidence rating system, go to http:{/fwww.aafp.
org/afpsort.xmi.

€ Combining salicylic acid with cryotherapy may be more effective than either treatment alone (relative risk =
1.24).

@ Salicylic acid is well tolerated, but the most common adverse effect is minor skin irritation. The therapy should
not be used on the face because it can cause hypo- or hyperpigmentation. Salicylic acid therapy is slow to take
effect and requires frequent application.

2019/07/27 SINPHAR GROUP American Family Physician Volume 84, Number 3 ,2011 p288-293
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BJD
GUIDELINES British Journal of Dermatology

British Association of Dermatologists’ guidelines for the

management of cutaneous warts 2014
J.C. Sterling,* 5. Gibbs,? 5.5. Haque Hussain,® M.F. Mohd Mustapa® and S.E. Handfield-Jones#*

' Addenbrooke’s Hospital, Cambridge University Hospitals NHS Foundation Trust, Hills Road, Cambridge CB2 0Q(), UK.
*Great Western Hospital, Marlbomugh Rood, Swindm SN3 6BB, UK

*British Association of Dermatologists, Willin Howse, 4 Firoy Square, Lodm W1T SHQ, UK

*West Suffolk Hespital, Hardwick Lane, Bury St Elmunds, Suffolk 1P33 202, UK.

1.0 Purpose and scope

Correspondence )

Jare Steding. The overall objective of the guideine is to provide up-to-date,
E-mail: jos1 2{@cam ac.uk evidence-based recommendations for the management of
infectious mutaneous warts caused by papillomavims infection.
Accepted for publication The domument aims to (i) offer an appraisal of all relevant lit-
14 July 2004 emature since January 1999, foousing on any key develop-

ments; (ii) address important practical dinical questions
Funding sources

I ome.

relating to the primary puideline objective, ie. acourate diag-
nosis and idendfication of cases and suitable treatment; (iii)

rovide guideline recommendations, where appropriate with
Conflicts of interest P g PProp

some health economic implications; and (iv) discuss potential
J.C.5. has received travd and accommodation expanss from LEQ Pharma (nomspe-

cific) and has been an invited speker at educational events for Healthcare Education developments and fumre directions.

The puideline is presented as a detailed review with high-
lighted recommendations for practical use in the clinic, in
J.C.85, 56, SSHH and SEH]. are manbers of the guiddine devdopmant addition to an updated patient information leafler [available
group, with technical suppart provided by M.F MM, on the British Association of Dermatologists’ (BAD) website,

www bad. org.uk).

2019/07/27 SINPHAR GROUP  British Journal of Dermatology (2014) 171, pp696-712
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Table 1 Summary of recommended treatments for hand warts

Strength of
recommendation Treatment

Salicylic acid (SA)

Suggested method of use for hand warts

Topical preparations of 15-26% SA, applied daily after removing thick keratin layer, with

Cryotherapy

Blecm ycin

Contact immunotherapy

5-Fluorouracil
Laser

Acupuncture
Cantharidin
Cidofovir
Formaldehyde

Glutaraldehyde
Hyperthermia
Imiquimod
Phenol

Photodynamic therapy

Podophyllin

Pyruvic acid
Retinoids, systemic
Surgery

occlusion if possible. Continue for 3—4 months ™

Keep wart frozen for 15-30 s, repeating every 2—4 weeks for at least 3 months or six
treatments’ ' *?

A01-1 UmL™" (0-1-1 mg mL™") solution injected or pricked into wart after local
anaesthesia — one to three treatments. Painful during and after treatment'™"'™

After initial sensitization, DPC or SADBE at strength appropriate for patient, applied from
twice weekly to every 3 weeks for 3-6 mun!.hs”s']sqll

A 5% cream applied daily + occlusion for 4-12 weeks”H??

Pulsed-dye laser after paring and/or SA pretreatment. Two to four treatments at
7-10] em ™ * are usually needed™ """

Auricular acupuncture weekly for 10 weeks'”!

A 0-7% solution applied every 3 weeks up to four times®!

