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Summary

I. Title

Identification of Bioactive components from Korean Woody Plants and Their
Bioactivity Data Base

II. The Purpose of the Research and its Importance

All plant forms including the woody plants is the ultimate natural source
for most of the resources that are needed for the maintenance of the life of
humans, These are not only utilized as the important food source but for
timber, rubber, fuel and others that are vastly varied and diverse,

Plants give many benefits to humans but one of the most important things is
that we can find the most of the treatment to the human diseases and illnesses
from these plants,

To clarify a little further, the medicine that is used to treat or immunize
against all disease are in majority of cases comprised of the native components
that are from the plants or are the derived from the plants which closely
resembles the original structure, Therefore, it is not an overstatement to
classify the plants as the medicinal storage and to state that ‘all the
medicines are derived from the plants,

If we systematically screen the woody plants in Korea at this time for their
biological activity, we can undoubtedly identify some excellent resources for
use as basis for medicinal purposes.

At this time, Korea’s woody plants are used for the wood products or for
esthetic functions and the use in other forms are very limited, The reason for

that is because the systematic scientific medicinal value research was
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nonexistent or at best, not sufficient, Therefore, we need to systematically
screen bioactivities for Korea’s woody plants and pursue development of active
substances, The resultant data can also be utilized for the basic data in the
future pharmacological activity screening system, Also, the woody plants that
show good biocactivity should be intensively studied even further to assess the
medicinal values,

Due to the protectionism of the individual country’s resources and
intellectual right treaty, the importing of the foreign resources are
continually getting more difficult. In addition, there is an enormous royalty
that is required, it is, therefore, imperative that we resolve these issues by
developing products of our country,

If the research for the development of bioactive compounds of the Korea's
woody plant is further activated by using the result of this study, we would
partake in the worldwide effort in the medicinal development which would bring
the great benefit to the many patients. As stated previously, increasing the
functional value and the usage of the various woody plant types will increase
the per capita income to farmers as well as get a scientific technical benefit
termed as the new medicine development. These benefits will greatly further
and instigate the knowledge in the field of medicinal chemistry, forestry, and
other related fields,

The purpose of the research development and its significance of various

fields will be discussed separately in each section,

III. Scope and Contents

A, Scope
The Korean woody plant extracts are screened for bioactivity and based upon

the bioactivitity, corresponding bioactive compounds are separated, purified

- 11 -



for the identification of the chemical structure,
B. Contents

The woody plants (181 species) from Korea were collected, dried, cut into
small pieces, extracted by MeOH and concentrated, These crude extracts from
the various wood were screened for the tissue factor inhibitory, anticancer,
and antiviral activity. The ones that showed the aforementioned activity were
collected in volume and the biologically active components were separated and
purified., The research development methodology and the research content are
separated by sections and recorded in detail in each of its corresponding
sections. The table of species subjected to research is in Table 1 and each of
the woody plants were coded for the bioactivity screening, The bioactivity
screening result is in an Appendix followed by the Conclusion section of the

Chapter 5.

IV. Result and Comments

A. Result

For the Korea’s woody plants (181 species) and 202 samples of the extract
bioactivities were tested or screened, MeOH extracts were examined for the
tissue factor inhibitory activity and bioactivity was shown in appendix and
classified as: 2 species in class A, 23 species in class B, 37 species in class
C and 14 species in class D.

Most did not show the antiviral activity but though weak, YK96069, YK96077,
YK97016, YK97047, YK97058, and YK97076 showed some activity.

Most showed -anticancer activity that strongly inhibits the tumor cell
growth, Therefore, the continual research is required to develop the
appropriate bioactive substances.

The cytotoxic combonents from stem bark of Magnolia obovata research result

was announced at the 1997 The Korean Society of Wood Science & Technology, 1997

- 12 -



Korean Pharmaceutical society and was published in the SCI journal “Planta
Medica” Planta Medica 65, 291-292 (1999) from Germany, and the results for
cytotoxic components from MeOH extract of stem bark of Physocarpus
Intermediusponents was announced at the 1998 The Korean Society of Wood Science
& Technology, 1998 Korean Pharmaceutical society and was submitted to SCI
journal “Planta Medica” which was approved for publication.

Also, the Ras-farnesyl transferase inhibitory component from stem bark of
Magnolia sieboldii is also being reviewed for submission,

Also, the simple method for obtaining betulinic acid and ursolic acid from
the plant resource Stephanandra Incisa Thunb, and Platanus acerifolia Willd in
volume is developed thus the plant types that were previously used as the
utility poles or miscellaneous wood products are now important product with
elevated alternate value. The technology that made this possible had been
submitted for patent (Application number:10-1999-0033000, Title: Separation and
Purification System of Phytochemicals by mild-temperature extraction vessel and
vacuum Chromatography), (Application number:10-1999-0038466, Title: The

production-technique of betulinic acid from Platanus orientalis L. }.

1. Research for the Tissue factor Inhibitory Activity

a, In order to develop anticoagulation active components of the Korean woody
plants, the tissue factor inhibitory activity measurement was employed. Tissue
factor exists in the blood cell within the blood vessels and upon trauma to the
vessel, it is brought into the blood fluid and it initiates blood coagulation,

b. The 202 samples of Korean woody plant were examined for TF inhibitory
activity and it had been valued at 1 unit per 50% inhibitory activity (ICs/TF
unit) When inhibitory activity (I1Cso/TF unit) showed below 0.1x8, between 0,1
and 1ug, between 1 and 104g, between 10 and 100ug they were sorted as A, B, C,
and D class, réspectively. The result was that 2 species in class A, 23

species in class B, 37 species in class C and 14 species in class D.

- 13 -



c. In order to separate the active component, first, solvent fractionation
was carried out for the Class A 2 species but activity did not infuse into the
organic solvent layer but stated in the aqueous layer. The active component in
the aqueous layer maybe tannin or polyphenolic components or a material that is
easily rendered inactive by the oxygen in the air,

d. The 16 species of plants that is prolific in collection has been solvent
fractionalized and from the organic solvent layer that has activity, TF
Inhibitory compound I (ICse/TF unit, 0,078ug) from YK96084 had been separated.

The chemical structure analysis showed that it is 2-(ethylamino) ethanol,

2. Screening of antitumor activity and the Isolation of Active Compounds

a, The separation of active components from Magnolia obovata stem bark
extract, which shows a strong anticancer properties, have been attempted, The
A549 and other 4types of human tumor cell line was examined in vitro for tumor
cell growth inhibitory activity using tumor cell growth inhibition with index
(SRB) and activity-guided fractionation to search for active components,
Magnolol and other active compounds (6 substances) which has anticancer
activity of 100 times greater than the Magnolia obovata stem bark extract have
been separated,

b. Physocarpus intermedius stem bark extract was also pursued in same method
for active substances and 7 components which has anticancer activity of 100
times greater than the Physocarpus intermedius stem bark extract have been
separated and their chemical structures were determined.

c. For Magnolia sieboldii, in addition to the evaluation method using human
tumor cell line in vitro cell growth inhibition with index (SRB) which our
research team commonly used, we employed the newly formed Ras
farnesyltransferase anticancer evaluation method using inhibitive activity
index. The active compound which was separated through the activity-guided

fractionation showed about 100 times stronger activity in comparison to
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Magnolia sieboldii stem bark extract. Its chemical structure was elucidated.
Other active ingredients are also being pursued.

d. Another resoﬁrce is Stephanandra incisa Thunb’s stem bark extract which
has active substances i.e, anticancer material, This material had been
subjected to column chromatography and two active components had been separated
which has about 50 times the anticancer effect of the Stephanandra incisa
Thunb, stem bark extract, Other ﬁiscellaneous active components are also being
separated,.

e. Other sample of Platanus acerifolia Willd stem bark extract was pursued
for active components via activity-guided fractionation, and three active
substances had been separated which has approximately 40 times more effective
cell proliferation inhibition in vitro cytotoxicity. We are currently
analyzing its chemical structure and other miscellaneous active substances are

being separated.
3. Screening and Evaluation of Antiviral activity

Korea’'s woody plants’ antiviral activity was evaluated, All samples were
examined in Vero cell system in vitro and cells were infected with HSV-1 and
HSV-2 and measured the sample’s cell toxicity using CPE inhibition method, In
search of treatment for AIDS, anti-HIV effectiveness was searched and
pharmacological effectiveness and other utility were also searched in Hela cell
system by examining RNA virus , PV-1, CoxB3 and VSV using CPE inhibition
method, No clear biological effectiveness is found in regards to the specific
virus, The retesting of the active ingredients that showed comparative HSV
effectiveness wés done for reverification, The concentration of the biological
effectiveness is high but YK96069, YK96077, YK97047, YK97058, YK97076 should be
separated for further purification and value of ECs should be lowered to see if

selectivity index increases.,
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Also, for the samples that showed even remote effectiveness toward anti-HIV,
it is deemed worthwhile to further purify the sample, Generally, the woody
plant extract sample has a higher concentration of showing the biological
activity from the level where it shows toxicity to where it disappears in
comparison to other herbal samples and HSV particularly manifests this point

These samples do not seem of value to continue further research but grass
and other wood may have similar common material so it may be valuable to have
as a basic research data, For final conclusion, the discussed samples should be

more evaluated for further development

B. Comment for future Application
This research is to evaluate Korean woody plants (181 species) in regards to
anticancer, anticoagulation and antiviral activities. The suggestion for the

utilization of the results of this research is as follows:

1. Using anticancer screening data as a basis, isolation research area for
anticancer active substances

2. Separation of the effective components from Class B, C and D extracts that
had been found to have anticoagulating properties

3. Effective component separation from YK96069, YK96077, YK97016, YK97047,
YK97058, and YK97076 which had been found to have biological effeciveness in
antiviral properties

4, This research can be used for industrialization or mass production research
of the expensive betulinic acid, ursolic acid, and lignan or alkaloid which is

rich in particular woody plant,

- 16 -



CONTENTS

CHADLEE 1 INELOGUCTION  urrrereressessssseressssessessssssoscsseserisesmsssmmsecessssssssessasssssncnensossssesssainin 21
I. Objectives and SignifiCANCES .. 22
T1. SCOPE ANA CONLEALS  «rervsssrrerrerrscrssseesesessessessssssssmssesssssssassnmsasssenasssssosseesesssssssssssossssssns 23

L. SCOPE  weverrrereumsiisunismseiiiststorsinises st issstets s b st e b st et sas b e e R e b e b st 23

0. COMEEIILS vereteerereereeeseesestremssessemsoeresssessessseassssssssssesssssssensasssssssssssasssssssssssnsssssssssssssaons 23
Chapter 2 Research for the Tissue factor Inhibitory Activity ..o 27
L. IAELOQUCLION verernrerarereerieemeermeemeassessmsessasssssessssssssssssessssssssssssssssssssssnsessssssssssssssaressssnsess 27
I1, Materials and MELtROAS «...cirmmrmimisossiessiessesssesssssssssssssssasssssssnssasssssasasenss 29
1. Tissue factor inhibitory activity screening method ... 29

2. Measurement for the Tissue factor activity oo, 29

3. Screening of Tissue factor inhibitory activity i, 30

111, Results and Investigation .. 31
1. Screening of Tissue factor inhibitory activity ..., 31

2. Separation of Tissue factor inhibitory compounds ... 36

TV, REFOIEICES wreevrrmriersivserinsisisssssssssssssissessssssssssissssssssssssssenssssessassssasssssesssssssassasssssaassones 48

Chapter 3 Screening of antitumor activity and Isolation of Active compounds 54

I, INLrodUCLIoN i s s s s s e sne s et s bt sr e en 54
11, Materials and Methods e ecese s eaeesesees 55
1. SRB MELHOM wevevemereveveesmensamensossiessssesssssssssenssssssssssssssnssnnasssssssssssssssssssossssssssssssssssssssnssses 55

2. Ras farnesyltransferse (FPTase) inhibition in vitro (Farnesyl-
transferase [PHISPA €NZyme asSay) - 57

III, Results and InveStigation . e 58

1. Isolation of in vitro cytotoxic components from the methanol extract of

the stem bark of Magnolia OBOVALA ... 58

- 17 -~



2. Isolation of in vitro cytotoxic componets from the methano! extract of
the stem bark of Physocarpus intermedius ... 64
3. Isolation of in vitro cytotoxic componets from the methanol extract of
the stem bark of Magnolia Sieboldii .o 68
4. Isolation of in vitro cytotoxic componets from the methanol extract of
the stem bark of Stephanandra incisa Thunb. «eeicmecmimnimnmns 69

5. Isolation of in vitro cytotoxic componets from the methano! extract of

the stem bark of Platanus acerifolia Willd, i, 73

IV, REFEIEICES wvoreverirsnrisessississssismsssssiarissossassesssssnssonssssassssessnsssasssessesssssssmmtsasassnessessosssaessoses 76
Chapter 4 Screening and Evaluation of Antiviral activity «ecenan, 78
L. INEEOQUCLION crrererreemsrerersrsnssesssserssssessssessnesssassssssssessessassessasssessasesssasssmssosassesassocsssressons 78
I1. Materials And MELhOUS ««ereorieriemmrimsmmsmsisisomsssseessecsesssessessocssesusessessesmensasssnsscrens 80
1. MALErials oo e et ase s st e e ae e en e 80

2. MELROMS +overvreeserinrisemsissssessinsiotsorssnsssinssaessssossanssessmssssssstssanssesssssesssssassinssnsassssssnssasssns 81

III. Results and Investigation eccmmicnmnmmmii 85
1. Screening of anti-herpes simplex VIrus e, 85

2. Screening of anti-human immunodeficiency virus oo 86

3. Screening of anti-RNA VIPUS crviimininimiiiiiimemiesmmssmmsises 87

IV. References e st s et st 89
Chapter 5 Conclusion and Comment for future application ... a1
L. CONCLUSTON rovvevurrersesenreessstsssssssssssssss s s essssssssss s ss s st s . 91
1. Research for the Tissue factor Inhibitory Activity s 92

2. Screening of antitumor activity and Isolation of Active compounds ... 92

3. Screening and Evaluation of Antiviral activity e 94
II. Comment for future application .. e 94
APDENAIX rvrerrerrersersestunronsitnnsar ettt s bR R b b 96

- 18 -



A 1 A A B e a0 21
A 1A AT BA B B0 et sesesisissene 22
A 2 A AT BIE T LI R coerrrremmsinesmmsesmssesssssessseesessesessssssesmmssssessiomsesiens 23

1. GTETHMES] BEEE cooovceemmmmmmissssssssesees e sessssesssesssssesesmesssassssassisssssssssescosssssessisensnss 23
2. QITLTHMEL] LI G coooormrmussssssresssesssssssssesssrss s sssssesss s ssssssssess e ssessssenseenisnscr 23

A 2 A FHBLITEA TPHFOI T oo 27
A 1 A A A i e b 27
A 2 A AUE T HPH s s s st 29

1. XA QUAL AR A B 29
2. RZQAF A B s 29
3. ZEQIA} ABYEFR-L] A (s 31
Al 3 T ZIF T LA et eRs SRRt 31
1. ZAQIRF A BHZFE ZIAL cooooooseoeccssmsssssssssssssssssssssssrssssessaseesssasssasssssssssssssssssnes 31
2. BEHALT BRI BB] e 36
A 4 A EETER e e R Rt 48

A 3 A SFOREA BIAAR B B it 54
A 1 A A i s e e e bbb 54
A 2 A AR T P s rse 55

1. SRB MELROM rrrrreerireersesrerenmnecrimisisestsiamssmsssssesssssssssetsssnessassseesssstassiesssesesssensissssnsasnsnas 55

2. Ras farnesyltransferse (FPTase) inhibition in vitro (Farnesyl-

transferase [PHISPA €Nzyme aSSAY) -eremmmimmmmrsrssesieserisssssinees 57

AL 3 A ZTF B TLE e s 58
1. YBE(Magnolia obovata)?] &7|%A2 MeOHPHEERE YoddE9
ELA] it eSS R 58

- 19 -



Bl BLE] i e s et 64

3. SR (Magnolia sieboldii)®] &7|QPAFEEENE UUHELEALS
BLE] ot RS R 68

4, 4=U}B (Stephanandra incisa Thunb,)8] &7]ZA3XSESHE e

B] BLE] oooeoreteseeresassss st st 558 69

5, EelelJ AV (Platanus acerifolia Willd,) €7|0ASSEZ e 3Ud¥
AIEIE] BLR] ovvroesvosesssnsssssssss e st e 73

A 4 A IR e 76
A 4 A RO B A WHEIT] v s 78
F 1 8 Al A ooeooereoesseseessesmsss s s s sR RS E esrr 78
A 2 A FIE D U e s s 80
L. ZH B e st ssssssesbes stk R 80

2. AITIHBE e e 81

A 3 A A W A s 85
1. 3} herpes simplex virus QAN s 86

2. 3} human immunodeficiency virus QFELZA . 86

3, BF RNA VIFUS v it sssssssn st sbissssssassssss st sssssssss s ssssassssssssssns 87

A 4 B ZFTLET e e e 89
A5 A BE D TEO] TR ZE] cooosrmsmsrssssmsssssss s 91
B 1 A Z B oo ssa AR a1
1. BEHYQTEA TPHATE e 92

2. BB BHAR L BATPL e — 92

3. BHHIOTE A QEHI I covvevcrrrmrmirmmmisimmnenrsssirssissss s sssas s s s 94

A 2 A RO TITE Q] e 94
BLIE(APPENAATX) eeeresersersrecesseessssssesessessssecsessessssssssssseseseosses st esssssss s ssssssisss s 96

- 20 -



AYAAFE wRste] &3 g ofro} Frlo AL ANl t¥t THe
ol e AAzxHd gy e PelPy E4E Fohnxl sk A7t wie A
A= 7 glck B WA 7 H wels MAY 25t) HopE F of A 1254
el AdAUAAM Felitt A& & of AdAde] AR/ A%E #z) 2A 7193
2 olen geoge Hrh aEtFoln MAA A HUE FAxdelA 4
Be M2 goEo] ol2HE YUY ALE Jdsia gt

BFAA AGE MNEE £t fiste] AFelM oln] PB4 BevE A
e A dxslel ¥4 B ANsia gloew O AY o dd £
AA e Qe §4, e A3 AL FHES U2 AEL deiE A
ol A& st glvh, EY 2Ee A PulE FUsl ool & + gAY
BATY =3 g Yo 3 AAELY T2 E &4A st Aot

FUelME MAHA FH2t o] WytFo] VAU eENE 2] VY &
& ol oJefRom A AEstRAL e AF7E M2 109 Ato] vlf FFSt]
A7 71BN vl i3] ARFHD glct, of ¥t AT UFALLEE FE
uie] A 225, epe MRE Koy R, WBE, IR Al HH THe
T BHEY 27 Facy Aoy, Atopell A F2 AuiHIL Y FEAY
2 tiREe] B 7hra), AFA & F2 BARA 1 8L A7 AW dE
Agoln] F ol& £5H2 BF Hi 8ol JUFL2A AZHAE o7}t glort
olgt 22 AL F3] AYAHA AAolrh E, 2 FA G| AuE ¢AA] &
g ol RHE WAE WA Tl Hug AMSEoAA de AdFelth

wef o]E $5EY i g ouy AdeRdE vehdoke A HFol
o] FoArhH o]&EL ®hE¥t BARAY FH] o4ty forEoRA AWE 4 U,
AF ol +EH ALY g Au] B Bl dETlY &5 FudE 2 %& ¥
+ dezlgt 7luidch

A3 FuolM wiad de EX3fa gt Y JHed 1809 $5HS e

- 21 -



25 #$f Rl oY e BY 2AE AYstn, AEEE Ushle 25EE
AN w4t g BY EAE ©e st 1 ¥y 32E WA, 4 +52 Y=g
4 AAAZ Y ARE AAFLE dax}, MFHLE ¥ - Yvirus - FEB
A ABANEE AT PG EF /Y EolE FHILE tIFYch

A1d AL 54 4 o4

TEE EUY AF AEES ARV AW 83 /RS SISt B8t Ae
A i AUES FF8l F3 9lE Hoo Ad Eaela ¥ 4 Qlrh olE
2 4 Aol we A Y AFE AFORA o fE A g ¥ oh
gt Hail, 37 W Y AR F olF WU £ glo] TS BElEA FHASIA A
Holx|z glrt.