A 1% cream daily for 5 days each week under occusion for 8 weeks'™''**

A 3% solution as a daily 15-20-min soak for plantar warts, with emollient protection
of unaffected skin for up to 8 weeks”®

A 10% solution applied daily after paring or rubbing down for 3 months””

Heat wart(s) to 40—44 °C for 30 min on three to five consecutive days®>*°

A 5% cream twice daily for up to 6 manths *#

An 80% solution applied weekly for up to 6 weeks*”

ALA-PDT after paring and/or SA pretreatment, up to three treatments’’

Podophyllin but not podophyllotoxin tested. After paring or rubbing down. 25% in
liquid paraffin applied under occlusion.'" Authors advise weaker strength (10-15%) and
cautious use” "

A 70% solution applied daily for up to 2 months™*

Acitretin 0-5-1 mg kg_] per day for up to 3 months'"?

Curettage, cautery, or hyfrecation for filiform warts

2019/07/27
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RESEARCH

Cryotherapy with liquid nitrogen versus topical salicylic
acid application for cutaneous warts in primary care:
randomized controlled trial

Sjoerd C. Bruggink MD, Jacobijn Gussekloo MD PhD, Marjolein Y. Berger MD PhD,
Krista Zaaijer MD, Willem J.J. Assendelft MD PhD, Margot W.M. de Waal PhD,
Jan Nico Bouwes Bavinck MD PhD, Bart W. Koes PhD, Just A.H. Eekhof MD PhD

Previously published at www .cmaj.ca

. : s ooy TE , . :

ABSTRACT warts to t11e1r.f311?1l}I p11}51c1a11. The usual tleatmen.t is
cryotherapy with liquid nitrogen or. less frequently. topical

Background: Cryotherapy is widely used for the treatment of application of salicylic acid.*" Some physicians choose a

cutaneous warts in primary care. However, euidenc_e favours wait-and-see approach because of the benign natural course
salicylic acid application. We compared the effectiveness of of warts and the risk of side effects of treatment. 11!

LlEs e lEE e e el e A recent Cochrane review on treatments of cutaneous
Methods: Consecutive patients with new cutaneous warts w a1t5 concluded rhar av a1lable studies w ere small pomly

PR RSy S T T T TP E A S e S-S T = SR 1 [P Y S
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Table 2: Effectiveness of treatments at 13 weeks, by location of warts (n = 240)

Treatment arm; no. (%) of participants cured*

Cryotherapy Salicylic acid Wait and see

Variable niNt % (95% CI) % (95% CI) niNt % (95% CI) p valuet

All participants (n = 240) 30/76 39 (29-51) 24 (16-35) 13/82 16 (10-25) 0.001
Age, yr
4-12 16/31 52 (35-68) 42 (27-58) 11738 29 (17-45) 0.056
=12 14/45 31 (20-48) 11 (5-23) 2/44 5 (1-15) 0.0

Duration of warts, mo
<b 19/30 63 (46-78) 38 (24-54) 31 (18-49) 0.012

>6 11/46 ¢ (14-38) (6-26) (2-16) 0.012
E_ommnn warts (n = 116) 19139 {34-54} @ (7-30) 3138 (3-21)

ge, yr
4-12 612 |51] (25-75) 17 (5-45) 115 7 (2-25) 0.010
=12 13/27 48 (31-66) 15 (6-32) 223 g (2-27) 0.0
Duration of warts, mo
<b 1012 83 (55-95) 18 (5-48) 213 15 (4-42) 0.001
>6 9/27 33 (19-52) 14 (6-31) 1/25 4 (< 1-20) 0.006
Plantar warts (n = 124) 1137 30 (17-46) 33 (20-47) 10/44 23 (13-37) 0.46
Age, yr
4-12 10/19 53 (32-73) 54 (35-72) 10/23 43 (26-63) 0.54
=12 118 6 (< 1-26) 5 (= 1-25) 21 0 (0-15) 0.34
Duration of warts, mo
<b 918 50 (29-71) 46 (29-65) 28Mno 42 (23-54) 0.63
=b 219 11 (3-31) 12 (3-34) 2125 8 (2-25) 077

CMAJ « OCTOBER 19, 2010 « 182(15)
2010/07/27 SINPHAR GROUP
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Results: Of the 250 participants (age 4 to 79 years), 240 were
Included in the analysis at 13 weeks (loss to follow-up 4%).