MEEC FE ARAA Fi e FUL ™Y FolA Hi TAsteiM= oh
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2 Uehie 220 tistd e A3 A8 Balo] 1 B4 48| tigt et
oz BE 7IXE FYstolol ¢ Reltt

AA ZH2e] A3 Algdo] oyt BEFele] Bzt X F il YoF 5o oI
AN SUB7I7E A olHAR L Qlem, ¢l iyt wrhyt AlgE(royalty) &
A Esjol SRR olo] thNsty] SIT AT HEHQA AE o] Wasit),

B Q78 7122 JY +Bo2RE A B4 B3 AL d7ge) Wyl
Aok FE gl TR AAHA FAo] FAsA =3, AR ZHTF $ oA
7t ARED £UL BRFA 2 2go] F ot A& uieh go| $3¢ ¥
NE B A7t 45 ZudE 2 B stE 4 g Buy £ +F 2
o RE MELS HUEY sgolets Hrt & e Jled 48 4 4+ Atk ol
B o] Z1E JoRE Ihu H& e B i WYL 4 & ¥4 A
£ ol Wi 4 glo] AA U 4+ gledel sl

HMEHopE AFAUES @ 2 248 4 Pl FAHoE =] ¥l

A 2daFALE] 52 € W&

1. aF7Le] &=

gk £8 FEES Lo YePEe AP AP EUE olE
+Ro2RE ¥y JES £l - AslY IR E Wslax} o

2. Qg UL

Thed] B2 4B 18122 AWt AZ T WA BE F, MOHE 288 5
23 %, o5 7} £89 2AZEL tlYos Yy, gotEzt @ dhlo|
HARINES ARSI o] 2 TS Uthis 482 2% tjst 2289 o2y
B Adegd SEAES Hi - AAsie A28 stdch AFANL W$EH dIUse

- 923 -



MFEopdE 2zt Holl AA3 V&gt & d7Y g £52 552 g &9
Table 13} o, o]& T5HE codedtse] ztzte] ge|¥d& ARt ol &
82 F&8o] oz ey ARQAAE ¥8el AAstglen], oy AY A
E OJE THY AU ELE A7 JIRARE AMSslgen AL olg F
& d7sh=d $4% 222 AHHE Zojth

Table 1 Ba|P4Y AR iy +E

7l (Juglans mandshurica Maxim, ) 7HEH) (Plecea jezoensis Carr,)

7tA1 2.3 3] (Acanthopanax senticosus) 7VgUE (Ailanthus altissima Swingle)

ZL}E (Rhamnus davurica) B HVR (Quercus aliena Blume)

Jir}e] (Forsythia koresna Nakai) AW R} (Cophalotaxus koreana)

LI (Corylus heterophylla var, thunbergii) HeH IR (Catalpa ovata G. Don)

& (Rhus trichocarpa) ALY (Cadrus deodara {Roxb) Loudon)
ANV (Suringa reticulata var, wandshuricua) RHE (Salix gracilistyla)

AS4to] (Viscum album L, var. coloratus Komar, ) A4 VR (Cercidiphyl lum japonica Sieb, et Zucc, )
313 (Philadelphus schrenckii Rupr, ) 8L (Acer mono, Maxim. )

R&E (Staphylea bumalda IC,) &YX (Caragana sinica)

chutel (Securinega suffruticosa Rehder) FAURE (4bies koreana Wils)

L4} (Stephanandra incisa Zabel) 2R (Quercus variabilis Bl,)

HEUE (Prunus padus) HBUR (Prunus padus)

F¢& (Pinus thunbergii Parl, ) FELR (Sciadopitys verticilliata S. et Z.)
7YX Uty (Carpinus cordata Blume) 1 e AP 4do| (Loranthus ranakae Fr. et Sav,)
ne) Aol -(qF: 22 (Loranthus ranakae) e Aol - (&5 ha i) -golwt (L. ranakae)
el 8 (W 4) (Evonyaus wacropterus) ¥t (Podocarpus macrophyllus var, maki Sieb, )
¥ (Mahonia beaiei Carr,) iS5 %HE (Acer negundo L. )

Y b3V (Junipsrus rigida Sieb, et Zuce,) Y NPF (Celastrus orbiculatus Thunb, )

2} 3R (Clerodendron trichotomum) ERUF (Pinus pumila Regel)

ST (Juniperus chinensis var, sargentii Henr) LBV (Ulnus davidiana var, japonica Nekai)
e} U} 5 (Zeliova serrata Makino) et (Actinidia arguta)

5 (Broussonetia kazinoki) galo]lWFd (Parthenocissus tricuspidata Planch,)

W5tE (Acer pseudo-sieboldianum var, koreanum Nakai) w2l (Berberis poiretii Schneid )

A7 (Abelia mosanensis) AR\ 7] (Artemisia iwauomogi)

Z8UR (Aralia elata Seenm, ) FE2 LR (Ecommia ulmoides 01iver)

S8R (Juniperus chinensis var. globosa Hornibr.) SV (Wisteria floribunda A.P.DC,)

& (Sambucus williamsii var, coreana) uf LR (Styrax Jjaponica)

gLt (Quercus dentata Thunb, ) U (Juniperus chinensis var, horizontalis Nakai)
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S Helq (Elaeagnus multifora) 27|k L}y (Pinus ridida Mill,)

g| 7lelleict (Pinus rigigaeda) o} 7} (Sorbus commixta Hedl,)

WAL (Cornus walteri) AR (Berberis koreana Dalibin)

uj R ( Prunus mume) w et alo]o} (Metasequoia glyptostroboides)
B¢ (Magnolia kobus A.P,DC.) B8} (Hibiscus syriacus L. )

&R (Faxinus rhynchophylla) u| & (Thuja occidentalis L.)

ul U (dbel iophyl lum distichum) W3R (Alangiup platanifoloum var, macrophyllum)
el 7] (Cercis chinensis Bunge) Wbt (Pinus densiflora for, multicaulis Uyeki)
ubL} B (Castanea crenata Sieb, et Zucc, ) WA AALLE (Pinus banksiana Lambert)

Wj-BL} 2 (Lagerstroemia india L,) W GhL} R (Fiburnun sargentii Koehne)

W4 (Pinus bungeana Zucc, ) WHELR (Salix koreensis Anderss. )

&L (Platamus orientalis L.) WL R (Prunus serrulat var, spontanea)
LR (Keigela subsessilis) WRLE (Heigela subsessilis)

B4} (Elaeagnus nmbellata) BANSE (Prunus persica Batsch)

BapZ|VHE (Acer triflorum Kom, ) BAZVE (Acer ukurunduensi Trautv, et Meyer)
LR (dbies nephrolepis) BUR (Rhus chinensis Mill,)

E271A "7 (Rubus phoenicolasius Maxim, ) vl g (Ulmus pumila L, )

B]2h} 5 (Torrega nucifera Sieb, et Zucc,) MWALEL (Mirus bombycis Kaidz,)

AA VR (Populus davidiana Dode, ) AF$] M} (Clematis apiifolia AP,IC,)

ALV (Euonymus Jjaponica) AZAMA] (Prunus maximowiczii Rupr,)

LA FUE (dcer tegmentosum Max. ) At B (Cornus kousa Buerg. )

AMILE (Castanea crenata for, kusakuri Nakai) AMLLERE (Morus bombycis)

At} (Cratasgus pinnatifida Bunge) At4-8 (Cornus officinalis Sieb, et Zuce,)

AR VR (Zanthoxylum schinifolium Sieb, et Zucc,) MUE (Cryptomeria japonica(L.fil,) D.Don)
7MY (Lindra obtusilba Bl,) Kol (Carpinus laxiflora Blume)

A 3R (Philadelphus scaber Nakai) Mul g (Berberis murensis var, quelpaertensis Nakai)
o3| (4canthopanax Koreanum) A B4R (Pinus parviflora Sieb, et Zucc,)
e (Picrasma quassioides) &AL R (Equisetum hyemale L.)

$4 (Tsuga sieboldii Carr, ) AEZHANWLE (Pinus strobus L.)

AR (Hemiptelea davidii Planch, ) AN (Quercus mongolica)

MU (Acer ginnala Maxim, ) A 8 (Chamaecyparis pisifera var, filifera B, st H,)
o}7t AL} (Robinia pseuds-accacia) olele7}elot (Araucaria araucana K. Koch)
QLI (Prunus tomentosa Thunb) of L} R (Malus baccata)

o] & (Houttuynia coﬁata) AL} (Kalopanax pictus (Thunb, ) Nekai)

A7) (Continus coggyria Scop, } Q.49 (Acanthpanax sessiliflorus)
L25\}E (Paulownia tomentosa) Qul A8 (Schizandra chinensis Baill),

L} (Rhus verniciflua) QR (Philadelphus scaber var, mandshuricus Maxim)
St & (Berberis amurensis var, latifolia Nakai) &x2| (Pourthiaea villosa)

L2892 (dkabia quinata Decne) S8V (Gingko biloba L,)

ol L} ([desia polycarpa) QEWF (lonicer japonica)

QEEH (Magnolia obovata Thunb, ) {2y (Larix leptolepis (S. er Z.) Gorden, )
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QLR (Larix gmelini var. principisruprechtii)
AE S (Betula platyphylla var, japonica Hara)
LI E (Pinus koraiensis Sieb, et Zucc,)
ZYLHE (Spiraea prunifolia var, simpliciflora)
B (Taxus cuspidata Sieb, et Zuce,)

%%F3 (Pterocarya stenoptera IC. )

2 E L (Ligustrum obtusifolium Sieb, et Zuce,)
X% (Styrax obassia Sieb, et Zucc,)

BV (Rosa multiflora)

A=FUR (Vlaus parvifolia)

A4e| (Lespedeza cyrtobotrya)

B7IA YR (Swilax sieboldii)

%% UF (Cornus controversa Hemsel. )

3 (Pueraria lobata (¥ild,) Ohwi)

¥4 (Chamsecyparis obtusa Sieb, et Zucc.)

B AHUR (Celtis jessoensis Keidz)

A% (Hamamelis japonica)

XML (Fontanesia phyllyrepides)

344 (Chamaecyparis pisifera (Sieb, et Zucc,) Endl,)

33ukz}t (Berberis juliance Sch.)

AV (Populus maximowiczii)

N (Albizzia julibrissin Durazz)

A4S (Callicarpa japonica)

AL} (Abies holophylla)

Z-H|LHE (Picea koraiensis Nakai)

2L (Gleditsia Japonica var koraiensis N.)
Z AR 4L ( Physocarpus intermedius Schneid, )
212l (Rhododendron muctonulatum)

2y 2] (dmorpha fruticosa L)

AR (Tilia mandshurica Rupr. et Maxim)
A8 AR (Euonymus sieboldiana)

AL ( Rhododendron muctonulatum)

Mu|2fYF (Smilax china)

A4 (desculus turbinata Bl.)

BeJ\} 2 (Lirfodendron tulipifera 1.,)

E£ANE (Coltis cordifoloa)

BAATLEY] (Pinus Pungens Lambert)

R (Mognolia seboldii)

B 7RL} R (Hovenia dulcis)

$HANIER (Euonymus alatus (Thunb,) Sieb. )
L (Phellodendron amurense Rupr, )
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A2 & SHASTSW Mol

A1dEAA

Tissue thromboplasting H©H Loy Ro] 2 E23l= IWARA tissue
factor (TF) Ei= coagulation factor Il B8l % KEu o|x7lx] Hej-gALl gl
AR AAA A2 FoAN JAA B NS AR gEA AT, e
factor VI(FVI)&] cofactor®A] ZL&3le] FUIE FULE ¥A3A7]5L FVL.E Ca®&x)
Bloil A TFS} complex§ B3l FXE FX.E HEHAALEAN QUA HEE 714
gtk #2 TFe WA 92 FKE 43| 2che AMde] d3iAA = A3 TF
£ AL gdAle] BE 283l ﬁ‘?—‘l-a-:'_?ﬂa' B EA7 = £ ‘E]t.-_*‘ér e
g g oA A FHoh®,

TFE & W2 A phospholipidet ZEo] glojof el & VElER &
+ Zelol olg&o] utErn Ee] FA el wel g2 FE2 2FojetE A
A th2A (oF 90,000 - 400,000)2.3 Eof Y™™, Iz HI factor I o]
23t affinity chromatography ¥teo] Z1¢lEle] o] whjo g FAH TFe Ex}ako]
Alglolut 4o x]o] 7 43,000 - 46,0003 2 RAEGI"Y A g HL
Hog @& AAY Fol EA}efo] 33,500 - 34,5000|, Lo w5 cDNAS u)
dEA ANE dojF ofn Al sequence of &3] AATH AL 29,593 o] ¥y
ATHY, alghel TR 13 FRE 263 7}e] olm:xAte® FA4¥ single chain
peptideo| 3 o] @ Ak&o| &5}l single hydrophobic transmembrane domain
iRl glka ¢eA glovt BT g Ba®l TFQ] apoproteino] iyt g
3 d3e ot 5% Adejolrt

TP g3 HAAE-2 HEYA Y A kg daFon 1 2JoE TF&
AR, o 3 ¢ 7)E gggae] g Agalel 1 FIELE FUA TR
olGA )M TF activityZ} 71| AL AsjEEx] dole Zo] Fosith TFe
U IAE oM Aol AXA(endoplasmic reticulum)o] HHE gz
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A Hejolde AESjuo] A3 S2h3ta, WA velle ofF 4% Ex\sicis}
%) zhedolut THE gl Aejeld MEute] TF7b 74T, olu) TF7F Yool X
259 dAA UQAY TARA A qhgo] AFEo] Yejo] gmHATP,
EY TFE g3 Y ME o]2]olE monocytef} macrophagedlle &3t Aeg ¢
8 A glth .

TF2] B4-fE (induction)of #¥ cii-ge] AF7t wigt M=ol tis] o]Fof

2™ monocyte, macrophage®} endothelial cello A endotoxin®®, interleukin-1
27'28), tumor  necrosis factorzg) immune complexesm’w some plasma
lipoproteinsaa'm, platelet arachidonate metabolism®] 2343 E% tumor cell line

o] =A% activated component of the complement system’’ Fo 2]3] TF2
procoagulant o] F Ricin stgdch. &, weElol Feol ¥ AE A
immunologic diseaser] ,A|XEe] u3] Alo]l o]¥ stimulatorEo] MHEFEHo|A
procoagulant activity® Z7lAZlcka B3 Eoj P, w otzt golgm Aol
of WHY BAZ} duin LA An¥Y FgAz 2 ¥ YAEE TR of
L Ae 7jelgic ) & TF7) solid tumor?] stroma Ao 228 SYS
Y Zolet JAE I o] stromavl ¢ MESAe] WasEZ HIol: ¥ SAAHEH
o MEZ HAE 2 e 4 e 7Hsdel oiE] F5sta ook uheld TFo] of
¢ A3A Y Fadol tiFEHA Hacl

TFe] AsjAo] oyt AFESRE Carson™*®& high density lipoprotein I}
apolipoprotein A-II+= TF-factor V.ol &]3] factor Xo| activatioﬁ HE A oA
TFe) Z8-& Asjyicia s}9l3, Rapaport™™ Z.2 TF-factor VI, activity& 3|
sh=t] o] factor X3} t}E plasma componentEo] WRSIThL stglc). Broze™ ™™
5-& Lipoprotein-associated coagulation inhibitor (LACI) 7} factor X. &2 &}oj
TFol 2]3] G=% Ve)L7E feed back inhibition ¥tz Jtdch, F, LACIE
factor X.&} A AYste] Vo] ¢l factor W/ TF/factor Xa/Ca'/inhibitor
complex® 4oz H TF VAL AsjPrin styrt, o] LACIE Rao H-&™
EPl(extrinsic pathway inhibitor)glsl E§.on Broze®™ & TFPI(tissue factor
pathway inhibitor) 8}3% #it}. LACI, EPI &= TFPI &} SU% AYEYe] wiAwH
A TFPI 7} @YZIAAE sk 4T Aol FH3A +E=Uch 2t
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TFPI= A vo] Exlshs Edoln AAE J& £ TF AYAE HIaH o= ofF
daiA 9= elch

A2 A Az R Py

1. 27 A2 A3)g HY By

71 &2 Q1A (Tissue Factor) 2] Ha|

Sprague-Dawley rat(HZ]) 438 ® =32 5 gof 20 ml ¢ 0.15 M NaCl &Y
(Saline solution)& 7}3t3L Ice bath FojlA 2 H7t glass-teflon homogenizer &
opajstolel. 22 nfed& 2000 rpm, 4 CollM 2087 Ui &eldte] FFAE vhA
ultracentrifuge® 31,000 rpm (105,000 x g), 4 °CollA 112t 2QEe|stz, HA
EE2S 29488 ¥ 459 B HuY Saline § ST homogenize
(glass-teflon) &} o]RA & tissue factor(TF) stock solution® 2 A}&3}gTE. o]
o TFe ¥$=&& &733517) #18t] 2000 rpm 3E<Y(S;), 31,000 rpm 348 (ppte),
2 B5Y(S)E 42 23 samplingdle] TF activitye} T d& Fstolct

2. 2= ¥4 &3
74 8%

A& ethyl etherE® ula|A|Zl ¥ 3,13 % sodium citrate 1 mlE "] Yol F
AZ|2 Aol g 25t 10 my} HEE sigch AL 9L EeiaY
ANgBol &A 2500 rpmoll A 1587 ¥ Eel F 4354 ¥ (citrated plaspa)

REE ZALYA At FehaH Al@H] &2

L1}) One-Stage clotting assay
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Citrated plasma® AHE8}o] prothrombin timed & 3le] TP A H7EIY
c}. EejAE AL 37°C 8440 @IlEIL plasma 100 uf, TF stocks saline
gdog HA4Y 2 100 m(salineTt 100 pt 2 A& BlankZ §)& 7}13I3L 25 aM
CaCl, 100 w& ¥ AL F APAS &AM AU 7vts] ]R3 tiA] &
a3 A CaCl.E H7IY 46 Sy w7hx]2] Al (prothrombin time)E I
o BT 23] HbE AAlsigct

th) &34

5¥of HA Hx 25nte|e] w2 TFE RABL o] A& o8 v 2 HAHsle A3
gute|o A B2 HAo] thsle] one-stage clotting assayd& AAIStTh. BF &34
Zto] 1827} © wiE 100 % TF activity® 813, TFE YA U3 salineTt Y& @
2] SRAZHE 0 % activity® 3o} Z} X0 ulE clotting acceleration & T}
& Eq. 2-10f o) Ad3tadch

BL—-A
BL—-18

clotting acceleration (%) = X 100 Eq, 2-1

7)o A BLL TFE ¥A] ¢l salineqt ¥el& uwle] prothrombin time, A& TF
£ YL uje] prothrombin timeo]tT},

=58 log scale® x&o], clotting accleration %& yZo] FA]3}o] standard
curved 18 e o] graphollA] 50 % TF activity7} E+= TFY 4% 9 &E 1 unite
= Bstolch

g) el g

Lowry ol 23] A% stgich A|88¢ 0.4 nlof 2 mlg] @712] 5-8Y(50n1¢)
2% NaC03 in 0.1 N NaOH, 1 m12] 1% sodium tartrate, 1 ml&] 0.5 % CuSQ, - SH0& 3
A Ao] A2 AN AHE)E JIsta A F A2e] 108 o] HAsIgTt 0.2
nl8] Folin-Ciocalteu phenol reagentE JI8taL 1-22& o 243 43 308 ol
Wx(gt 3 750 nooll A FHEE &A5lglv}. bovine serum albumin(BSA) £<§ 0.1 -
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0.5 mg/mlo] thsle] FAlo) AAFte] EEFFZ N2 AHS3iGiTh

3. 23 A= g2 A

g2 —‘5—5% I 2rgxo] wel 1 - 1/16 74A] 50% EtOHE ¥ A35lo] A}&-314]
o} EeAE APUBE 37°C S84 o] ©@IFE 83 100 4LE 33, TF stockE
saline o2 A MY A3} A staAste AR €& 90 : 10 & H]E
2 njg] Mol & A 100 £, 8|3 25 M CaCl, 100 L& 71812 A2 ¥ A
& $&4oA Fuo] ANt Jl &R A ©oax spEA  CaCly H7IY FH-E
L% 7R Y] AIZHE Aglon 23 WHE AAlSlgic). Prothrombin time & TH&A]
F|e BTl wal 2] Eq. 2-1 (3710l BLE TFE ¥A] o2 A& E¥& 50% EtOH
Tt Welg wje] prothrombin time, A: TF2} AJ& = 50% EtOHE 7 Y& of
9] prothrombin timeolt},) o 2]3] clotting acceleration %& A4 ¥ EEIH
& o] gsto] oml] TF unitg AL TFS] A& [ (%)= Thi Eq. 2-2 of 23
A4ttt

I(%)=————B”EuA” X 100 Eq. 2-2

o710 A Aut TR} A 2E 7 Y9l& e TF unito]n] Buls TP Yol& wie]
TF unit o]t}

2%k A& I (%) ZFE] TF 1 unit F ICo& F31QTh

A 34 A3 ¢ 2@
1.z As)g AN
) BFA 4B iRk 2ZE TF Ay A4
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it $8 18152 methanol F&HEE u|R3le] F 202702 AEof tiste] TF
ZABAL ANt TF 1 unity 50% A¥Y £AE Z A 8le] Table 2-10) A g
staich AsjgAdol 0.1, ulte 2 1 FAol vie ZY A& AF, 1w A B¢
BE, 104 m|FlQl 79 CF, 1004 mItd Z-¢ D, 100 o1 B+ EFL= £
Fldon, EFE B4l ¢glE 228 1F3lY Table 2-10= UehlA] ¢lgict.