Cure rates were 39% (95% confidence interval [Cl] 29%-51%)

In the cryotherapy group, 24% (95% CI 16%—35%) in the
salicylic acid group and 16% (95% CI 9.5%-25%) in the walit-
and-see group. Differences in effectiveness were most pronounced.

among participants with common warts (n=116): cure rates
were 49% (95% CI 34%—-64%) in the cryotherapy group, 15%
(95% CI 7%—-30%) in the salicylic acid group and 8% (95% ClI
3%—-21%) in the wait-and-see group. Cure rates among the
participants with plantar warts (n = 124) did not differ
significantly between treatment groups.

CMAJ « OCTOBER 19, 2010 « 182(15)
SINPHAR GROUP

Life * Health * Technology



Confidential
SynCoreBio

SynCoreBictechnciogy Co-lbd:

Remarks

» Sample size estimation of hypothesis testing for two
proportions (two arms design)

P1vs. Py Alpha Power N_Per Group N_Total
0.15vs. 0.08 0.05 80% 325 650
0.05 90% 425 850
0.25 vs. 0.08 0.05 80% 74 148

0.05 90% 99 (198 )
72

0.35vs. 0.08 0.05 80% 36

0.05 90% 47 _% >

AUy |Swiad SINPHAR GROUP
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Search Criteria:  Objectives. common wart
Viewing all 15 trials in your subscription
Data Table View Dashboard View
)
I HPY Treatment Papilloma; Leo Fhatma ingenol mebutate MCTODS46611, e Trialtrave Wiew | Watch
Papillormavirus  {Peplin Limited?} FEPO0&-014,
Infections; TrialTrovelD-238319
Warts
Il HFY; Qther Adolescents, Papilloma; Werck & Co. HPY vaccine, Marck-2 HP vaccine, | 0950350816, Terminated Trialtrove  ¥iew | Wiatch
Yiral Waccines  Adults, Healthy Papillamavirus CEL EudracT Murmber, 2006-
subjects, HPY Infections 004933-14,
YaCCines, Vaccine TrialTrovelD-125974,
- preventative Wa02-003-01,
Wa0z-003,
Wa0Z2-003-01
Il HPY Treatment Papilloma, {Other Industny natural product MCTO1286441, Completed Trialtrove  Wiew | Wiatch
Papillomavirus  Sponsar) TrialTrowelD-226173,
Infections; YIRO01-01
Warts
Il HFY Treatment Fapilloma, Mielsen candida antigen MCTO1757392, Completed Trialtroye  wiew | Wiatch
Papillormasirus  BioSciences Allermed Mieslen Protocol CEW-2c,
Infections: TrialTrovelD-223789
Warts
I HPY Treatment Papilloma; Valeant resiguirnod 14808-REEI, Completed Trialtrove Wiew | Watch
Papillomavirus  Pharmaceuticals MCTO01 14820,
Infections; {Medicis TrialTrovelD-234240
Warts {Graceway
Pharmaceuticals}
Il HPY Treatment Papilloma,; Valeant resiquirmod 1413-RES|, Completed Trialtroye  wiew | Wiatch
Papillomavirus  Pharmaceuticals FMCTO01 15141,
Infections; {Medicis TrialTrovelD-234243
Warts {Graceway
Pharmaceuticals}
Il HPY Treatment Papilloma; Valeant resiguimod (gel 1634-RESI, Completed | Trialtrove  Wiew|Watch
Papillomavirus  Pharmaceuticals MCTO011REEZ,
Infections; {Medicis TrialTrovelD-234263
Warts {Graceway
— Fharmaceuticals})
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Il HF" Treatrmnent Fapilloma; Valeant resiguimod 1535-RESI, Cormpleted Trialtroye  Yiew | Wiatch
Fapillamavirus  Pharmaceuticals MCTOO01 1 BETA,
Infections; {Medicis THialTrovelD-234264
Wiarts {Graceway
Pharmaceuticalst}
Il HF" Treatment Papilloma; Valeant resiguimod foel 1515-RES], ompleted Trialtrove  Wiew |WWatch
Fapillamavirus  Pharmaceuticals MCTOO117ETT,
Infections; {Medicis TrialTrovelD-234279
Warts {Eraceway
Pharmaceuticals}
Il HF Treatment Papilloma; Valeant resiguimod 15914-RES], Corpleted Trialtrowe  Miew | WWatch
Fapillomavirus  Pharmaceuticals MCTOO117T823,
Infections; {Medicis TrialTrovelD-234280
Wiars {Graceway
Pharmaceuticalsi}
Il HF" Treatrnent Papilloma; Waruho/Cutanea  furosemide + digosin, CLE003-CO-PR-002Z, Cormpleted Trialtrowe  Miew | WWatch
Papillomavirus  Life Sciences Cutanea, EudracT Mumber: 2014-
Infections; digaxin, [03688-39,
Warts furozemide, Unspecified MCTO2333643,
TrialTrovelD-2498454
Il HF" Treatrmnent Fapilloma; Mielsen candida antigen CRW-20, Closed Trialtroye  Yiew | Wiatch
Fapillamavirus  BioSciences Allermed MCTO2393417,
Infections; THialTravelD-254013
Wiarts
Il HPY Treatment Fapilloma; RX diphenylcyclopropenone MCTO2640820, Closed Trialtrave  Yiew |Watch
Fapillomavirus  Pharmaceuticals  (ointment), Hapten RFFSCP-1502,
Infections; Pharmaceuticals TrialTrovelD-270553
Wiarts
Il HF Treatrment Fapilloma; Aclaris hdrogen peroxide A-101-WART-202, Cormpleted Trialtroye  Miew | WWatch
Fapillamavirus  Therapeutics Aclaris Therapeutics MCTOI21033T,
Infections; TrialTravelD-3047 80
Wiarts
Il HF" Treatrment Fapilloma; Aclaris yrogen peroxde A-101-WART-203, Cormpleted Trialtrove  Miew |WWatch
Fapillamavirus  Therapeutics Aclaris Therapeutics MCTOI27E028,
Infections; TrialTrovelD-308882
Warts
g Data Field View | Title Wigw
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Aclaris Therapeutics’ A-101 45% Topical Solution Meets Primary and All Secondary
Endpoints in Two Phase 2 Clinical Trials for Common Warts