ARS RE 220% AN 0.99% ojglen, BES 23F 0% A9 11.39%, CF
L 37% 18.32%, DEFE 14% 6.39%, Lnjx= EF LR 62.37% o|qirh.

Table 2-1. Tissue factor inhibitory activities of Korean woody plants

ICs/TF unit
Sample code Remarks*
(ug)
YK97066 004 A
YK94014 005 A
YK97096 0.10 B
YK97060 011 B
YK97021 013 B
YK94020 024 B
YK94017 025 B
YK94027 025 B
YK96061 025 B
YK94022 028 B
YK97038 029 B
YK97014 030 B
YK94019 0.30 B
YK94003 0.30 B
YK94005 030 B
YK94012 035 B
YK96092 0.4 B
YK96068 05 B
YK97040 067 B
YK97080 068 B

#A: ICso/TFunit < 0.1zg, B: 0.1 <ICso/TFunit{lug, Ci 14g<ICso/TFunit<10sg,

Di 104g <ICso/TFunit<1004g, E: 1004g<ICso/TFunit,
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Table 2-1. Tissue factor inhibitory activities of Korean woody plants

(continued)
ICs/TF unit
Sample code Remarks*
(ug)
YK96096 0.73 B
YK97072 0.74 B
YK97092 0.82 B
YK96098 0.85 B
YK96095 092 B
YK97078 1.00 C
YK96091 1.00 o}
YK96099 1.00 c
YK94009 1.09 C
YK94030 1.17 C
YK97097 1.31 C
YK97010 1.39 C
YK97053 1.49 C
YK97065 1.49 C
YK97026 161 C
YK97095 1.79 C
YK97024 1.82 C
YKS7069 1.88 C
YK97051 1.94 C
YK94002 2.00 C
YK94007 200 c
YK96012 2.00 C
YK94006 2.00 (¢}
YK97023 2.07 C
YK97039 231 [}
YK97058 243 C
YKS7004 2.50 C

#A: ICso/TFunit < 0,1pg, Bi 0, 1g<ICso/TFunit<lug, Ci 1xg<ICs0/TFunit<104,

Di 104g <1Cs0/TFunit<1004g, E: 1004g <ICs/TFunit,
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Table 2-1, Tissue factor inhibitory activities of Korean woody plants

{continued)
ICs/TF unit
Sample code Remarks*
(ug)
YK97091 2.83 C
YK97050 3.14 C
YK97005 3.48 C
YK96084 3.50 C
YK97100 374 C
YK97048 3.89 C
YK97007 4.00 C
YK96030 450 C
YKG97018 472 C
YK97090 479 C
YK97073 5.05 C
YK97047 520 C
YK97076 5.26 C
YK97008 543 C
YK96087 6.00 C
YK96069 10.0 D
YK96072 10.0 D
YK97071 10.68 D
YK97075 10.90 D
YK97046 11.33 D
YK97077 13.16 D
YK96057 15.0 D
YK96070 15.0 D
YK96082 20.0 D
YK96074 20.0 D
YK96066 25.00 D
YK97009 30.00 D
YK97003 40.00 D
YK97035 45.00 D

#A: ICso/TFunit € 0.1zg, B 0.18<1Cs0/TFunit{lug, Ci 18 <ICs0/TFunit<10.g,
Di 104g <1Cso/TFunit<1004g, E: 100ug <ICs/TFunit,
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) SuiE¥HE2] 23 AR AsBE

i stoloLt 1 g0l 4522 o|WHIURL, FFLEFY HES |
Azstg eyt EelatgdM #4E el AV (aggregatedd), Alste] HE
&4 4+ glgch

28 E2% B, C, DF FolM A3 o] (ICx/TF unit) 2545 ©o|3}Q1 16F-2] AR
tistel SUiEEE sto] 7 EYol thst) HAVEE &8t Table 2-20 el
gjt}. Hexane E¥ o= 32ZtLo] ¢loL} butanol EH) ethyl acetate EFH
chloroform ¥ > & &3 €22 AYAHY =S} Uelylich

2,
-
i
p-)

Table 2-2, Tissue factor inhibitory activities of solvent fractions of some

samples
ICso/unit (zg)
Sample ethyl
total hexane chloroform acetate butanol  water
YKS6068 05 - 3.67 0.65 0.76 152
YK96072 10.0 - - 0.27 10.20 21.43
YK96074 20.0 - 3.33 3.81 0.86 3.4
YK96082 20.0 - 3.00 5.22 2.83 2.0
YKS6084 35 - - 0.21 0.17 11
YK96090 45 73 12.33 0.39 0.36 0.65
YK96095 0.9 22.7 261 1.38 043 1.69
YKS6096 0.7 53 043 875 0.81 0.56
a
YK96098 0.85 - 6.67 ;gg ISJ" 0.71 142
YK96066 25.0 - 10.26 - 340 9.57
YK96070 15.0 - - - 371 7.26
YK96087 6.0 - - - 3.55 145
YK96091 1.0 - 174 - 0.58 1.29
YK96092 04 - 5.90 - 1.68 0.14
YK96099 1.0 - 0.02 - 0.97 3.03
YK96100 15 - 0.46 - 17.42 2.52

ethyl acetate soluble
® precipitate
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2. ¥PYg3 EF Ee

Aoz ERY 258 AR tisid(Table 2-1) FLAES Bty Astel &
&g ARt vl {7180 E¥of Aol g FF EEHALU, AN¥
Ho] WolA wgltt, 4&o tisle] Si0; sephadex LH-20 Ex= cellulose®Z A En}
EI9E HAStE o 28 £¥0] aggregateZt A7|AU E& tamnind EAYE
st o] ol JEEEE AL3HA dslch

BF - DF 2ol HEAMYAAN 4 BEY 4 AW 165 A EY HUE $&
Eol tiste] SujEYyt AKTable 2-2) SulEHo] uwiel TF AsjRdo] A HAH
I AEdo] ¢4 Ao YUTEE= 4%F2] AR YKI6084, YKI6100, YKI6099
YK960910]] thste] fEAZEE Festazt stch

7h) YK96084 5 Y 44 £

YK960842] 2|3} 4-& Scheme 2-1¢f UtelLQitl. Al&&] hexane, chlorofornm,
ethyl acetate, butanol, aqueous 2z} EHo] ctj¥l total activity W specific
activityy= Table 2-33} Zt},

TR 7Fr] % Z(Table 2-3) A #z2hgo] A LlEld ethyl acetate?} butanol
B¥E chloroform : methanol : water = 70 : 30 : 48 JA/YLE 35l silica gel
plateol|A] preparative TLCEI4Tl. W F4& 71&2% V) 78 E¥eog e F &
Zhe] £Yo] A 28-e &3y A EF R 0.1-0.4 F=oA &E& vehigden
2 ethyl acetates} butanol £¥& ¥sle] & 23.6 g MeOHoll Y3 LA ¥
silica gel (#7734) 50 goll EYsl A=zAHch AF 4dend] Re] @Yo silica
gel (#7734) 150 g& 293 A RE EEW3lo] 2&YE chloroform : MeOH : Water
(75 : 25 : 2.5 70: 30 : 4, 15: 10 : 2.5), 67% acetone, 70% MeOHE. H}FLH A
40m1®) A|8 o) wkotrt, Zh AlgTe] 2Q £9g 24 silica gel plateo]A TLC3}
o} UV, HpS0s FeCls® ‘gaidle} F 6708 ¥¥(Fr. I-VI)LE o] ZZfe] 1Cu/TF
unit B total activity& 3%+ A} Table 2-42} Ztl.

Silica gel chromatographyolr] @ojd £ 2 & ¥Ao| 714 &2 Fr. [ 13z
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MeOH 13 mle]] 0] sephadex LH-20 chromatography& 4lA|3lgict. A& 4em, &0l
48 cm, §-¥] oF 600m1e] Lol MeOH G| AHH T 26n1%4 U3 2} AP
o] Q) 8& silica gel plateo ] TLC3}o] UV, H;S0;, FeCls® A%t Z 3} Table
2-50]A4] Kojz npe} o] 470e] EY& dgck 2 F Fr.1-1& T & W
sephadex LH-20 chromatography® AlA|3te] U] 71¢] E¥& €93 2 A= Table
2-60] viehjgitt.

Fr. 1-12] sephadex LH-20 chromatographyollrl @ojzl ojg] 7lx] ¥ Z(Table
2-6) Fr. I-1b 0.95 g& MeOH 3mlo] -&3JA1A silica gel 2.41gol ¥ISFsle] B3]
Az 7 ¥ na) Lu) CMF 75:25:2.50] swellingA]Zl silica gel (#7729) 22go] 2
gste] AJHF o 3ml2] ol silica gel plated ARE8}o] CHCls ¢ MeOH : Water 70
: 30 : 42 TLCE AlAI8le] UV, HpS0, FeCls2 daisigien 3712 £¥L2 gl
3(Table 2-7) 2 & Fr. 1-1b-302XE compound I-& E&|3}gic}. o]EAE ¢
7t & f.9F51e] Table 2-8o] viehfglct.

Fr. I -1b-30]A] methanol 2uj® compound I & &34 AAo=E A& £ 9
o compound I 2] ICs/TF uniti= 0,078 w22 A Ltelulc], o] E3e] 7R
BEyata i o 8 2-(ethylamino) ethanold-& EA st

compound I: 2-(Ethylamino)ethanol, CHiCH;NHCH.CH.OH, m.w=89

H-NMR (300MHz, DMSO-ds+D:0) : 80.813(3H, t, J=7.2Hz), &1.237(2H, q, J=7.2Hz),
81.344(2H, q, J=6.3Hz), &§3.348(2H, t, J=6,3Hz)

BBC-NMR (300MHz, DMSO-dg+D:0) : &14.561(CHs), &19.341(CH;), &35.113 (CHy), &
61.171(0CHz)

IR (KBr, v=em™) : 3422, 2928, 1716, 1616, 1377, 1244, 1159, 1078, 538

the Table 2-58] Az} U2 vl 71 Y 3 F H#E & ¥4l 82 1-2
9.25 goll MeOH & 10 m1E 7}3HU ¥ Edate] Bado] QElEe] 36-2 funnel2 o3}
sladc). 2 A ol MBS Fr, 1-2'28}3 st o }ES Fr. [ -2pe}al 362
™  Fr, I-2'0}] ti3}o] sephadex LH-20 chromatography& AAI3tgich. Fr. 1-2°¢
ALOE Fr. 1-18) A5 ula/AE AE 4 cn &°] 48 cm K3] ¢} 600 nl] Z
HolA MeOHE AZNEUIZ sto] AP o 25 mi¥ UL 2 Algd] B &4&
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silica gel plateo]A] TLC3}e] UV, H;S04 FeCla® AMAIZTE 2 Az} A 71e] £y
o] dojzen o] M /e Y 9 Fr. I-2p8] ICs/TF unit R FBA-L Table 2-93}
gt

Table 2-92] Fr, ] -2a 1.8 g& MeOH 3 mlo)l o] silica gel 5.4 gofl WI&sto] &
A3 ARA T o] Lol CMW = 75:25:2.5¢] swellingX]Z! silica gel (#7729) 20
goll 293t A 7 3 ml¥ Uoirt. zH AlgUe] B &L silica gel plate
E AM2-3te] TLCE AAISIQISL CMW = 70:30: 48 A7R3to] UV, HeS04, FeCl; 2 ‘U 3}
gdeom I Zzke Table 2-102 Zth 2 EHof oiste] TFAIEAEE st ey
#sgo] viehA] ¢fskeh

Fr. I-2b8} I-2c8 $3}0] 4.07 g& MeOH Smlef] 5o silica gel 6gofl 4t&3d}o]
285 ARAN ¥ uje] Lu] oMW = 75 : 25 : 2.50] swellingAl®] silica gel
resin (#7729) 25 goll 2y dlo] AU o 3mla Wglth, 2 AHTe] 2 LI
silica gel plateE& AM&3}o] TLCH AlA}5}4l5L chloroform : MeOH : water = 70 :
30 : 42 AJIB}e] UV, HeS04 FeCli® AIstgom 71 A3} Table 2-119} Zom

FEYE EelE AL gl
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Methanol ex. of

YK96084(50g)
! ] | ! |
TF inhibition Hexane CHCl3 EtOAc BuOH Water
(+positive) 45g(~) 0.8g(-) 8.8g(-) 14.8ag(+) 14.7g(-)

Si0; 7734
(CMW3:1:0.1 ~ 15:10:2.5)

i ] J ] J
I I m \% \' Vi
13g(+) 1.46g(-) 1lg(-) 1.23g(-) 153g(-) 2.06g(-)

Sephadex LH-20(MeOH)

[ | I |
I-1 [-2 I-3 [-4
1.65g(+) 9.25g(+) 0.74g(-) 0.16g(~)

Sephadex LH-20(MeOH)

| | l |
a b c d
0.07g(-) 095g(+) 063g(-) 0.11g(-)

SiQz 7729(CMW)
[ ] ]
1 2 3
0.03g(-)  031g(-)  0.25g(+)

SephadexLH-20(MeOH)

| | ! l

Compound [ a b c d
1.8g(+)  3.0g(+) 1.07g(+) 3.25g(-)

Si02 7T729(CMW) ‘ l J

I | I l
1 2 3 4 5
008g(-) 0.06g(-) 137g(-) 01lg(-) 003g(~)

l | I |
1 2 3 4
0.08¢ 0.11g 2.46g 0.13g

Si0g 7729(CMW)

Scheme 2-1. Procedure for isolation of tissue factor inhibitors from YK96084,
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Table 2-3. Total and specific activities of solvent fractions of YK96084

Fractions Wt. (g) ICs0/unit Total activity Specific activity
(pg/TF unit) (X10" unit)  (x10° unit/g)

hexane 45 - - -

chloroform 0.8 - - -

ethyl acetate 838 0.213 413 4,69

butanol 14.8 0.169 8.76 591

water 14.7 1.1 1.34 0.9

Table 2-4, Silica gel chromatography of ethyl acetate and butanol fraction of

YK96084
Fr. No. Solv. Tube No. Wt. (g) ICs/unit Total activity
(rg) (x10)
I CMW 75:25:2.5 11-100 13 0.306 4.248
il CMW 70:30:4 111-140 1.46 0.155 0.942
m CMW 70:30:4 141-240 1 2.143 0.047
v CMW 15:10:25  254-308 1.23 0.796 0.154
v 67% Acetone 309-458 1.53 0.176 0.869
Vi 70% MeOH 459-688 2.06 0.224 0.920

Table 2-5. Sephadex LH-20 chromatography of Fr. I of YK96084

Fr. No. Tube No. Wt. (g) ICso/unit Total activity
(ug) (x 107
I-1 1-22 1.65 0.055 2.98
1-2 23 ~ 42 9.25 0.571 1.62
-3 43 - 65 0.74 0.625 0.12
-4 66 - 120 0.16 0.304 - 0.05
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Table 2-6. Sephadex LH-20 chromatography of Fr. I-1 of YK96084

Fr. No. Tube No. Wt (g) ICso/uni Total activity
(ug) (x_10%
I-la 1 - 12 0.07 1.379 0.051
I-1b 13 - 20 0.95 0.110 8.636
I-1c 21 - 34 0.63 0.793 0.794
I-1d 35 - 59 0.11 0.603 0.182

Table 2-7. Silica Gel (# 7729) chromatography of I -1b of YK96084

Fr. No. Tube No. Wt. (g)
I -1b-1 1- 19 0.03
I -1b-2 20 - 97 0.31
I1-1b-3 ‘ 98 - 290 0.60

Table 2-8. Summary for isolation of compound I from YK96084

Fraction Wit. ICso/unit  Total activity® Specific activity®
(g) (pg) (x 10° units) (x10° units/g)
I 13.0 0.306 4248 3.27
-1 1.65 0.055 29.80 18.06
I-1b 0.95 0.110 864 78.51
[ -1b-3 0.60 - - -
Compound I 0.25 0.078 3.21 128

* Total activity was calculated by following equation,

amount (g)
Total activity (X 10° unit) =

1Cso/TF unit ( xg/unit)
b Specific activity was calculated by following equation,

total activity (x10° unit)

Specific activity (unit/g) =
amount (g)
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Table 2-9, Sephadex LH-20 Chromatography of Fr, -2 of YKI6084

Fr. No. Tube No. Wt (g) ICs/unit Total activity
(eg) (x 10%
1-2a 1-41 1.8 0.603 2.985
I-2b 42 - 53 3.0 1.207 2.486
I-2¢ 54 - 80 1.07 0.879 1.217
I1-2p PPT 3.25 2.328 1.396

Table 2-10. Silica Gel # 7729 Chromatography of I -2a of YK96084

Fr. No. Tube No. Wt. (g)
1-2a-1 1- 16 0.08
I-2a-2 17 - 26 0.06
[ -2a-3 27 - 88 1.37
[ -2a-4 89 ~ 168 0.11
I -2a-5 172 - 270 0.03

Table 2-11. Silica Gel # 7729 Chromatography of 1 -2bc of YK96084

Fr. Wt. (g) ICs0/unit (2 g)
I -2bc-1 0.08 NI?
I -2bc-2 0.11 NI
I -2bc-3 2.46 NI
I -2bc-4 013 NI

®NI = No inhibition detected
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1) YK96100 5 HHA-SLERL] Hel

YK961008] &ujE8-& A A% A} butanol, chloroform, aqueous 2} F-¥oj tj¥t
[Cs/unit= Table 2-2%8F Zgit}h. o] & chloroform ¥ el o] 714 LA Velyt
o} Si0; AZNELNE YT A ¥ido] 2AFUT) butanolFoA 2l
2} AHEAE Bl A|=slt]. butanol £¥ 2.5 g& MeOHoll €3jA1Z ¥ silica
gel (#7734) 6 goll Eyste] ARAFc). silica gel (#7734) 50 g A& 3 cnd} &
glgde ¢ A BE Y sdch ol €A tlZ chloroform : MeOH = 20 :
1, 10 : 1, 5: 1, 3: 1, 80% MeOHS B} A 30 ml%] Alg@e] ugtn, 2 Ajg
o] 2l 8o& 7} silica gel plateolA] TLCElo] UV, HSO0E 'dAste] & 771
EY(Fr. [-VI)2E Hro] Z71e] ICo/unit B $EHE 7Y B3 Table 2-123%
gl