e Highly statistically significant results on all primary and secondary endpoints
e Statistical significance seen as early as day 28, after 4 weeks of treatment in WART-203
s[f approved, A-101 45% would be the first FDA approved treatment Jor common wWarts

*MALVERN, Pa., Jan. 08, 2018 (GLOBE NEWSWIRE) -- Aclaris Therapeutics,

Inc. (NASDAQ:ACRS), a dermatologist-led biopharmaceutical company focused on
identifying, developing and commercializing innovative and differentiated therapies to
address significant unmet needs in medical and aesthetic dermatology, today announced
positive results from its two Phase 2 clinical trials (WART-202 and WART-203) of A-101
45% topical solution (A-101 45%), an investigational new drug for the treatment of
common warts (verruca vulgaris). A-101 45% met all primary and secondary endpoints of
each trial, achieving clinically and statistically significant clearance of common warts. A-
101 45% is a proprietary high-concentration hydrogen peroxide topical solution being

developed as a prescription treatment for common warts.

2019/07/27 SINPHAR GROUP
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Study to Evaluate the Efficacy and Safety of Polyphenon® E 10% Ointment
Versus Vehicle in Subjects 12 Years of Age or Older With Cutaneous

Common Warts

Synopsis

STUDY SYNOPSIS

SynCore’

D
RunCaraRiatastnaiony Co.lid:

Commented [LG1]: Without prior data. might a phase IT

study be more appropriate before going to Phase III to reduce

nisk?

Objectives:

The objectives of this study are to evaluate the efficacy and
safety of thrice daily application of Polyphenon® E 10%
ointment compared to vehicle in subjects = 12 years of age
with nongenital cutaneous common warts (verruca vulgaris).