Silica gel chromatographyollA] dojzl B = Z¥Ao] 713 &2 Fr, VI (2.3

g)& 50% EtOH 5mio) 5¢] sephadex LH-20 chromatography& A Alsigdcl =& 1.8
cm, o] 90 cm¥-¥] oF 228 mle] #ZiFolal 50% EtOHE MILuE 3lo] 6§ ml4 Al
Hol Wtk 2 Yol Bel el TF Inhibition %& FU A Fig. 2-13}
Zow Figdel wiet Ml 7H £¥& Adrh

Sephadex LH-20 Chromatographyolld @dolzl £ & ¥i4o] &2 VI-2 (0.42 g)&
10% EtOH 5 mloll 5o sephadex G~25 chromatography& AlA|S}gich X|& 1.8 em, &
o] 90 cm, 3 of 228 m12] Lol 10 EtOHE A/EmIE st 10 m4 AJER
utofrt, 2zt Algao] 2l 2] TF Inhibition ¥& ¥ HA3N= Fig. 2-2¢} Zon
Aol A FHE ] HA3] & HAD §&e] Mol HZANYU ALZ Kol gid
3 EFHE st
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Table 2-12, Silica gel chromatography of butanol fractions of YK96100

Fr. No. Solv. Tube No. Wt. (g) ICs//unit Total activity
(pg) (unit)

I CM20:1 1-16 0.09 -

i " 7-19 0.10 -

m CM10:1 20-46 0.23 -

v " 47-80 0.35 135 2.6x 10°

A" CM5:1 81-110 0.31 37 44%10°
VI CM3:1 111-135 0.23 -

VI 80% MeOH 136-153 2.30 0.52 4.42%10°

100
90
80
70
60
50

40

TF Inhibition %

30
20

10 L -l

Lo}

FrVil-1 ~ Fr V-2 . FrviI-3

0
85 135 185 235 285 336 385

Elution vol.(ml)

Fig. 2-1. TF inhibitory activity in sephadex LH-20 chromatography of Fr. VI of
YK96100. Fr. VI-1: 0.3g, Fr. VI-2: 0.42g, Fr. VI-3: 0.39.
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100
90 |
80
70 |
60 |
50 |
40

TF Inhibition %

30 |
20
10

0 ‘o< -l 1 L ! s {
200 260 320 380 440 500 560 620

Elution vol.(ml)

Fig. 2-2. TF inhibitory activity in sephadex G-25 chromatography of Fr. VI-2 of
YK96100.

th YK96099 ¥ HYPALLEHS £2

YK960992] Ruj&¥ & AA|gt A3} butanol, chloroform, aqueous Z} E&ol cjgt
ICso/uniti= Table 2-2%2} Zglct,

o] % chloroforn £%¢] o] 7bg & LERH ICs/TF unit, 0.02ug) ©] Zof
A 2z AHELL EelE A=l chloroform % 2,35 g€ MeOHol| &3]
Al F silica gel (#7734) 6goll E§slod ARAIFTL silica gel (#7734) 50 g&
A& 3 cnd] FeElLHe] 9L ANBE =29 sty o]FAAE £AthE chloroform
{ MeOH =50 : 1, 30 : 1, 20 : 1, 10 : 1, 3 : 1, chloroform : MeOH : Water = 3 :
1:0.1, 15: 10 : 2,58 w2 A 30ma AlgHo] Uoks, Z A Ao 2 &
S 2}7} silica gel plateo]A] TLC3te] UV, H.S0,2 wWAsle] & 77)8] 2¥Ho2 e
o] ztZe] ICs/unit W $¥4E 78 Axh= Table 2-133 Zth

12} silica gel chromatographyold dold &Y F F¥Adol 71% &2 Fr. V
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0.32 g& silica gel plated] preparative TLCE AAlSte] EAE Easigct 2 4
21170 E-E Hesgen, o] EAe TF Inhibition s¥4-& Fig. 2-3¢9} Ut}
RfX| 0.1 o)3te] 2h8 £Y& 'hd whge] Uehlaz Eel& A% six] dirh

Table 2-13. Silica gel chromatography of chloroform fractions of YK96099

ICs/unit total activity

Fr. No. Solv. Tube No. Wt. (g) (ug) (unit)
I CM 50:1 1-28 0.08 - -
i CM 30:1 29 - 38 0.12 - -
I CM 20:1 39 - 66 05 - -
I\ CM 10:1 67 - 80 0.7 -
v CM 31 82 - 102 0.32 2.1 3.3x10°
VI CMW 3:1:0.1 103 - 131 009 - 1375 6.5% 103
VI CMW 15:10:25 132 - 0.12 15.48 7.7%10°
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100

TF inhibition %

0 0.09 0.24 035 04 046 052 0.58 0.61 0.74 0.82

Rf value

Fig. 2-3. TF inhibitory activity in silica gel chromatography of Fr. V of
YK96099,

2}) YK96091 F P gaEAL] £

YK96091 2] butanol, chloroform, aqueous Z} & o] tf3t ICs/uniti= Table 2-2
2t gl

o] & butanol B¥o] LY AAIF¢c). butanol Y 1,2 g& MeOHo| £3]A]7]
¥ silica gel (#7734) 2gofl Egtslo] AxAZc) the 3 cmd] Relg§of silica
gel (#7734) 20g& 93 A E8E EY3t ANEME ©MAZ chloroform : MeOH
=20:1,10:1,5:1,3:1, CMW=75: 10 2,52 "} HA 10018 Ao
whotrh, Z+ Al o] 2l & 747} silica gel plateo]A] TLCBI] UV, HS0.2 ¢
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Aste] & 8718 EYoz hro] A ICvunitE T A RE FHIA TF
Inhibition ¥4 o] LIetA] ¢fgkct.
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A1d MM

otz oF (@}, tumor, cancer, malignancy, oncology)2 o}Zz 1wl gl¢l W
X ggo] FRIA UHAA] B¥ 4H GollA HAAZLE F&3A FAEL e
FAE A shH2 4d e o7dle PR S8 dde® A rh
1994\ 0]y ¥ (American Cancer Society)?] Zalell 215 sjulc} AMA AFY
0.6%0] siFsh= AlRMEA AN Ao MEA YA o]F AN o]4do] 5d o
of A= o] AP o= Apwiuicia yict wiek ol ciyt I ABHEC] 7IhE
Helo] WAL RY B q2)ste] oY FAE PAR] Agsiol YAY A
8 BFE 608 ¢ 6%t s FAE ¢ #8 HES U3 Aoprtopst
=3

HEAYA = BRI oA 7A] dEA e GRS ARYL2AE 27] A
of &%t 2y & Wdolut WA &y dejn ¥ B3 axe] Y A o
A olon Tgte] A a3 29 £ 5E £F AEHoAI k. ¥Al Axtel
A AMEEAL Sl et Y oY AEL tRE o8 1A FRE Aol F2
43 A AHE FIA AAE wE wgE Fodle H884Y(combination
chemotherapy) 0.2 HalolAl FoEojA glrt. o]y HE 4 F2 ©&F Fo
2y Bo| AR o]RAy] fisldME H4Z oAl P2 EE FHE
mechanismo] M2 THE choft 3A|71 Waol whel A YsHA A= ol#of ¥ Ho]
th ol FHolAM & w] A AMSEHAAL = YUANES UIFEY B F
e o Uge) e B 44T RaAEE AR Qe HEe vEsta gich
J1E PUAY B2 A7 S5t A7 JAe A= & P& FAANL ¢
A o GEH FE Fo T2 9A U UPE oJAY + e E TE 4E
2 W Fol 5& AT 9ot E HUE &4 B3 ole AFeld, AH
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LEde] oA ALY 24 gA A 4 AT BAAHLR Yol W AT

warzl A geld vl glol 718 ol ¢t A FAEE voly Ve
A o5 FAlo] S48 ot AAE M 4 Y 2L YA HYLR XHo|
oA 9lrt.

AAE A=) YAAHLE o] FoiA L Y YAl /L A HE AvEd A2
AR A YYgoE chuy 4+ ded 4 2 A2 S YA HY 22E
speta o2 WA analogd] Y WE EANE Feol YA nlaste] A
N2e 3 32 FL AL 7R M GAE JA FL Y AEolU nAE A
A2 RE Py WAty Bazx} she Wikolela ¥ 4= gluh o]} o] A
AL Ty e g F-E% YUAHE Yol nxt sk dFapproachs A 4] Wzt
AAAA LR dAd dF J¥ Au]EE FAISle] massiveyt LI} o] Foi
A3 2EdE7HA] o 2,0000 F2] gk HA HYE(natural products)&Ee Hi17}
Pl A3 o]F ¢ 30F0] FEAHS B 4 4y ¥ ¢3E AYE F2 g4 A
el wiAol7tx] RAME|e] o]& F vinblastine, taxol, adriamycin 104Fo] A%t
H3 e AFolrh meld B dFole o8 A dHREE o§3le FuielA
H23 A AFE ¢ dE 1815 +E5E LR olF 5 MeHF&EY ¥
GBS AL AHAAE EUE 2 F U AuREE Ushle £33
extract2HE A¥AH S Uehle FAYE(E)S B3 1 JgF2E F3%)
3} stedet. oleldt BA & R 5=}l MeOH extract®] ¥UHEINE in vitro
Aoz Ay A7ZAE EclE YEF™(Magnolia obovata)d] &71AAF-EE,
FAF VR Physocarpus intermedius) &) €7|PAFEFE, U UF (Magnolia
sieboldii)®] &714A3EE, 245 (Stephanandra incisa Thunb, )& &7 A+
ZE W Eelehd AR (Platanus acerifolia Villd. )] €7143F3&E 54 &
AL E tfgo g 3t YRE FEEY Bl shch

A2A A 99y

1. SRB method
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£ A7 LI Qe LSS AU volA UdEEE HHEA
&A% £ 9l SRB (sulfrhodamine B) Whd o gA u] NCI § o2 AA7|HolA
714 YA AMgshe wHoln AMR A ¥prototol thEt ATt
7h AhEe] UMEEE typsin-CDTA 22 H|ste] §7] FAPoRHE F£2
Al7l3, 96-well flat bottom microplate (Falcon)ell Zt well @ M X7 242z}t 5 x
10° (A549, HCTI5), 1 x 10* (SK-MEL-2, XF498), 2 x 10' (SK-0V-3)o] =& 3|43}
of £33t} o]EE C0; incubatordol Al 24417 ujoFsto] cello] well?] Hpwtwoj
Bzt anchor )5 £&8 ¥ ¥ aspirator® mediag A|A 53 mediad] HoE AAE &
=R Zh7be] well ol Yol F 3 48A] 5 ¢ Al wjddict

AN LA Z2AY ue AAME pediath& AHE3}Y ol (dissolve) A& U
o2 x|t ZFfo wetde F3] AAIL GE8AHEY Ffols 4% EtOH JF2
DMSO (dimethylsulfoxide)& 7}8te &4% ¢lor} EtOH ¥ DMS02] HFEE7} 1%
& 234312 ofolof Atk E AMLAE A Re] JHuwls nl2] filter® of2}s}]
Fdelg fRAAETL
L}) 48A]ZHEQFe] wiore bl Zt wellse] nmediad aspirationS B A A3} 10%
trichloroacetic acid (TCA)-&& 2t wellw 10pl &) 713131 1 A|ZHEQ AF&o]A
Pl HEZES 2B cE ER 5-63 Al¥ste] }je] TCAGE {3 A
Astz AzAch
th) 2} wellw 100pl %)2] SRB @A4-89 (0,4% sulforhodamine in 1% acetic acid)&
7hste] 3087 AMstn HYe] YL 1% acetic acid2 5-63] g A ¥}
AT F oA AzAUc
g2}) 2 wellwd 100p1 28] 10mM Trisma base (unbuffered) &¢& 7Z}IFHE titer
plate shaker® 1087t AEslo] celle] FME HMYE &&A|FIS microplate
reader& ©]-83}o] 520nme] FH=X| (absorbance)§ &% %icl.
ul) ZALYE Yol & AATY %H]E%‘—é]-‘% (% cell growth, 3tEAe] %])\— t}
2 4o ulgt At&¥ich & %l*]]%‘&l thal S0k2] mediad Yol& iR MHXE4
(C)%} zero timed] MES(Tz) X AMTY ANESF(T)E 42 438 FR=AERYH
Akt AN YME ZA1&(% cell growth):s  THTY Afole
[(T-T2)/(C-T2)] x 100 &2, TzCTR] BPoli [(T-T2)/T2] x 100 & 4408 A4
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uh) Z+zke] sold FAT AATY YMRESFAESE Yo E 3o LOTUS program?]
data regression& AMESte] ZAIZE UM EL & 50% A8t 55 (EDe) &
AAFSLaL o] EDg X & 7|ELE 3to] 2 AA S ¥UdE e potencyE HE wlaldhe
A RE et

2. Ras farnesyltransferse (FPTase) inhibition in vitro

(Farnesyl transferase [*H]SPA enzyme assay)

7}) Farnesyl protein transferase(FPTase) £&| T A

(1) Ammonium sulfate fractionation

Reiss et al. (1990)8] whHoll u}z} male S.D.rat 50m}2|el|A] braing 2|3}l
homogenization¥t T ultracentrifuge (60000g)% WAEE sl HSFdg d=v}
Ab&zolo]l solid ammonium sulfated 7}3te] 30% XE3}-L-dojal= MAFA ¢k 50%
F3-gdof A AHste YA Z pH 7.52] buffero A 16412t F¢t FAUCH

(2) Ion-exchange chromatography

oA BN A& Q separose EAE  XK26/20 column o]-&3dto] Ea A
%tc}. Reiss et al. (1990)2] ol wie} 0.05M NaClollA] IM NaCl 7}%]8) Hx2x}8
o]-8-%t linear gradient chromatography& A|318le{ 0.34 NaCl} 0.4M NaCls-% A}o]
oA FPTase B4E& 7IA= £¥& derl
L}) Farnesyl protein transferase assay in vitro (Farnesyl transferase [*H]1sPA
enzyme assay)

FPTase inhibitor sample DMSOo] ¢lth. AHuwdt %x¢] [Hlfarnesyl
pyrophosphate£} biotin lamin-B¢f| enzyme® &= Reiss et al, (1990)%] ®WHe g &
2|3t FPTaseE 7}8t2 £u|Y enzyme inhibitor sampled il 37°CollA 1A)zZh&-¢H
2.} 71T}, stop/bead reagentE 7}31il 3080l liquid scintillation counter®

count Ftc}.
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A3d d} 4L 23

1. Y85 (Magnolia obovata)?] &E71HAL MeOHFZERHE FUFEY

el

&8 (Magnolia obovata Thunb. )& B3} (Magnoliaceae)ol] &3h= HdHY
2Eo2M gol7l 20m X Fo| Inol] @iz ArfFolth o] iAot #¢
vt FHold|ge] Wl Exstn glet f2 vl dAELE AIIIE
sAlgt 22 Ay, =AYl de] Agsta gk o] %] &71PAL o2
Fe| Fub(Ei S EH) olzt: o8 dAE di] duA fon ol F2 F
& 5o yniztaa, FUEREY AR 5 IR oY F2 BUAAR ovd
A= gdela] wIHE A ALGEolA| L Qrl. ol¢ HL ARE UEEY Ex o
25IY &71783 F Foto] oy @ojaety A& 1960t) ojz) FES] WdteiA
gtor] 53] o5 deatg g ZJEATEC] I FF5& olF ot oy A
Azt olA7lx] wE A YE-E- g oRE o VK] HYF W AZF Bl
iy BF W YATAES T A Qont? o o] WaPYALE
(blood platelet aggregation inhibition)® % 1 Zl2mechanism', ¥H oAz}
(antiulcer  effect)®, slot¥ 7}  (antitumor  activity)®, He A&}
(immunodepressant activity)”, Al®TY A3} (vasodilator)? o] & &= ¢
th 53] Futo] AU HYLEAE RAFE dRFE AL on FAYEF
2 op7|d A1 3UARY oW W XBEHOZ Fug FUIE AR JAEAA 7}
EFE ol Awjoiry”. = Fule sFHI B 24T (Streptococci:s
putans)ol Th¥t FHIN= W) 2] vl € &9 A alEo| FRAH LT Fu}
& §HEtE Xog AUstA e 459l Ha gk ¥ B EH ¥RHE 4
HEo Uy dFEE e AR AYE $ew I H} a-eudeswol, P
~eudesmol, V-eudesmol 58] AH-{AHFo] olnm o AYE dA Lo, magnolol,

hinokiol S phenylpropanoid# lignan®] dimer W magnocurarine % 47 F2 37
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alkaloid A&, ulel= o8 7}A] sesquiterpene W triterpeneSo} ¢al# qlr}
10-12)

E, HI & xAAZeER d oA U BEYRESHY
(Bioactivity-directed fractionation)o whe} Futo] 7lx| 2 gl o8] 7}A] M@
4 B gu|dd e RELEES Eeldtrt o8 Ae Hildzoy HFHes &
2| VPP EEY tiFEo] 7]&6] ¢33 phenylpropanoidA| lignan®] dimer ¥ 2}
% alkaloid JEEE =& 397t dif-oladch

T, & d7E2 28 ARE “4F PeRALE VAL U FArHALY )
Wk ehe F3H U AR S o8 FAFRAUEY FEES ULLE 3l
o] 7hA] AEjREdE A3t glon E 948 AeHdE HoAFfe $HAY
tisldde HEE  Heyniel o] VHR=EYY  (Bioactivity-directed
fractionation)o whel 1 RAZEE 3 Ee3hs A& HWYsloisith

ol#Y A7 dHMe A YEEHS] &/ MeOHF-EEo] ST Fgha
& Uehi3 9138 Z4¥ human tumor cellsoll ti¥t AJEa] YMEZRZHANENE
ZEE 3+ SRB (Sulfrhodamine B)uhy'¥ oz Holgh 4 glgit). E, o] WHE
monitor® 23} FAH-FE=EHY (Bioactivity-directed fractionation)of wle}
Y25 E7184 Y MeOHFEES o8 Xla] BN A LR S U3 6
FY FEHEES E& 4 9ot

£ dTEE 82 °lF FEPEEY UYAAIAE o kAl #4l biological
assay system LI A2/ % E AH r]E bioassay'd & nude moused
2%t human tumor cell Xenograft techneque¢] W2 in vivo antitumor activity
el, AlBEHAHA 2L (antiangiogenetic effect), apoptosise] =&, ¢
ME Ag] R ALYA 2L (antinmetastasis) R ZHE oncogeneF 2] U A Az &
& B3] Hrl FAFoln MAZL: A3y HYez E ¥ HF AP
ShAlEt ole] Fx A2e WA AU ¢ WIeE 27HE AF VY
A7 5L sl olE FENEES YEEIoRYE geE Fedhe AdE

A8sta qlct.

71 dFuE
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AEA S F2E Fol YR UL EIES Relstaxt A $HEAE HEs
A &RshE WHe 25ttt & human tumor cell lined wiatstal oj7lel ZA,
& A& extract§ AY Fojdle] o|He AXAEEY F2 AEPIZANENE
&t SRBYY & o] &5lo] WA NE B e FYsle in vitro assayYH &
HYsta (A 2 A Qg H=) o] W& ¥ FHextractd] FUVYE
test8}olth. 0|9} Fo| &AW & AEESY ¥UHAE V122 IF W2 ¥Uu
7t FEHAE dERIS dAF R Ao skt & dEEdE AR
sto] 3 WY ¥ EHIE A BE F J2olA MeOHE 353 F&3}ot) o] d&
B¢ (Magnolia obovata)?] &717 4 MeOHF&E 200gS Fig 3-1. 3} o] Luj&¥Y s}
I o] Mol UtEh b= EtOAcEY 60g (EDsx value against A549 is ca 18 1
g/ml )& dgtt. o]F 20gL 2)8}o] Si0; column chromatography (elution solvent :
CHiCl; and MeOH gradient condition)& ¥3}o] 672 fraction (Fr.1 - Fr.6)2% 1}
Folth. o|& fractiong %7} test¥t A3} Fr.2 (5g), Fr.4 (1g) | Fr.5 (2.2g)7t
L3t U8 B Fr} (EDs value against AB49 is ca 10 pg/ml, 20 pg/ml, 20 1
g/ml  respectively). Fr.2 b5g& T}A] Hexane/EtOAc solvent® 8i0; column
chromatography S 33t 5%2] subfraction & %4t} o]& subfractionE& 4
7%t ule} o] bioassay-guided fractionation®$H.Oo.2 & E¥ o] VP S 27} test
13 "ol 4% EHE thy AEYHoE o= AL FRAMEY £t
o] FolA mizix] ALF o2 wHEslgT o|et B2 23 A3 Fr.3-224H HF
Ao g 3%9 phenolic components (comp 1 140mg, comp 2 400mg, comp 3 450mg)&
8]3 Fr.4 9 Fr.5 E%%¥ 3%9 alkaloids (comp Al 10mg, comp A2 6mg, comp A3
4g)E HFAAYELE Fesig oy ol HYESY Z4F XY, o1H¥YA data
g 2Uslo Hy32E Fustden o& 7 HES UUEY, & A5IE WIFT
5%2) human tumor cell lineol TH¥t M A= s|ZLI}E Table 3-1 3} e

obgd & A W 2z HYES spectral data: FUNA YI3te SCI
jounal "Planta Medica” 65, 291-292 (1999)¢] WEE|o] gloBZ FIulRic],
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MeOH Ex. of the stem bark

(+)
EtOAc/H:0
|
H;0O fr.
BuOH
EtOAc Fr. BuOH Fr. H2O Fr.
U U 4
(+++) -) (-)

Fig.3-1. Fractionation scheme of Magnolia obovata extract

‘symbols in parentheses mean the potency of the cytotoxicity against A549 cell in vitro :
+++ 1 EDsg < 25 wg/ml, ++ i EDso < 50 gg/ml, + i EDsp < 100 gg/ml, -~ i EDg > 100 pg/ml,
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Table 3-1. Inhibition of Tumor cell proliferation by some active
components isolated from Magnolia obovata

EDso(pg / me)?
A549 SK-0OV-3 SK-MEL-2  XF498 HC'T15‘
MeOH ex. 100 90 80 50 ()
EtOAc Fr. 185+0.3° 202103 175%+0.3 12504  175%0.3
comp 1 45%0.1 43102 40%0.2 4.0*03 3.0%02
comp 2 42+03 50£0.3 51%£02 48%0.3 4.0%03
comp 3 72£03 6.8%£0.3 6.0+04 58%0.3 6.1+0.3
comp Al 1.2+0.1 20£0.2 15%0.1 1.8%0.2 22103
comp A2 40£02 6.4£0.1 6.2%0.1 58%0.1 58%0.1
comp A3 9.0£03 250£0.2 85%0.2 9.9+02 86+0.3
cisplatin 14%£0.1 09%03 08%0.2 0.9%0.3 22%04
*EDso value of compound against each cancer cell line, which was defined

as a concentration that caused 50 % inhibition of cell proliferation in vitro,
"Data are meantS.E.M. of three distinct experiments.
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2. FA4F U (Physocarpus intermedius)®] €718 FEEZHE JFUEE

o &9
7t) dFg

FAZHURE Qs A UlF 712 A Fe F A200M MetHE 35
7t &%t} o] 4t Physocarpus intermedius)?] &E714A MeOHEEHE
450g& Fig 3-2. 3t o] SulEHYsia o]F Yeldde]l Lehhs EtOAcEH 30g (EDso
value against A549 is ca 5 ug/ml)& dadcrt. olF 7g& 3|5}l9 Si0; column
chromatography (elution solvent : CHCl; and MeOH gradient condition)& ¥}%}od 8
N2l fraction (Fr.1 - Fr.8)2% i}%y9qit}. o]& fractiong 22} testdt A}
Fr.4(1.2g), Fr.5 (0.8g), Fr.6 (0.9g) ¥ Fr.7 (0.6g)7} ¢4 HIE RoAFT]
(EDsp value against A549 is ca 4 pg/ml, 2 pg/ml, 3 ug/ml, 6 ug/ml respectively).
Fr.5 0.8g& T}A] Hexane/EtOAc solvent® Si0; column chromatography& 383}e| 5%
2]  subfraction®® U5gltl. olE subfractionES A7|¥  vig} Yol
bioassay-guided fractionation¥}J o & &F E¥ o] ¥ 47} testdli Aol $
¢ EHg oA £FHOE o] 7 22E FEEL E7t o] Fold w7t
2 A4yoz whesioch olet F2 23] WHEA Fr 425E Y37z 359
triterpene components (comp.l 500mg, comp.3 30mg, comp.4 40ng)S FAALHEL
Helslgdoem Fr.52 8BS comp.2 150mgE ¥, Fr.6 - Fr.72%¥] comp.5 98mg,
comp.6 20mg®! comp.7 25mgE HFHIAYELE FestAen g4 HUEY 4T
3%, oY datag FYSIY HYTRE @A FBIAC

comp. 1-& ursolic acid, comp. 2% 3-0O-caffeoly oleanolic acid, comp.32
betulinic acid, comp.4 ¥+ oleanolic acid, comp.5 < euscaphyic acid, comp.62 2
a-hydroxyursolic acid 28|31, comp.7 maslinic acid® # & Ay < glqlcl,
(AR ez AzR). ol Z HUEY ¥URY, & A49E WIEI 552 hupan
tumor cell lineo] T3t MXEAAAANAZ (Table 3-2) ¥ Z HEHEL] spectral
datat= 'H¥} gt} oh&d & d7ZAME HYolM WA= SCI jounal "Planta
Medica” of F18lo] A4S wokcl,
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\“"
N

R, =H,R,=H (compound 4 oleanolic acid)
R, =H, R, = OH (compound 7 maslinic acid)

~entiff]

CO,H
RZ /I/,,.

R,0¥Y
\\\\‘
R;=H, R, =H (compound 1 ursolic acid)

R, =H, R, = OH (compound 6 2o-hydroxy ursolic acid)

Compound 5 euscaphic acid
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MeOH Ex. of the stem bark

(+)
EtOAc/H20
|
H,O fr.
BuOH
EtOAc Fr. BuOH Fr. H:O Fr.
\[3 4 U
(+++) (-) (-)

Fig.3-2. Fractionation scheme of Physocarpus intermedius extract

*symbols in parentheses mean the potency of the cytotoxicity against A549 cell in vitro :
+++ 1 EDsg < 10 pg/ml, ++ 3 EDsy € 50 gg/mi, + i EDso < 100 wg/mi, - : EDsp > 100 ug/ml,
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Table 3-2.

Inhibition of Tumor cell

proliferation by some active

components isolated from Physocarpus intermedius

EDso(pg/ me)*
Ab549 SK-0V-3  SK-MEL-2  XF498 HCT15
MeOH ex. 50 40 20 "~ 30 20
EtOAc Fr. 50%0.3" 54103 10.0+£0.3 - 98%+04  150%03
comp 1 42%0.1 36%02 46*0.2 45%0.3 44%02
comp 1A® 47102 6.9+0.2 46102 72103 6.410.2
comp 2 1.6%£0.3 16103 1.7£0.2 1.8+05 1.7£0.3
comp 3 20%04 38£0.3 25%02 3.8%0.3 3703
comp 4 16.4%£0.3 12.4%0.3 185+0.2 >30 12.1+0.3
comp 5 >30 184%0.2 >30 >30 >30
comp 5A" 3.7%01 41%02 39+02 45103 38*0.2
comp 6 44%0.1 39+02 51%02 55103 47%02
comp 7 19.4%0.3 184%05 19.8%+0.2 >30 153%0.3
cisplatin 14%0.1 09+03 0.8+02 09%03 22104
*EDso value of compound against each cancer cell line, which was defined

as a concentration that caused 50 % inhibition of cell proliferation in vitro,

* comp 1A% comp 12) methylester, comp 5A% comp 52 methylester.

*Data are mean*$,E,M. of three distinct experiments.

- 87 -



3. ¥YEUR (Magnolia sieboldii)®] E7|WAFEESTE FUHEEEAY

e

He¥t utet Zo] SRB W& ¥E3lo FHextracts] YUBYE testsigich o]
o} o) 23 4 AEEY ¥UANE J¥ulastn 3F vlady PRIt FE
YRl £FE5S o g 3o o]x}3 O E Ras farnesytransferase inhibitory
activity® &33% Zdat YR (Magnolia sieboldii)e] &71FAFEEANAM &
4 maAEgol WA wely o] ¢FouRE HABIANYELE £
2t A Estodct. ohgy AABGANEel UA SRB Yol E AEFEEY
% %7 &A3to] Ras farnesytransferase inhibitory activity& UIER Z A7}
2 AERYS TFNL ASE ¢ + A

WEUFE At A U] F BHVE AA R F LA MeOHE 3F
v F&sigct. o] ¥HMEVHR(Physocarpus intermedius)®] &7 H MeOHFEEE
170g8 Z2H40] @A FE hearn, EtOAc %! BuOHE serial partitiond}il o|Z 38}
etgdo| LlElLH= EtOAcEY 40g (IDso value against FPTase is ca 20 pg/ml)S &
ot} ©]& Octadesylsilica (0DS) column chromatography (elution solvent : Hi0
and MeOH gradient condition)& ¥5}o] 87]¢] fraction (Fr.1 - Fr.5)2 8 1}%4l
t}. o|& fraction® 2ZtzZ} test¥t Z=} Fr.2( KR72321, 3.2g), Fr.3 (KR72322,
2.5g) W Fr.4 (KR72323, 7.5g)7} $-4% EE HojFr} (EDsp value against
FPTase is ca 8 ug/ml, 15 ug/ml, 18 pg/ml respectively). Fr.3 2.5g& TlA|
Hexane/EtOAc solvent® Si0; column chromatography& 383}o] 5%2] subfraction
(Fr.31-Fr35) 22 %ol 27} FPTasexsj&3}E &3 2 Fr.31 (KR72331,
1.5g) W Fr.32 (KR72332, 0.14g)e] ZHY T 2ANEAE RAFgon (ED
value against FPTase is ca 5 lg/ml, 10ug/ml respectively) Fr.3123¥ HA3A
ANEAE FFHE comp.A (L.1g)F Eesl H¥FzE FAFFstch
Compound A%] 2Z}% spectral dataf ¥ ZAEY A ol ¥4 157E 71
germacraneZ| sesquiterpene?] 9% costunolide® HUY 4 219t (EDso value
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against FPTase is ca 5 lg/ml, 10ug/ml respectively). ¥ compound A& SRB¥
of &3l &3 YA dtestolNE Z AMEAZZA 27 BHE L 9lo]
(EDsp value against AD49 is ca 1.5 ng/ml, SK-OV-3 ca 1.2 pg/ml, SK-MEL-2 ca 0.5
pg/ml, XF498 ca 1.2 yg/ml and HCT15 ca 0.8 pg/ml) YA ELAA3]H 29} Ras
farnesyltransferse inhibition® 2} Alojells HAIF A@FBA7ZE vells glon
A ol I} B correlation A Bz A BEH 4+ eee 7]
oifch E, Fr.32 9 Fr.3322 5B 82 £ v} 4ELEE # Fo rh

compound A costunclide

4. F1E (Stephanandra incisa Thunb, )2] &#7|43 FEEZ8E ¥4 E

BCE

FEUTE NP3 A udl -'?'- 72 A Fe F 20 MeOHE 337
2581t o] 4L}E (Stephanandra incisa Thunb, )& 7174 MeOHSEEE 170g
& Fig 3-3.3 o] GuiEHstz olF HURZol Uelhls CHCLEY 68g (EDs
value against A549 is ca 9.5 pg/ml)S Aglth. o|F 10g& #|sle] Si0; column
chromatography (elution solvent.: CH,Clz and MeOH gradient condition)& 3s}e] 5
18] fraction (Fr.1 - Fr.5)2% eglth ©|E fraction® 217} test¥t H3} Fr.2
(1.2g) &} Fr.3 (3.8g)7} ©4=3% &3}& R4} (EDso value against A549 is ca
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8ug/m! and 5 pg/ml, respectively)., Fr.3(3.8g)& C}A] Hexane/EtOAc solvent®
Si0; column chromatographyS #8sle] 5%¢] subfraction®Z U}eglch ol&
subfractionE-& 4+7]|%F ulel o] biocassay-guided fractionation®go2 & =¥
2 B4E Z4Y testdt Aol Sy £HE thi] £EHOE o] Tl 2%E
REGEL] FE7) o] Fold wizlA] A& WYt oo} @2 =z ZH
Fr.29 Fr.32%e @zi7}R] 2% 2] triterpene components {(comp 1 200mg, comp 2
1800mg) & FAYELE Hesigien], ol HYES ZF £33, o|H3NH data
& %35l L2 E betulinic acid (compound 1) 2} ursolic acid (compound 2)
2 #stalch oh&® Fr.4 - Fr.5 2%E o ¥Ry EAEL 2EE Ax
Zof alt}. % compound 2= B A1 82| CHClEE £2] ¢F 20% total MeOH
extract®] 8%& A}A|3} 9l main componentZ A X} E HjlEo] {83 dhelA
2 odd e 2 HUES cheR HEY 4 = ST Ao ¥y

+ glee|et AARHrLL
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compound 1

compound 2
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MeOH Ex. of the stem bark

(+)
CH:Clz/H20
|
H.O fr.
EtOAc
CH.Cl; Fr. EtOAc Fr. H.O Fr.
\[2 J U
(+++) (-) -)

Fig 3-3. Fractionation scheme of Stephanandra incisa extract

‘symbols in parentheses mean the potency of the cytotoxicity against A549 cell in vitro :
+++ 1 EDsp < 10 ug/ml, ++ i EDsp € 50 gg/ml, + i EDg < 100 gzg/ml, - ; EDso > 100 ug/ml,
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Table 3-3. Inhibition of Tumor cell proliferation by some active
components isolated from Stephanandra incisa

EDso(ug / mé)*
A549 SK-OV-3 SK-MEL-2  XF498 HCT15
MeOH ex. 40 . 55 60 60 40
CH:Cl; Fr. 95+03°  154+03 20.4%0.3 205£04 82103
comp 1 2.0%0.1 38102 25+0.2 34103  37%02
comp 2 42103 3.6%0.3 46102 45+03 44103
cisplatin 14£0.1 09103 08102 09103  22+04

"EDsy value of compound against each cancer cell line, which was defined
as a concentration that caused 50 % inhibition of cell proliferation in vitro.
*Data are mean®S.E,M. of three distinct experiments,

5. Seteld AVHE(Platanus acerifolia Willd.) &7|gASSE 2N og¥

4E49 &

Hett nie} o] SRB WHS R3] FHextract?] FUAHUFE testdlo] &
Az % B4E BoE Enlep AV (Platanus acerifolia Willd. )& 2133}
of & Wil F |2 A F& F Z200M MeOHE 373 F&3}4ch o] &7
AE MeOHF&E 240gE Fig 3-4.3 Zo] SuiEH3la olF ¥URPol Lehie=
CH.Cl: 2% 62g (EDso value against A549 is ca 6.4 ug/ml) W EtOAc ¥ 2.6 g
(EDsp value against A549 is ca 10,5 pg/ml)& dgich o|F CH.LLEE 10g& 23}
o] Si0; column chromatography (elution solvent : hexane and EtOAc gradient
condition)S #3s}o] 4 7§¢] fraction (Fr.1 - Fr.5)2E Ugith. ol& fraction
& %7} test¥t ZA} Fr.l (3.8g) & Fr.3 (1.3g)7} 4% AAE RojFgich (EDw
value against A549 is ca 4 pg/ml and 10 pg/ml, respectively). Fr.1(3.8g)< t}
Al Hexane/EtOAc solvent® X§X} S§i0; column chromatography& 38slo] 3%2]
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subfraction® & gt o|E  subfractionE& A7 ulyt ol
bioassay-guided fractionation®}'J L2 & H¥ o 4 2z testdt ¥do| ¢
23 £8g thi £EY22 Uk Jle 23E REYEY £t ol FlE w7t
A A4H ez YrEsigct. ol A 2ate AY Fr.1W Fr.32% ¥ W7 2%
2] triterpene components (comp 1 1.9 g, comp 2 100mg) &} oA 1 ¥¥FRE
3% 4 ¢l compound 3 200mgE REPELE Eesiolen, A ol& HYUE
o Zt% BEErE, ol dataE FYSlY HYLRE FHEel ok ¥
compound 1 (betulinic acid) B compound 2 (ursolic acid)2 ojn] LR
(Stephanandra incisa Thunb. )] €713 MeOHRE2EZHE wha|¥ AUEEH F
AT AEQ ZAo= ugEon wety olF +EFES URHEEY SHoA &
o o$ KA AE ¢ 4 Arh @Y compound 10 ]S} compound 2& Wol
RSt (o 15-2080) QlE FEURY Afehe g EelefUAUF(Platanus
acerifolia Willd. )¢ &71% 48 7ol compound 1& THFLE §f (CHCLEH
Z2] ¢ 25%, total MeOH extract?] 8%)3t3L ¢lo] X}¢ & I¥l&o] F-E% 3¢t
2 EE 29 2 HUES tyoE HEY 4 Ak AFY AdAdes ¥EY

4 glezet ARgrh
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MeOH Ex. of the stem bark

(+)
CH:Clz/H20
B
H2O fr.
EtOAc
CH.Cl; Fr. EtOAc Fr. H20 Fr.
N2 U \(2
( +++ ) ( T+ ) ( - )

Fig 3-4. Fractionation scheme of Platanus acerifolia extract

*symbols in parentheses mean the potency of the cytotoxicity against A549 cell in vitro :
+++ ¢ EDgo < 10 ug/ml, ++ : EDg € 50 gg/ml, + : EDso < 100 zg/ml, - : EDsp > 100 zg/ml,
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A a4z gdiolzis FSEIL

A1dAA

HAE, F9, Lolupy] T ulojzja ARES PUPF) 2T HYayes
ofufe] HEFAHLE o]Foix|3 glor} Ao WY FAMe], Tyt ¥dL 7HA
I Y& HlojgaE, Ev FEAEOIUL WHESF virenia (Hlo]Elirt oz 3
A W47 2 UehdA] ¢ ulolgio] iyt wWalsPdE o}F o8 ¥Hol

ot ! Bxlygst, g 5o Zoizbste] & whde] ydo] ulolHAAE e o]
Lolx| FA|7]3 q AW} olsfe] F&HYT Mol UsR FAEHAAYF
(AIDS) 5] ulolgjaage] HU2 Asle wlolg 284 AUAR7T IR #
wa] A= o] gk e ofx] FUM XNEA 47 F3 avnt A&7 HEH
nlo]| P AZH T FE2  AIDS ulojglA (HIV: human immunodeficiency virus), herpes
simplex  virus (HSV)®} cytomegalovirus (CMV)ef E3}3ln 5 E/HE: uie
YagENGolth #44Y 3o ulolgAFA s Fel A AT A} FR FF
o] ¥elo] nloHAFo|I|2 ABjE HHoR sh= EAMY] ciyt Al=rt wWolH
2, thE 728 7%S I EAML oyt #ilo] ol gleu oldE ¢
ZF AMo] ¥ M2 EAUA 7Hsido] o & Mot