Overview of
Study Design

Design : A randomized, double-blind, vehicle-controlled,
multicentre phase Il trial
Study Sites: Enroliment will take place at

Hospitals. A study coordinator at site will be
identified, and institutional specific process will be utilized to
identify patients. Patients who will be prescribed Polyphenon®
E10% ointment due to cutaneous common warts as deemed
necessary by the treating physician will be screened for
inclusion in this study.
Estimated Enrollment : 198 patients)]
Study Start Date: July 2019 (Enrollment duration: 1 years)
Estimation Study Completed Date : June 2020
Method: After completing patients data collection, the efficacy
and safety will be evaluated for the study subjects.

Study
Population

The patients who are prescribed Polyphenon® E 10% cintment
as required medical care for cutaneous common warts, as
deemed necessary by his/her treating physician.

Inclusion]
Criteria

Male or female subject is at least 12 years of age.
The diagnosis of CW is based on visual inspection by an
experienced dermatologist.
Subject must have 1 to 6 clearly identifiable common warts
as defined below, on hands, feet, limbs, and/ or trunk :
] Have a longest axis that is 3mm to 10mm

Have a thickness =3mm

Be a discrete lesion

Be, when centered in the circular cutout of the

provided template, the only common wart present

Commented [LG2]: 1. How did this come out?
Required a bit more details. such as effect size
2. Anwy pnior studies with the drug in common warts?

3. What is the vaniation of placebo. ie “no treatment™?

4. Which line treatment that this study 1s going to support

and pursuit for VM7

5. Salicylic acid is the first line standard therapy. would

vou consider use it as control group in considering market

competitiveness.

Commented [LG3]: I'E criteria sounds okay for now, but

may revisit if design 1s changed.

2019/07/27

SINPHAR GROUP

Life * Health * Technology

) e

o




Confidential

b

2019/07/27
Life

boards, clippers, debriders, etc.) in the treatment
araea within 8 weeks of the Baseline “Wisit.
Treatment with immunotherapy (DPCP, DNCEBE or
other), imiguimoed, S-flucrouracil, blesrycin,
podophywyllin or any other wart immunotherapy or
treatment (e.g., Candida antigen) designed to
stimulate immune response within 12 weeks of the
Baseline VWisit.
Subjects who are imMmunocompromised.
Subjects who have taken, within 30 days prior to the
Bassline visit, or require treatment with systemic
imMmmunosuppressive or iMmmunomodulatory medication
(including oral or parenteral corticosteroids) during the
course of the study.
Subjects who have used an investigational drug/device
within 30 days of the Baseline visit
Subjects with known sensitivities to any of the
investigational product ingredients.
Bubjects who have a clinically significant abnormality of
the cardiovascular, hepatic or renal systems.]
Subjects with clinically relevant/significant abnormal
laboratory results, vital signs, ECG, and/or physical
findings at Screening and/or Bassline
Subjects with a chronic medical condition or clinically
significant abnormal physical or laboratory finding(s) that
Mmay require the use of a prohibited mMmedication/treatrnient.
Subjects who currently abuse alcohol or drugs or who
hawve a history of chronic alcohol or drug abuse within the
past year.

Dosage
Administration

1. The topical treatment was self-applied by the patients three

2. Subjects with mild to moderate liver or renal dysfunction do
not
require adjustment.

Treatment
Duration

The duration of treatment was16 weeks. For complete
responders, a 12-week treatment-free follow-up phase directly

EZ wart recurrence.

ed to

Efficacy
Evaluation

1 ance if it was no

The wart was considered complet

longer visible (skin color and skin lines were reestablished )

and could not be palpated anymore by hand.

Efficacy Evaluations include:

d Primary Outcome Measurest

1. fThe difference in the proportion of patients with complete
clearance of all treated warts between the active and
vehicle at Week 16/ End of Post-treatment Efficacy

Evaluation]

Nndary Ot ne Measures:

(The difference in the proportion of patients with complete
clearance of all treated warts between the active and
vehicle at Week 12

- 2 Recurrence of all treated warts

Safety
Evaluation

Subjects who receive at least one dose of study medication are

included in the Safety population.

. Primary Outcome Measures:

1 The proportion of patients experiencing at least one
severe local reaction (local sign or symptom) during the
treatment period.

Secondary Outcome Measures:

Any (related )adverse events, serious adverse events
Assessment of vital signs, laboratory measurements,
Physical examination, adverse events

SINPHAR GROUP

Health * Technology

SynCo

SymCorelBictectincic

—_—— tcom mented [LG4]: Scems redundant wirhh #8 criteria

Commented [LGS5]: 7 Is this standard? Is there better

defined approach?

Commented [LGE]: All sort of endpoint measurement

cught to be casily reliably quantificd

Commented [LG7]: 1

Is this co-primary endpoints?
2. Would yvou select only =p: for i

or all Relate to definition of complete
clearance

3. You may require an active control? Or even consider
compare with first line standard treatment agent: salicylic

Aacid? This particularly relates to market competitivencss.

TPP and medical differentiation

Commented [LGS]: Is there clhinical meaning of this

Endpoint?
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Cardiac and cerebral infarction NE—_"S-. E———
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Chronic stable angina —— O |A-1
+ Clinical Phase Il US IND

 China, Clinical Phase I-IV
Immune modulator STA-2

Asthma « US FDA Clinical Phase lla
Breast cancer and Phase lIb
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EyeCare™
FEZaFc  [3E [HMETE [#RAPi
A ? mg B

epi1gallocatechin-s- 2m 4 A By ih A S we iRk s AAED S
gallate (EGCG) : ' v " '

B ?mg K= | FLF 0b s FUB U s A LR TR

L B A Fg it adF e R AR

C ? mg B 5 A g i~ RN S

2 mg ek A B TCETRARL 3 7~ 39 Se P P 7

D NS N1 Y

*Nutraceuticals for Glaucoma, Cataract, AMD, Myopia

References:

1. C Shen, L Chen, L Jiang, and T Y Y Lai. (2015) Neuroprotective effect of epigallocatechin-3-gallate in a
mouse model of chronic glaucoma. Neuroscience Letter 600:132-136.

2. Dario Rusciano, Salvatore Pezzino, et al., (2017) Neuroprotection in Glaucoma: Old and New Promising
Treatments. Advances in Pharmacological Sciences, 2017: 4320408.
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1. EGCG is sourced by the main components of green tea extract, is the most abundant. The
neuroprotective effect of EGCG was demonstrated against the oxidative stress directly
delivered to neural cells in vitro and in vivo in a mouse model. Clinical efficacy of a short-
term oral supplementation of EGCG has been by PERG analysis, showing that the treatment
might favorably influence the inner retinal function in human eyes of glaucomatous patients

with early to moderately advanced damage.

2.US 2015/0182577 A1l

Applicant: Zhejiang Medicine Co., Ltd. Xinchang Pharmaceutical Factory, Xinchang County (CN)

Inventors: Xinde Xu, Xinchang County (CN); Lihua Zhang, Xinchang County (CN); Xiaoxia Sun, Xinchang County (CN)

Appl. No.: 14/419,938; PCT Filed: Aug. 8, 2013; PCT No.: PCT/CN2013/000933 S371 (c)(1), Date: Feb. 6, 2015

Topic: COMPOSITION FOR IMPROVING MACULAR PIGMENT DENSITY AND PREVENTING OR

TREATINGAGE-RELATED MACULAR DEGENERATION

Abstract: The composition comprises lutein, Zeaxanthin and tea extracts, wherein the weight ratio of zeaxanthin to lutein

is more than or equal to 1. The composition may prevent formation of choroidal neovascularization to achieve

effects on comprehensively preventing or treating AMD.
[ 0025] Preferably, the tea extract is a mixture of GC, CG, GCG and EGCG, or EGCG. The amount of the tea extract

or EGCG is respectively 10mg-200mg, preferably 20mg-120mg.
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 Natural polyphenol: An overview INTERNATIONAL
JOURNAL OF FOOD PROPERTIES

2017, VOL. 20, NO. 8, 1689-1699
https://doi.org/10.1080/10942912.2016.1220393

SINPHAR GROUP

Life * Health * Technology



Confidential S) - /B

SynCore[Bistecinciogy Co-

Ej H? HE ﬁl& R

ife * Health * Technology