Atgtol Al 3= human herpevirus (HHV)& ¥} 871x]71 ¢&lA dled, BF
chrgt Ade fustn AEgdsgel Auh® olE F  HSV-13}b  Hsv-2¢}
varicell-zoster virus (VZV)¢} Epstein-Barr virus$} CMVe B AIDS ¥x}9] ujo]
gao] & 712zt FAJAFES gain U3, B3 vk B2 S A3
Q fQlo] E7)E 3hn, Arjo|HAnES &tk MY vave AERE F ALA o
AEAE Aol kQlFo] AEYHE) ot X gA sde] WS AL E3 9
th welA HHIVE ulo] HAARXEA AurigesA 2 Bde E3L glrh
204)7] QAFHcjel AgEes FEE AIDSElE Aol 4™ A AL 20d0] H
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o} 7}x|2t @AY HIV reverse transcriptase (RT)A 3|53} HIV protease A 3|A|&o]
ANEAZN UL Wk Bolth. W 7 HEE BERAE ¥ B, ¥34E, ARKL
3, WEEFL8 5o EAZ BxlY A4S dAHeR dFAYEe EE H3 9
& ®o|tt.  F FHA] oj4e GES Foishes Hitayoel AEHI IR dEd, F
S FEE Uehlz] fslidE Al 71A] 0] Eelgo] WARE L ARt uloly
28 AudA #4333 AAANFNAE B3] dEo] MEL GES Hohle do] Al
&3t

HlolglAE Rl wel 3 9 F4713F0] tt2r] didd BEe x3kE 71
UES YA oYk AUIHUEY B¢ F27F AAHAL A8ATL gl viel
HAAYo] WEOE Aol FEY Z¢ 7153 A8 71A ulolgzel] iyt 4&
& ZAlslRE Ho] ulgt3]slr}. Herpesvirusi= DNA virusY o8 2 A|RHO T &
A GEE HY 4+ U= BNA virus®) poliovirus type 1 (PV-1) (sojmju]f
ut), coxackie B virus type 3 (CoxB3) (7] @ €84AH, & Fd4 a4, A%
A% /i), &} vesicular stomatitis virus (VSV)E A|g@¥H o5 71514}, PV-1
2} CoxB3= oA &3y} ¢l positive-single-stranded RNA Hlo]alA¢l
picornaviridaeo] <3}& enterovirus€io] EHECE o|EL FE THLoE AHGEY
FE F3URA AHE fEsid dE2s A3ARE UVIE vt HYxEA
L ogAlZE A AgEo]l U] 9L poliovirus (PV)E A&E =] F7-24 nlo]
#aol theh Wale Y HojglAl i, AU goll 24 FUPE Y& VsV
= 9u|F 7}# negative single-stranded RNA virus¢l rhabdoviridaed] <3}
rabies virus (ZZA¥E-FLE ool XFHC]

2] Uzte] ¢EA LM HulolelAEA LAY AFEoks I ¥EA I
3| o] dAAAYOR sty FAZAYE Yot E 4 o, el vel Bf
Ao ey EAERF =l iy FEEFHIY HojlA st act ¥ 4+ UA
o wetd & R herpesvirusX B4 EE BHLE 45 FSELE
tisto] HHVE 2 271R] ulolgl&, &, HSV-12} HSV-20) ciyt FAA)=8-& ZAVs}
o, AIDSH ZALE Slsto] HIVS Fue] EAZAE $I8ho] PU-1, CoxB3, VSV
5] RVA virusEo] ThE ghulolgAoti A e S3sigr.
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Al 2AdAE LYY
1. Al &

$e uvel £5ES F&Eo] tiY YHerpesHlolg 2T NS $]3t] UXE
VeroM| A Aol A] HSV-13} HSV-20] ti¥} in vitro ¥ulold| ARt} AJ22IA| ] A
ol chgt BA& CPEX Y& ol83to] Ul =Alstglch. AIDSAEA /Y 7Hs 8-S
ZAFEL7] 918t MT-4 MIZENAE o]&8}o] HIVo] th¥l in vitro ¥ulole| ARt}
AEALA L Mol iyt H4& CPEXPILR ¥A 2ASIYch EFR X AR
thstod Hela M| AoA] RNA virusql PV, CoxBS} VSVo| iyt o} AM= CPEA 3]
& ol &sle] Y3}t

7t A=

A|XL  American Type Culture Collection (ATCC)2ZHE] ¥t VeroM =
(African green monkey kidney cell) (ATCC CCL 81)%} HeLa]®(human cervix
epitheloid carcinoma cell) & x}&-8t4dc}. Mr-4 (human T-cell transformed by
co-cultivating with leukemia lymphocytes harbouring HILV-1) V& Q& X2
3}« X)2chetare] N, Yamamotoml4:EXE], HI (human cutaneous T-cell)2 ‘MRC
AIDS Reagent Project’of 2}6}lo] o3 National Institute for Biological Standards
and Control (NIBSC)® HE| 7|Zugted] ¢ HFA}:= R, GalloZg4EA] 'the NIH
NIAID AIDS Research and Reference Reagent Program’o] 2]8}o] AJZE <glct

L}) upolex
Algol] A&-H human herpesvirus & th&at Ut
Herpes simplex virus type 1 (HSV-1) strain F (ATCC VR-733)
Herpes simplex virus type 2 (HSV-2) strain MS (ATCC VR-734)
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AN#ol Al&H HIVE tha} 22w, 'MRC AIDS Reagent Project’o] &]3le] Q=
2] NIBSCEH-& Fouglct
HIV-1 strain IIIs [HIV-1 (I115)] : 1983 m]Zojx Eajgth
HIV-2 strain CBL-20 [HIV-2 (CBL20)]: 1988\ GambiaoA Hujg!?
A4 F=} Dr. R, Weiss

Ao AL BRNA virus % enterovirusE-2 Th&3 ).
Poliovirus type 1 (PV-1) strain Brunhilde
Coxsackie B virus type 3 (CoxB-3) strain Nancy
Rhabdovirusol] 43} vesicular stomatitis virus (VSV) strain IndianaX® A|¥

o o]-&= g},

th AEEA % EEYE

ANHELRE 8] Uzl 18061F +8E MeOH $EEFOIAUTE EEYEEA o]
49 HUEEY olEx FH A=A W ciyutolg|AE Table 4-10] FA|3}H
th  F ACVS} AZT: ARdE|AofeR Fy JiFusen WA= Fulsigict A
B9} RE2GEEE 100% dipethyl sulfoxide (DMSO)ell 20 mg/mlE ¢l ¥ Woo uw}
2t gy o g HAste] AlE3lodch.

2. A¥ey

7h) AEuie

VeroA| 28} HeLlaX|XE A} 10 cm petri disho]] 4 xg/mé gentamycin (Gm)(Sigma)
2} 5%2] @A e]¥ fetal bovine serum (FBS) (Gibco)o] 3 7}¥ Dulbecco’s medified
Eagle (DME) (Gibco)ul®=](DME/S% FBS)ollA] AjX¥gtol HA4H wizpx] 37 C, 5% CO;
wjok7lol A Z2JA1ZE),  Vero} HeLad|EE 3 -4 &, HEL 29941 EL dFQ zHde
B trypsinXel& st} Althsigirh. MT-4A1Xe} HIVel ZHE® HIAIXES] 7 wgd
#o] 25 cn’ (T25-flask)o] ALt 75 cn’ (T75-flask)ql FetATo] 10%2] dAH

- 81 -



FBSS} 4 ug/mé Gme] 78 RPMI 1640 wjx] (RPMI/10% FBS)E& o|&3lglem, 37 ¢,
5% CO; W7ol SA A7t MEulek ¥ 3 - 4 d BHoE MHEE dHEe 4
7 the, MRS 3 x 10° Ai/nlo] HEE HAste] Aviuigsigct.

L) wlolal&e] F4

HSV-13} HSV-2% VeroM|EolA, RNA virusE-& HeLaMlXojA Z2AEgict. &,
T75-flaskol] &FHEtFo] HEEHHU A& AA3gch wlo|ejAE DME/2% FBS
o B8} 1.5 nl ulolea ¥HMelo] AE gjujrh 0.1 M.0.1 (multiplicity of
infection)o] B =& FFstgct 37 T,C0r viR7lollA 1 A7 E¢t (RNA Hlo] &
28] 74 308) FHAY F oigdE AAYLEN A FAEA| Ry vlolga
E& AAsIYTt. DME/2% FBS & 6 ml  H7IgF ¥ 70%8] AMXE7} CPE (cytopathic
effect)& UEhd wizkx] Al sjoksidct. Ao} sjokd g H43lo] Alge] Yal
Tl -70ColA @l 37ColM Hole YL Ad ABY ¥ 4 T,5000 rpme B 20
B2 dalielstdel. A5de 4% 4 §7ld 3% F -70TCo| uiolgla FIY
o2 Eusiga, AYAA] ulo]HAE 37COIA A3 Ko Agsigr

HIVE  wlolglAo] SFZHAH HY MESE 175 flaskol] wisle] 34sigch A
EE JAEUNANA BEAE AAY F ulojgjAF AR FFAAD F M= 3
x 10° 7i/mlo] =] RPMI/10% FBSE ¥71% t}2 W] ule}l Al Alcisigct ul
olglA 4= MENYAS 4 T, 2,000 rpnl B 1087 AR A g AF
A 1 mly o] By ¥ A UA B - 70 CTo vlojalA FFYoRM B
F3teln, AHAAo] nlo|HAF 37 TollM A43] Hof Agstgic)

t}) ulolelx 713

Hlolg AZ g HIE €7 Hslel 111028 A4 HAY F 96-vell plateo]
confluent3}A wed® M EghSo]| welld 100 ul®] HEsllrt. HSV-12} HSV-2+ 1
Az, RNA NlOlHAES S 30 £ B FHAL F 100 ulg vl AsIsHY
T}, HSV-13} HSV-22] Z-$ 3U7h, RNA virus®] ZA$ 2¢ & Co; uﬂ°g7loﬂ£1 fj %t
I MIT (3-(4,5-dimethylthiazol-2-yl) -2,5-diphenyltetrazolium bromide ) %y
(g A HR)E o1 43le 47tE &5t HIV $39¢ Q71E ¢7] ¢
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sl RPMI/10% FBSE Z2FHL 1'1028 ¢4 A% clg, 96-well plateo]] well®
100 ul Yol &3, 1 x 10° cells/ml 2 3ME MI-44 % 100 ul& H7istdch 5 ¢
2t 37 C, 5% COp wik7lolA wjoktt The dmlZwus} mTARYYE Yesio
CCIDsy (50% cell culture inhibitory dose)Zt& F-5l4lct.

2}) %herpes simplex virus Q}HZAA

& AME virus-induced cytopathic effect (CPE) A3] & o] &5}4lt} (Table
4-2 B=R), &, 96-well plateo] VeroM®EE ZAIA|7l thg DME/2% FBS wjdeio g
B ME ulo]gAE Z wello] FHFaro] 100 CCIDso (50% cell culture inhibitory
dose)7t El=& 100 ul®] FFSI 1A A5 37 ToAAN FHAIZ F wjokelg AA
3loint, 4 28 HME GBS duplicate® ZF wello]l 100 ul® H7lsln 37T
C0; ¥iF7]ol A 3¢ wigdt the  MITEMY (¥, 2hY HR)Le= 50x2] A
XE AolUEE 3t oFEL] =58 ECyx (50% effective concentration)® Z A 35}4]
th GAEBIIAIN FEL Figo o YL ¢ + 9‘155/ Hlol g HFA] u}
olg A7t AIIEA] 42 wlgdg MEo] v T (mock-infected) uwlojejA g
HEH Axo e whio2 Aok &, A e F =7 AAR UL )
oo BME <FEo] duplicateZ H7FEIglt. 3€ ulY F MITAMYLE otEo]
A Z welle] Aopde MESE o] HIIEA] 42 AR control wélll]- H]
A3t 50%2] MEE S=F 3 SEY HEE CCx (50% cytotoxic concentraion)®
A7t

u}) 3thuman immunodeficiency virus (anti-HIV) ef& A

FAML 96-well plated o] &%t CPEANH S o] L5}9iCt (Tabled-2 H=). Al
S8 RPMI/10% FBSol A1@s58] 20)E 34A7|3L, plated] 2 wellF 100 ul % A
22 6 712 wello] Qglch [2 well BHIV-1(II)ZAAE, 2 welle ¥
HIV-2(CBL20), 2 well2 mock-infected®]. ©lF-a] wellE-2 blank® A o]&s}4ict.
Cell control, virus control3} blank& $1%t wellol widintE Yolrt, MT-4 A
2 E 4AE2% t}S mock-infecteds )&, HHIVZA Lol 100 CCIDg2] Hjol
H2 FTAE Yol & the v bt AES7tal B 1.0 X 10047} HES
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8435l ct. BlankE A9)3 BRE wello] AMER, Ex HIVY) ZEH HEES 100
ul %) Jol& th& 37 T, 5% C0; vlY7]olA 5 Uzt wigstgdet. MITENUE o &
sto] AlR2| yulole| Aol &]ste] HSVIE AN Zo] st} ECxoot CCoE 273
313, A8 SIE A4tstsch

#}) &lpoliovirus A HA

HZako] 100 CCIDHE E MY Hlole2F 96-vell plate?] HeLaslXEol ol 7l
¥t BHSV-13} HSV-2ota A MH A Lol A, 2 43t wigy o g GAE H
FsAC} (Table 4-2 2=R).

Al) 3tcoxsackie B virus eFE7 AN

goll 71&® ¥poliovirus FEAMYY3} o] APt (Table 4-2 HX).

o}) 8lvesicular stomatitis virus &AHH

ool 71&d Ypoliovirus GEHMYHI} o] AT (Table 4-2 HZ)..

A) AEEGAA

oFEo] MEel 7N BYE& HAEGFel F= 8R4} (cell growth test)2} 4
o] HE MEE Hol FAHYRA (cell viability test)®] FI71x] JFHollN 2AHY
4 alch FHIVYE A Mo A 2] mock-infected A2 Hxjof thsle], Limz] ulolgy
250 tiyt SFAAMA mock-infected= FR}o] thyt ZAbgict.

2t) MITZ A

o] AAH.& alolte A ¥2] mitochondrial dehydrogense’} gt W MITE
Betg A formazanl® B|UAII, o] APES R7|&M2 Ko FYEE &
Aote] Alolgli ATt F HEe] 48 FrjHoE vasie Rolct. “Dujedel B
¢ VeroM| 22| wjokel& A A3t DME/2% FBSo| 3 mg/mlE 34§ MIT (Sigma)d&
96-well plate®] wellw 50 ul®] Yol& ¥ 37 T COp wj37lolA FAI% ot vjad
steict, A 3MEl isopropanol/6% triton X-10094& 100 ul 2] Z welle]l Yol& ¥
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AR E o]&3ld A formazanZBAA Eo] A3 HEEF JI9ic). Microplate reader
(Vmax, Molecular Devices)& ©]-£%5}%d 540 nu} 690 nmolA 8] FHEE ¢4l Asw
3} Aes] FFH ajoll A blankZtS " T} cell control} virus control3} W] aLdted
.

&, AESES

cell control FI=E - Al8% HANH Fius

x 100(%)2A],
cell control E#E-blank FHE

guto] 3 23k

AlE2} nlolg &7 AN FHE - virus control FHE

bre 100 (%) A
cell control FHFE - virus control FHE

A4rgich  gujolg Ao s RBE ECt MESY FtoE HE (ChE 7T F
selectivity index (SI) (CCs0/ECso) & 3}4itl.

A3d 44 3%

2 et 4552 MeOHF&E] Uiy}t gulojajs GHE Hrisidct. dx=
VeroAl A Ao A]  herpes simplex virus type 13 type 2¢] tigl in vitro 3}ulo]
& Fatel AlgAtA ] Mo thyt 54 CPEX Y o|-§3te] A At
AIDSX 24| ZWg7Hsd& ZAISHY] $13le] BE A RS Tisl M- ENAE ]
|3 PHIVEEAE CPEA Y-S o]-83le] RASIgth. =¥ Hela MEAN AN dF
AlBol th¥t RNA virus Q1 poliovirus, coxsackie B virus 2} vesicular stomatitis
virusol] iyt GFEAME CPEN Y S o83t £t AHEE JEFN g5
& Table 4-30] £.oFste] HASIAIL, Z} AlR2] Fulolels HIAE FHol LoF3idd

th.
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1. 3} herpes simplex virus ¢}

Ageo] Y BRE A2 viste] UXE HSV-1 strain F&} HSV-2 strain MS9}
HEHF O BA cytocidal effectE ZAFSIgITE AEWHol 7t vt} o] AF
2k 100 CCIDs}) Hlo]|HAE 96-wello] vi}E Vero MEE ZAFAZ| 1A]1ZF F3A
7 b AYEGEE duplicate® H7istglct. uf Aduich ACVS} Ara-CE EEUE
2 o]&3tdrt. 3 wiek ¥ CPE AP oe ofFo] HIEHA ¢ virus control
3} ofEo] AHIME welld MESFE YriFog vlaste] guloleAGHE ECofte
24 BAIStYCh E B uloleadt FEo] AU B sl ¥ o
e RALI) $18le]  ulolgiAglo]l BT duplicate® H7ISle] HESEE ¥
7 zAHc BRE AY L gulojaa e Falo] S WPLE £YHY
31 oFEo] MIIE|A] Qe well & cell controlE 8lgrt. ofEo] HNE wello] At
ohghS MXE47} 1 CCIDsp7} H& k89 =& cell controld} Bladle] XA
th. CCsoZt3} ECsogh& WlaLste] SIgh& 31Tt (CCao/ECx). SIT} 12 50% H8& 1}
Ehis S22} 50 nlolHARSsEed g Foinl, 108 Z9E EYAY 1/10
2ol YujolgAGHE Uehdg Fch wiehd sighe] ¥&4& 54 I
Gu7L F& FIL AU I RS ST

FE8E BF oiste] GEE BrIstdEul, 300 ug/nlE L FEE St 3 W)
A4 FAste] dPside, njdyt HPo] WHH pxold Huloleja GEE U
Ehd AlgEo] ¥ 7} Aoy, o3t Rut W sxoli FHIT GEE Uehie
NEE WAL okglt) (Table 4-4).

2. & human immunodeficiency virus ¢}& 7

FEAME M-AMTZE vloldAE AN GBS AR THE, 6-vell
plateo] ujo¥dlo] CPEM S HEE MITHMNYP L2 Zalsiodch. AHo] &2 BE 4
Bo )3} Uz} HIV-1 strain 1118} HIV-2 strain CBL-208} MEHHOZA
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cytostatic effect& ZAPslgict. AEublol 7|43t viel o] AJEE RPMI/10% FBS
o) N5 208 34|93, plated] Zt well 100 ul 2] MZ2 6 7§2] well
o Yaith [2 well BHIV-1(IIN) AN, 2 wellE ¥HIV-2(CBL20), 2 well2
mock-infected-€]. ElF2] wellE-S blankEA] o]£3}4c). Cell control, virus
control 3} blank& #]%t wellol wiakdyhg Witk Mr-4 MEE QA& thy
mock-infectedi= ITHE, HIVZAAZol= 100 CCIDxd HIolEHA FHYE YoA&E
the Bl Tt ME47l ol B 1.0 X 10707 =S ¥4siach BlankE A
A RE wello]l AEY, E& HIVl ZEH AMEES 100 ul ¥ Yol& vhE 37
T, 5% COp wig7lollA 5 U3 vistgict. o} AYuict AZTE EEGHEEA o] g3t
gdrh 59 wjeF ¥ CPE AP oz ofEo] HIIEA] 9L virus controlz}t &0l
MM welld] NESE Aoz oz ulaste Yulojl LR E Enilll, HAES
AAE sk ZA AARE The SIgh& F3tglch (CCo/ECs).

St +8E 2R tiste] 250 ug/ml& 23 BEE 3l 5 8] AL EAs}
o] HIV-13} HIV-2oftigt 4E-E Br13tgv)t. dubty 22 cytostaic effect7} &AHE
M EEA 7L CCxo] cytocidal effect7} & E Veroul HelaM| oM Brl WA Lgte
o, E53 gujol At AR A gt} (Table 4-4). AlE YK-96095+ HIV-1
of tislols EAE UehlA oz HIV-20] ciste] EAE UelulEso] (CCo 74.8
ug/ml, EC50 8.7 ug/ml, SI 9) (Fig. 4-2), ZF7/NL7Ix& HIV-10] ¢ F7] wjio
HEA A AFehdelA A= st

3. 8 RNA virus

7}) & enterovirus FEAAA

Agubde] 719 ulel o] PV-1 strain Brunhilde$} CoxB3 strain Nancyei] c©f
3t slujo] B A HE HeLaM| ZN Alo]A HAstdr), ¢E2] cytocidal effect® §7
zA g glon BEGEZE ribaviring o] &3lgtt, RE Algo] iyt JaZHMo
Sgety, 300 ug/mle Hi HEE slo] 3 v A% A AYIgey
(Table 4-4) AJS YK-06069, YK-06077 Eo] shulolaActad Uehisdl, A4Hq
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Ao WeHd2AE A%ty A o FAE AR5 oyt GAANHAY Hela|
3of th¥t cytostatic effect 58 ZA}7l ¢ &€},

L}) 8t vesicular stomatitis virus

Yenterovirus GAAN Y3} S WY O 2 HeladEANAJA FAlol S35t
EZGEL ribavirinolglen RE ARo]| Uiyt GEFAMo] Y= em AR
YK96069, YK96077 Fo] Fulo|zs 4FE velleu, ASHA A7 WeyzRal
E siste) & WA o AR ANEES] Uiy SAAMHAIN Hela Eol cthit

cytostatic effect £2] RAl7} ©] aF%ch

Table 4-1. List of the standard compounds

Abbr, Compound Manufacture Tested virus
ACV  lacyclovir Samchunl i HSV-1, HSvV-2, vzZVv
9-(2-hydroxyethoxymethyl) guanine

Ara-C icytosine-f-D-arabinofuranoside Sigma HSV-1, HSV-2, VZV
AZT  |3'-azido-3'-deoxythymidine Samchunl i HIV-1, HIV-2
Rib  |Ribavirin ICN PV-1, CoxB3, VSV
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Table 4-2, Summary of the conditions for in vitro antiviral evaluation

Virus

) Host Incubation standard

Virus adsorption ) Assay
cell ] time (d) compounds
time (min)

HSV-1 Vero 60 3 CPE/MTT ACV, ara-C
HSV-2 Vero 60 3 CPE/MTT ACV, ara-C
HIV-1 MT-4 - 5 CPE/MTT AZT
HIV-2 MT-4 - b CPE/MIT AZT

PV-1 HeLa 30 2 CPE/MTT Ribavirin
CoxB3 Hela 30 2 CPE/MTT Ribavirin
Vsv Hela 30 2 CPE/MIT Ribavirin

Table 4-3, Numbers of the compounds tested

Family Virus Strain
Herpes simplex virus type 1 F
Herpesviridae
Herpes simplex virus type 2 MS
Human immunodeficiency virus 111s
t 1
Retroviridiae ype . .
Human immunodeficiency virus CBL20
type 2
Poliovirus type 1 Brunhi lde
Picornaviridiae . .
coxsackie B virus type 3 Nancy
Rhabdoviridiae Vesicular stomatitis virus Indiana Lab -
= =]
A4d FaE5d
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Asz dE 9 E3o giet 29

A1d4dE

FHujel A Ay JHe £5181%5-& IRt 20271 F&E oIyt BelREE
A3t MeOH F&Eo] oyt YPAG 382 HAMNY HIt AF2E 2%, BF
o= 23%, CHOE 37%, DFLE 1454 +5o] A& vrehdo]l Hu=ch
guolga FEZAMINE tIAE B4S Uehix] o} YKIE069, YKIE077,
YK97016, YK97047, YK97058, 12|l YKI70760IA <tsiiint BAH& viebde] BAEQY
31, gogde] Uit HNANE dYrd ¢8 F&80] dAMRY 4¥E B8 o
AP Bol FUFLE (FEFEHR) o] &opol Y 243U AL E Bl FEE
e Y g Aol 2-7HTL

A F7HA| “UEEBH (Magnolia obovata)?] &71AFEEZFE YUEELEY £
2" ghe FAY dEAE FUaend] (979 BAFEHY, 7ds tigeety)
oA wWEstAD, HYoja wWalsl= SCI journal “"Planta Medica” F13}gl.on
(Planta Medica 65, 291-292 (1999), “Zat=24\}%-(Physocarpus intermedius)®] &
71243 MeOHF-ZEEHE e YUY EA ] VY dTUES Fristeds] (98
de 2343y, 98dE ujyefsiy))o] s dEsigen ¥aj SCI journal "Planta
Medica” a8t AxlgdE wokch =, “IAFUFL 77 AAAM Feltt
Ras-farnesyl transferase?] A3 EAd] HF AL"%E Y&A|FILE HESIL glcl.
¥t betulinic acid®} ursolic acid® 3¥MYAEXY {F4L}F (Stephanandra
incisa Thunb,) B YK96105 : EelelAUF- (Platanus acerifolia Willd, )} o 24
B rIoE ¥RY 4 gl 3y g st a4 AE F2 % HRES
ozt AMLEI Y ol HMEES HMNMEE YELE AEY 4 Jlaed Lt
o ¥zl 2712 B3I E &4 (H4¥M3:10-1999-0033000, A &: F2F&4x|e AF
AzntEanE o83 ABEEY £l - BAFY), (SUH2:10-1999-0038466,
A5 ElelAURZRE W&ty Aar€)sigch
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L gYISREL AUAT

7h I 8o 2Ry gydganate U L] 9t AEHY Aaye
2 ZAARHTF) AsBY 3P0 =Ysiart. 22k G Azl &3t
WA T SN YYLE RUHC YA AA FE R A A28 =
T A AxE gAY whEolt),

W) O3t 45 181 F9 ugkg FEE oisly  TF A3 VP& AN TF 1
unit g 50% AMFAP(IC/TF unit)E& FF3l Q7 Brisiglct Asigy
(ICso/TF unit)o] 0.1xg R wl AF, lug ujtd 29 BF, 104 wjviel 39 CF,
100g mIRIQA ¢ DF, 100 oldY ol EFLog ERstdct. ¥EYSaaEe 2
ARt Az AF 23(0.99% HF), BE 23%(11.39%), CF 37%(18.32%), DF 14%
(6.37%), A& EFOE 62% o]glTt,

th A EFE Eesty] $lste] WA AT 2Fo oisle] SulEy S AN
A3 f718mS R oA u 5o N go] &I +3 REQYE
< ¥, EEEd E-RAU B 37 F Ao 93 A ¥l £A=HE B
Az FAstgct

gh) NEMAC] ¥V 1632 HEo uish SuiEH & AAsa fU18uiSol B8
¥7go] ol W= HA FolA YKIE084ZHE ZHR TF A si8d EE < compound I

(ICs/TF unit, 0.078g)& &Eelstdct ¥erzE AAY F3 2-(ethylamino)
ethanol & EA 3ttt

2. PogEY 233 L EAMNY

7} 7 AR IE B3 BRI (Magnolia obovata)?] &710AFZEEY
B REAE & gdyd Ede B8 A=tk & A549¢] 4F-2] human tumor
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cell lineo]l tigt AEY | MEgd3As|az}EE2} (SRBY)E ARE sl B
EE¥Y (activity-guided fractionation)dl] €31 -FEAHEES Y& A4 M-S
ANBE MY UEEHY (Magnolia obovata)?] £7|FAFEEL] Y& Ilo] ulsly
oF 1000 B et HNE BAFE magnolol & HIEY BYHEER 63& T
=28t

) FAMS4 U (Physocarpus intermedius)®] €7]14AFEEZHEE FYU WY
L2 RALEEES FAHY "H AL AEE2 A FAF4LHE(Physocarpus
intermedius) 2| &71QAF&ES] YUAIo niste] of 100vFE ESHEY ZIAE
HAFE BELEEAL 7 $& ¢ EEslo ol&d HYrxE ¥As| FHsiach
th) LT (Magnolia sieboldii)®] &7|1FAF&FC] thslMe oA & &
FRo| 8 EL35lo)L human tumor cell lineo]] th¥t AP ] MEHA Ax}
(SRBY)E ANEE = LRI B olgdel  AjRo] HYY  Ras
farnesyltransferase ¥A4A A }E A EE LY dTWA H/PHS Lol &
HMEEEEY (activity-guided fractionation)ol] &£3}le] HERAEEE 2FY A
HE NEE AMEY $UEUR (Magnolia sieboldii)®] &71AFEES LAY
Ao ato] sty o 100¥] F = BUY HIHE RoFE FYPEEL 158 &F
et O HELRE AEE 4 YdAon o}y o] BAPPE o8 JlEl BEEA
&S $3&e Fol Urh

- 2h) E k& e SR (Stephanandra incisa Thunb. )8 €714 AFEE25E
FELE & ¥4 EFL E2E A=y Az F4UF (Stephanandra incisa
Thunb, )& &71AASEES] YAI It vsle] o 50MBE EUY AE HAFE
B4 EEL 2 F& <4 stalen 8 Zel BHEAES £ Fol drh
o}) % cbE A8, ZEelepdAVR (Platanus acerifolia Willd. )] &7/ 4AFEE
o thFlol M E BAHGE B (activity-guided fractionation)ol] &8l SR E
ES AT A3 AL AR ARRY Selelu AU (Platanus acerifolia Willd, )
o] E718AF&ES] in vitro cytotoxicityel Blsle] <F 408] F= BT MEFA
AHNANE RAFE HYPYEEA 35S ¢4 2Esl ¥ 2 HYIRE AV F
o] olom ofgd o] WHHE o9 Jel MHEAES S & Fol Utk
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3. guled s gt

7h %8 yel 521080 tiyt Yujolejs GEE B8l BE ARl s}
o VeroMEM| Ao HSV-132} HSV-20 th¥} in vitro Hulol|Lftel AlZXA
Aol thyt H§4& CPEXH & o83t UA 2ASIATL
) AIDSAIEA] Y FREY UAE A%l PHIVGEHNE s¥sigen, tiE
e g ST 915t Hela M XA A o)A RNA virus @l PV-1, CoxB3%} VSV
of chyt JARME CPEA Y E o] &3t = ch
t}) 53 ulolgjLo] ciste] T3y 4AE Uehie R ofF WAHA] Qgteh Al
BE FolM vz ¥ HSVIEE Ueluld AlZEd iy A APEE HA3HQ
th SAE UElE R%7} # X%, X YKI6069, YKIG077, YKI7047,
YK97058, YK97076 & H-2|HAIE o ROl ECoit& W3ol selectivity indexst &
71t=AE ZABIE 717 AAl et AR '
gl) YHIVE 2Polet® UEld A2E % YKI7016% HaBAE o & 77t 9l
2] &7t AtEdct ditFoE £EFEGES] AlRE Yol Adrirt AleAlE &
oMzt Fulolelx GFEE VEhlE AR 7} 22 AR WA weH, &
3] HSVollAl o & SF3igt BE Hola glr). ol ARy ¢fe o ALY 71271
A 4, 3 thE UFARAdM FFHLE U 5 e EHY = W
ofEel, 712 dF2AN A% X7} A A&yt A=At

HFHEL glol AP AMEE tidle] Yuloles AXARE F ¥ =AMl
LA A R-E Hldlejo} & Aoz ghACE

A 2 d Hgo] U A9

2 A7 g3 45 181500 ol o, AL, 2|3 Pupoleie] o
¢ g ARG, olERYE REHESE Delsty] #iste] AAEHCH AI7HA
o AT B|E3P] AT WS st thest Zrh
1 gy AYARE 2AZ FEYEY ATk
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3. shulolglA GAZAMOA ol AE AP LEhlE YKIS069, YKI6077, YKI7016,
YK97047, YK97058, 12|l YK970760ll4 S JEe] Ee|2f uix|etes

4. & dFE Bl E5F4H i R s ALE WHA 271
betulinic acid, ursolic acid, L&|3 lignan {1} alkaloid F2&] A/|&dFE
B A3 et Foll B8Y 4 & AL s}
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YKS4001 {##xwx)

Cell cytotoxicity Cells (Net Growth, %)
CONC. {ug/mi) AB49 HCT15
25.00 58,89 31,45
50.00 12.54 ~40,42
100.00 -80.27 ~98.12
200.00 -87.47 -09.13
Antivirat Activity
Vs Hv—T Hv-Z
Strain 1118 CBL20 Cytotoxicity |
ECqq (ug/ml) >43.96 >43.96 CCg (ug/ml) | 43.96 |
Antiviral Activity . —
Virus HSV-1 HSV-2
Strain F MS Cytotoxicity ]
ECgg (ug/ml) >37.47 >37.47 CCq (ug/mi) | 37.47 |
{Tissua Factor Inhibitory Activities |
1C50/TF unit {ug) | >100 ]
YKO4002 («+wv+)
Cell cytotoxicity Calls (Net Growth, %)
CONC. (ug/ml) A549 HCT_15
25.00 82.01 72.56
50.00 22.84 -40.37
100,00 ~-56.14 -94.69
200.00 -41.97 ~-96.98
Antiviral Activity
Virus FIV-1 AV-2
Strain ] CBL20 Cytotoxicity ]
| ECQ {ug/ml) >46.2 >48.2 CCE (ug/ml} | 46,2 ]
Antiviral Activity
Virus HSV~1 HSV-2
Strain F MS Cytotoxicity ]
Ecﬂ (ug/ml) >83.03 >83.03 CCgo (ug/ml) 1 83.03 1
[Tissue Factor Inhibitory Activities |
{ JC50/TF unit (Ug) 1 3160 1
YKD4003 (x«wws)
Cell cytotoxicity Cells {Net Growth, %)
CONC. (ug/m!} A543 HCT15
25.00 34.36 6.38
50.00 16,33 1.25
100.00 14.97 -31.85
200.00 ~15.75 =81.32
Antiviral Activity
Virus V-1 Av-2
Strain [ CBL20 Cytotoxicity |
ECey (ug/ml) >11.08 >11.08 CCs {ug/m!) | 11.08 i
Antiviral Activity
Virus HSV-1 HSV-2
Strain F MS Cytotoxicity |
ECgo (ug/ml} >134.74 >134.74 CCs {ug/ml} | 134.74 |
[Tissue Factor Inhibitory Activities —
{ 1C50/1F _unit (ug) | 0.3 |

al



YKO4004 (»+ x4}

Call cytotoxicity

Cells (Net Growth, %)

CONC. (ug/ml} AS49 HCT15
25.00 61.70 46.19
50.00 7.00 —71.68
100.00 -82.00 ~88.26
200.00 =66.73 ~98.76
Antiviral Activity
Virus HIV-1 HIV-2
Strain 18 CBL20 Cytotoxicity |
ECg (ug/mi) >45.5 >45.5 CCgo lug/mt) | 45.5 |
Antiviral Activity —
Virus H3V-1 HSV-2
Strain F MS Cytotoxicity I
ECsp (ug/ml} >46.33 >46.33 CCs {ug/m!) 1 46.33
[Tissue Factor Inhibltory Activities
1CS0/TF unit {ug) >100

YKO4006 (+e=e+)

Cell cytotoxicity

Cells (Net Growth, %)

CONC. (ug/mi} AS49 HCT_15
25.00 22.10 16.58
50.00 -9.87 ~-57.00
100.00 -88.02 ~97.98
200.00 -61.80 -98.63
Antlviral Activity
Virus HIV-1 HIV-2
Strain B CBL20 Cytotoxicity |
ECy (ug/ml) >45.8 >45.8 CCg (ug/mil | 45.8 |
Antiviral Activity
Virus HSV-1 Hsv-2
Strain F MS Cytotoxicity 1
ECe (ug/mi) >35.71 >35.71 CCy {ug/mi) | 35.71 |
[Tissue Factor Inhibitory Activities -
1C50/TF unit (ug) 2.00
YKS4007 (#xwns)
Cell cytotoxicity Calis {Net Growth, %)
CONC. (ug/ml) A549 HCT15
25.00 -17.52 7.09
50.00 -14.05 -43.30
100.00 ~0.79 -67.82
200.00 -38.38 -88.46
Antiviral Activity
Virus HIV-1 HIV-2
Strain I8 CBL20 Cytotoxicity |
ECeg (ug/mi} >1,63 >1.63 CCgo (ug/mi) | 1.63 |
Antiviral Activity —
Virus HSV-1 HSV-2
Strain F MS Cytotoxicity |
ECgo {ug/ml) >40.19 >40.19 CCQ_(uglml) i 40,19 |
{Tissus Factor inhibitory Activities
1C50/1 F unit {ug) 2.00
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YK94008 (ww=+)

Call cytotoxicity Cells (Net Growth, %)
CONC. (ug/ml) A549 HCT15
25.00 91.59 103.28
50.00 78.27 96.22
100.00 74.36 87.25
200.00 53.45 50.71
Antiviral Activity
Virus HIV-1 HIv-2
Strain 11iB CBL20 Cytotoxicity |
ECgo {ug/ml) >46.2 >46.2 CCq (ug/ml) | 46.2 ]
Antiviral Activity
Virus HSV-1 HSV-2
Strain F MS Cytotoxicity |
ECgo (u@/ml) >53.27 >53.27 CCeo {ug/ml) 1 53.27 ]
|Tissue Factor Inhibitory Activities ]
1C50/TF unit (ug) | >100 |
YKQ4009 (w#wwrw)
Cell cytotoxicity Cells (Net Growth, %)
CONC. (ug/ml) A549 HCT15
25.00 95.§9 95.14
§0.00 87.88 71.68
100.00 50.30 ~93.86
200.00 8.35 -85.89
Antiviral Activity
Virus HvV-1 Hiv-2
Strain e CBL20 Cytatoxicity 1
ECgo (ug/m!) >100 >100 CCy (ug/ml) 1§ >100 |
Antiviral Activity
Virus HSV-1 H3V-2
Strain F MS Cytotoxicity |
ECg {ug/ml) >172.64 >172.64 CCpp (ug/mi) | 172.64 ]
[Tissue Factor Inhibitory Actvilies )
ICE0/TF unit {ug) ] 1.09 |
YK4010Q (wwwxs)
Cell cytotoxicity Cells (Net Growth, %)
CONC. (ug/mi) Ab49 HCT15
25.00 89.69 7&02
50.00 20.38 ~-26.54
100.00 -69.59 -97.02
200.00 -50.61 -96.79
Antiviral Activity
Virus HIV-1 HIV-2
Strain g CBL20 Cytotoxicity 1l
ECso (ug/ml} >45 1 >45.1 CCy (ug/mil | 451 1
Antiviral Activity
Virus HSV-1 H8y-2
Strain F MS Cytotoxicity |
ECy (ug/mi) >61,96 >61.96 CCg (ug/ml) | 61.96 i |
[Tissue Factor Inhibitory Activities ]
TC50/TF unit (ug) T 0.3 1
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YKQ4011 (vuwws)

Cell cytotoxicity

Cells (Net Growth, %)

CONC. (ug/ml} A549 HCT1S
25.00 13.70 8.71
50.00 -32.48 ~-46.97
100.00 ~02,94 ~08.90
200.00 -82.66 ~98,99
Antiviral Activity
Virus HIV-1 HIV-2
Strain 118 CBL20 Cytotoxicity ]
ECqg (ug/mi) >43,34 >43.34 CCyo (ug/ml) 1 43,34 |
Antiviral Activity
Virus HSV-1 HSV~2
Strain £ MS Cytotoxicity 1
ECsp {ug/ml} >28.6 >28.6 CCE (ug/mi} 1 28.6 ]
[Tissue Factor inhibitory Activities
1C50/TF unit (ug) >100
YKS4G12 (#wxwn)
Cell cytotoxicity Cells (Net Growth, %)
CONC. {ug/mi) AS549 HCT16
25,00 0.92 -85.02
50.00 1.12 -86.67
100.00 7.14 -75.13
200.00 -15.88 -61.35
Antiviral Activity
Virus HIV-1 Hiv-2
Strain MB_ CBL20 Cytotoxicity ]
ECs0 (ug/ml) >1.82 >1.82 CCy (uo/mll | 1.82 ]
Antiviral Activity
Virus HSV-1 HSV-2
Strain F MS Cytotoxicity
ECjo {ug/ml) >7.677 >7.677 CCgo (ug/mi) | 7.677 ]
[Tissue Factor Inhibitory Activities
ICSQ/TF unit {ug) 0.35
YKO4013 (wxwvs)
Cell cytotoxicity Calls (Net Growth, %)
CONC. {ug/mi} A549 HCT15
25.00 12.20 -25.99
50.00 ~48.66 ~91 ﬁ
100.00 -84.25 -98.58
200.00 -58.82 -98.86
Antiviral Activity
Virus HIV-1 HIV-2
Strain (I8 CBL20 Cytotoxicity
ECgo (ug/ml) >44,34 >44.34 CCg lug/mt) | 44,34 |
Antiviral Activity — e
Virus HSV-1 HSV-2
Strain F MS Cytotoxicity |
ECg (ug/ml} >37.24 »37.24 CCyp (ug/mi) 1 37.24 '
[Tissue Factor inhibitory Activities
| IC50/TF unit {ug) >100
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YKO4014 (wwws+)

Cell cytotoxicity Cells (Net Growth, %)
CONC. (ug/mt) A549 HCT15
25,00 66.87 63.47
50.00 12.40 8.25
100.00 -73.36 -96.§g
200.00 -73.05 -97.89
Antiviral Activity
Virus HIv-1 Hiv-2
Strain 11i8 CBL20 Cytotoxicity
ECsp (u9/ml} >53.2 >53.2 CCro {up/mi} 1 53.2
Antiviral Activity . .
Virus HSV-1 HSV-2
Strain F MS Cytotaxicity
ECso (ug/ml) >73.95 >73,95 CC§9 (ug/mi) | 73.95
[Tissue Factor Inhibitory Activities |
[ JC50/1F unit (ug) I >100 |
YKG4017 (w»wux)
Cell cytotoxicity Cells {Net Growth, %)
CONC. {ug/ml) AS49 HCT15
25.00 59,95 20.29
§0.00 3.63 -76.14
100.00 -93.31 -97.62
200.00 ~80.05 -97.11
Antiviral Activity
Virus HIV~1 HIivV-2
Strain 118 CBL20 Cytotoxicity
EC&(uq/mI) >45.11 >45,11 CC& (ug/mi) ¥ 45.11
Antiviral Activity
Virus HSV-1 HSV~-2
Strain F MS Cytatoxicity
ECs (ug/ml) >68.39 >68.39 CCgo (ug/ml) 1 68.39
[Tissue Factor inhibitory Activities |
IC50/TF unit (ug) { 10.5 ]
YK94018 (*#xw«)
Cell cytotoxicity Cells (Net Growth, %)
CONC. (ug/ml) A549 HCT15
25.00 95,89 96.25
50.00 75,51 74.98
100.00 23.08 21.68
200.00 -21.84 ~84.89
Antiviral Activity
Virus HIV-1 Hiv-2
Strain . 118 CBL20 Cytotoxicity
ECso {ug/ml). >39.51 >39.51 CCﬂﬁla/ml) | 39.61
Antiviral Activity
Virus HSV-1 HSV-2
Strain F MS Cytotoxicity
ECgo (ug/m1) >71.63 >71.69 CCoo (ug/ml) | 71.63
[Tissue Factor Inhibitory Activities |
1 IC50/TF unit (ug) I >100 |
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YK94019 {xwenx)

Cell cytotoxicity Celis {Net Growth, %)
CONC. {ug/ml) AS49 HCT1§
25.00 54,91 6&_89
50.00 16.63 -39.27
100.00 19,71 -69.22
200.00 -69.04 -95,16
Antiviral Activity
Virus HivV-1 HIV-2
Strain 5] CBL20 Cytotoxicily |
ECs, {ug/mi) >46.66 >46.66 CCg (ug/mi)__ | 46.66 ]
Antiviral Activity
Virus HEV-1 HSV-2
Strain _F M3 Cytotoxicity ]
ECs (ug/ml) >B8.5 >68.5 CCeo (ug/ml) | 68.5 )|
{Tissue Factor Inhibitory Activities
IC50/TF unit {ug) >100
YK4020 (#+xx+)
Gell cytotoxicity Cells (Net Growth, %)
CONC. (ug/ml) A549 HCT15
25.00 0.25 -80.63
50.00 ~5.29 -75.32
100.00 -93.92 ~97.07
200.00 £63.56 -96.43
Antiviral Activity
Virs AN=1 HV-2
Strain 1118 CBL20 Cytotoxicity |
ECg, (ug/ml) CT CT CCgo (ug/mi) __ § CT |
Antiviral Activity
Virug HSV-1 HSV-2
Strain F MS Cytotoxicity |
[ ECe fuogimi 37 <3.7 TCx (ug/mh) <37
ASEhRLL AL 50
[Tissue Factor Inhibitory Activities
IC50/TF unit {ug) 0.24
YKG4021 (#wnwx)
Cell cytotoxicity Cells (Net Growth, %)
CONC. {ug/ml) A549 HCT15
25.00 33.77 15.12
50,00 -17.52 -77.51
100.00 -72.69 -98.12
200.00 -71.78 -98.21
Antiviral Activity
Virus V- AV-2
Strain ] CBL20 Cytotoxicity |
ECso (ug/ml) >41.42 >41.42 CCoo (ug/mt) | 41.42 ]
Antiviral Activity _
Virus HSV-1 HSV-2
Strain F MS Cytotoxicity |
ECsg, (ug/ml) >53,53 >53.63 CCgo (ug/ml) | 53.563 ]
[Tissue Factor Inhibitory Activities
1C50/TF unit {ug) >100
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YK94022 (»+w++)

Cell cytotoxicity

Cells (Net Growth, %)

CONC. (ug/ml) A549 HCT15
25.00 83.85 88.26
50.00 39.52 6. 30
100.00 -12.65 -59.10
200.00 ~75.49 -91.07
Antiviral Activity
Virus HiV~1 HIV-2
Strain 1] CBL20 Cytotoxicity ]
ECg {ug/ml) >46.7 >46.7 CCpo tug/ml) | 46.7 1
Antiviral Activity —
Virus HSV-1 H3V-2
Strain £ MS Cytotoxicity |
ECyo {ug/ml) >70.87 >70.87 CCy (ug/ml)__{ 70,87 |
[Tissue Factor Inhibitory Activities _ |
IC50/TF unit (ug) 0.28 |
YK94023 (##**+)
Cell cytotoxicity Calls (Net Growth, %)
CONC. {ug/ml) AS49 HCT15
25.00 08.27 97.91
50.00 91.71 89.01
100.00 73.43 59.82
200.00 21.16 -9.69
Antiviral Activity
Virus Hiv-1 HiV-2
Strain liiB CBL20 Cytotoxicity |
ECg {ug/ml) >100 >100 CCe (ug/ml) | >100 |
Antiviral Activity
Virus HSV-1 HSV-2
Strain F MS Cytotoxicity 1
ECqo (u/ml} 261 >294.70 CCe (ug/mi) __ | 294.7 A
|Tissue Factor Inhibitory Activities |
IC50/TF unit (ug) 1.59 |
YK94024 (xw#n+)
Coll cytotoxicity Cells (Not Growth, %)
CONC. (ug/ml) AB49 HCT15
25.00 7.86 -73.90
50.00 0.36 -56.86
100.00 0.23 -89.51
200.00 ~88.23 -99.68
Antiviral Activity
Virus HIV-1 HIV-2
Strain [[I] CBL20 Cytotoxicity - |
ECqgo {ug/ml} >8.79 >8.79 CCg (ug/mi) | 8.79 |
Antiviral Activity
Virus HSV-1 HsvV-2
Strain F MS Cytotoxicity |
ECgo {ug/mi) >18.76 >19.76 CCq (ug/ml) | 19.76 ]
[Tissue Factor Inhibitory Activities )
IC50/TF unit (ug) >100 |
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YK4025 (+#wxw)

Caell cylotoxicity Celis (Net Growth, %)
CONC. (ug/mi) A549 HCT15
25.00 98.18 94.09
50.00 90.98 76.77
100,00 52.64 —37.21
200,00 3.03 -68.22
Antiviral Activity
Virus HiV-1 HIV-2
Strain [ CBL20 Cytotoxicity
ECqq (ug/mh) >100 >100 CCq lug/mi) | >100 |
Antiviral Activity
Virus FIGV-1 HSV-2
Strain F MS Cytotoxicity
ECs (Ug/ml) >153.58 >153.58 CCy (ug/mi} 1 153.58 1
[Tissue Factor Inhibitory Activities . }
1C50/TF unit {ug) | 0.25 |

YKO4026 (v nwws)

Cell cytotoxicity Cells {Net Growth, %)
CON&(uolml) AS49 HCT15
25.00 58.79 77.88
50.00 5.89 -8.13
100.00 28.35 ~-91,53
200.00 -82.73 -97.94
Antiviral Activity
Virus HIV-1 Hiv-2
Strain [I[[3] CBLZB Cytotoxicity {
ECqgq (ug/ml} >46.65 >46.65 CCq (ug/mi___| 46.65 |
Antiviral Activity
Virus HSV-1 HSV-2
Strain F MS Cytotoxicity 1
ECq, (ug/ml) >63.66 >63.66 CCg lug/mi) | 63,66 ]
[Tissue Factor Inhibitory Activities |
1C50/TF unit {ug) | 2.5 |

YKG4027 (wwans)

Cell cytotoxicity - Cells (Net Growth, %)
CONC. ‘(_l_.l_g_/ml) AB549 SK-OV-3 SK~-MEL-2 XF498 HCT1§
12.50 82.87 77.45 83.73 8.1 82.31
25.00 74.90 70.62 74.00 85.7. 73.88
50.00 59.33 51.33 §5.47 69.3. 47.90
100,00 28.22 10,11 22.19 46.16 2.23
Antiviral Activity
Virus . HIV—-1 __HIv=2
Strain ) 18 CBL20 Cytotoxicity i
ECqo (ug/mb) >46.12 >45.12 CCgo (ug/mi) | 45.12 ]
Antiviral Activity
Virus HSV-1 HSV-2
Strain F MS Cytotoxicity 1
ECqp (ug/ml) >114.11 >114.11 CCgp (ug/ml) | 114,11 |

[Tissue Factor Inhibitory Activities |
1C50/TF unit {ug) | 0.25 |
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YKB4028 (wxvex)

Celi cytotoxicity Cells (Net Growth, %)
CONC. {ug/mi) AB49 SK-0V-3 SK-MEL-2 XF498 HCT15
12.50 93.31 46.84 86.13 99.66 67.81
25.00 76.23 90.71 65,72 100.24 29.57
50.00 34.28 87.67 8}_)(1 66.87 —18.5_6
100.00 4.35 -14.89 -66.24 ~18.46 ~-83.79
Antiviral Activity
Virus HIV=1 Hiv-2
Strain 1B CBL20 Cytotoxicity R
[ ECq (ug/m) >100 >100 CCq lug/m) | >100 |
Antiviral Activity o -
Virus HSV-1 HSV-2
Strain F MS Cytotoxicity |
ECq (ug/ml) >62.77 >52.77 CCso (ug/ml) | 62.77 ]
[Tissue Factor Inhibitory Activities
JC50/TF unit (ug) >100
YK94030 (wwwes)
Cell cytotoxicity Celis (Net Growth, %)
CONC. {ug/ml) A549 SK-OV-3 SK-MEL-2 XF498 HCT15
25.00 82.69 85;5_3 83.53 84.2‘1 86.98
50.00 66.57 75.69 62.13 72,20 55.04
100.00 38.75 62.37 31.73 49.24 ~7.39
200.00 9.52 14.03 5.96 13.03 —-60.25
Antiviral Activity
Virus Hiv-1 HIV-2
Strain ns CBL20 Cytotoxicity ]
ECqg (ug/mi) >100 >100 CCOg (ug/ml) | >100 |
Antiviral Activity —
Virus HSV-1 HSV-2
Strain o MS Cytotoxiclty . 1
ECso (ug/ml) >157.09 >167.09 CCQ (ug/ml} | >157.09 il |
[Tissue Factor Inhibitory Activities
IC50/TF unit {ug) 1.17
YKG4031 (xwwsv)
Cell cytotoxicity . Cells (Net Growth, %)
CONC. (ug/ml) A549 SK~0v-3 SK-MEL-2 XF498 HCT15
1_2.50 61.63 90.57 67.10 73.01 56.65
25.00 22.73 36.20 21.21 23.37 8.99
50.00 -16.71 -8.44 -84.91 -63.68 -82.80
100.00 ~-84.18 -98.43 -B88.75 -96.11 -98.06
Antiviral Activity
Virus HIvV-1 Hiv-2
Strain e _ CBL20 Cytotoxicity 1
ECsy (ug/mi} >45.85 >45.85 CCsg (Lig/ml) | 45.85 |
Antiviral Activity
Virus HSV-1 HSv-2
Strain F MS Cytotoxicity 1
EC, (ug/ml) >50.54 >50.94 Cly Il __| 5092 |
{Tissue Factor Inhibitory Activities |
1C50/TF unit (ug) >100 |
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YKG4032 («www)

Cell cytotoxicity Celis (Net Growth, %)
CONC. (ug/ml) A549 SK-OV-3 SK-MEL-2 _)LF498 HCT15
12.50 88.40 96,85 91.20 98.88 89.7
25.00 73.81 92.06 74.46 89.59 74.9
50.00 48.10 82.00 54.31 67.56 50.6
100.00 17,37 33.30 14.87 27.36 -15.08
Antiviral Activity
Virus Hiv-1 Hiv—=2
Strain 1118 CBL20 Cytotoxicity — 1
ECso {ug/mi) >47.96 >47.96 CCe (ug/ml) | 47.96 |
Antiviral Activity
Virus HSV-1 HS‘L—-?
Strain F MS Cytotoxiclty |
ECs (ug/ml) >B88.91 >88.91 CCqo (ug/mi} | 88.91 |
[Tissue Factor Inhibitory Activities
ICS0/TF unit {ug) 1 >100
YK94033 (xxwnw)
Call cytotoxicity Cells (Net Growth, %)
CONC. (ug/mli} A549 SK-0V-3 SK-MEL-2 _XF498 HCT15
12.50 101.64 93.68 99,86 98.16 98.44
25.00 93.80 88.14 lC_IDA‘l 97£§ 106.24
$0.00 91.93 86.62 90,45 92.50 87.82
100,00 82.44 77.44 72.54 87.23 75.11
Antiviral Activity
Virus Hiv-1 HIV-2
Strain 1] CBL20 Cytotoxicity 7]
ECgo (ug/imi) >100 >100 CCg (ug/mi) | >100 |
Antiviral Activity
Virus HSV-1 HSV-2
Strain F MS Cytotoxicity 1
ECgp tug/ml) >300.00 >300.00 CCﬂ {ug/ml) | >300.00 ]
[issue Factor Inhibitory Activities
IC50/TF unit (ug) | >100
YKO4034 (wawws)
Cell cytotoxicity Cells (Net Growth, %) —
CONC. (ug/mi) A549 SK-0V-3 SK-MEL-2 XF498 HCT15
12,50 ﬂ.29 71.13 42.06 72.84 67.21
25.00 39.40 33.32 20.0_8_ 49.36 45.62
50.00 10.27 ~19.39 ~42,29 3_.24 ~2.12
100.00 -9.81 -52.,46 -59.89 -32.12 ~57.47
Antiviral Activity
Virus HIV-1 HIV-2
Strain e CBL20 Cytotoxicity |
ECgo (ug/mi) >B.83 >B8.83 CCQ (ug/mi) | 8.83 1
Antivira!l Activity
Virus SV-1 H5V-2
Strain F MS Cytotoxicity |
ECy (ug/mi) >166.77 >186.77 CCy (ug/mt) | 156.77 |
[Tissue Factor inhibitory Activities |
| IC50/TF unit (ug) 1 >100 |
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YK94035

(awnns)

Cell cytotoxicity

Cells {Net Growth, %)

CONC. (ug/mi) A549 SK-OV-3 SK-MEL-2 XFA98 HCT15
12.50 61.49 82.55 46.38 56.29 67.40
25.00 50.§£ QE‘OQ 38.76 4_7‘82 58.16
50.00 40,92 39.1¢ 31.11 39.68 53.89
100.00 29.36 18.85 10.92 23.68 48.28
Antiviral Activity
Virus HIV_-1 HIV-2
Strain 18 CBL20 Cytotoxicity |
" ECqq ua/my >9.88 >9.68_ Cly (ugrml] | 988 |
Antiviral Activity
Virus HSV-1 HSX—2
Strain F MS Cytotoxicity |
ECgp (ug/mi) >300.00 >300.00 CCeo (ug/ml) I >300.00 |
[Tissue Factor Inhibitory Activities }
IC50/TF unit {ug) >100 1
YK94036 (»vev+)
Cell cytotoxicity Cells {Net Growth, %)
CONC. (ug/ml) A549 SK~OV~3 SK-MEL-2 XF498 HCT15
12.50 94‘0_1 90.34 74.8C 76.80 :gB.GS
25.00 75,49 B84.77 67.24 63.83 90.1_1
50.00 62.96 §7.32 44.81 54,52 71.65
100.00 49.46 49.80 40.51 44.80 65.25
Antiviral Activity
Virus Hiv-1 HIV-2
Strain 18 CBL20 Cytotoxicity ]
ECygo {ug/mi) >20.08 >20.08 CCQ (ug/mi} | 20.08 ]
Antiviral Activity —
Virus HSV-1 HSV-2
Strain F MS Cytotoxicity
ECg (Ug/mi) >300.00 >300.00 CCg (ug/ml) ] >300.00 1
[Tissue Factor Inhibitory Activities ]
{C50/TF wnit (ug) >100 |
YKO4037 (x#+ns)
Cell cytotoxicity Cells (Net Growth, %)
CONC. (ug/ml) A549 SK-OV-3 SK-MEL~2 XF498 HCT15
25.00 102.17 92.94 99.53 102.19 96.00
50.00 98.@ 96.64 102.85 100.74 94.65
100.00 93.52 89.81 83.67 87.22 94.10
200.00 88.02 83.72 72,28 91,90 97.98
Antiviral Activity
Virus HiV-1 HivV-2
Strain 18 CBL20 Cytoloxicity 1
ECgg (UGN 5100 >100 CCgo ug/mll__ ] >100 |
Antiviral Activity
Virus HSV-1 HSV-2
Strain F MS Cytotoxicity
ECs, (Ug/mI) >300.00 >300.00 CCg (ug/m)___| >300.00 |
[Tissue Factor inhibitory Activities |
1C50/TF unit {ug) >100 |

at1




YKG4038 (wwwws)

Cell cytotoxicity

Cells (Net Growth, %)

CONC. {ug/mi) A548 SK-OvV-3 SK-MEL-2 XF498 HCT1S
25.00 81 ﬂ 89.89 91.40 96.73 97.36
50.00 81.56 86,9_3 86.48 9_1 .72 78.25
100.00 70.54 81.88 2_3.52 90.0_7 75.21
200.00 59.24 76.66 50.75 74.63 70.63
Antiviral Activity
Virus HIV-1 HivV-2
Strain 118 CBL20 Cytotoxicity |
ECy (ug/mi) >100 >100 CCq lug/mf) | >100 |
Antiviral Activity .
Virus HSV-1 HSV-2
Strain F MS Cytotoxicity |
EC&(UOImI) >300.00 >300.00 ccﬂ {ug/ml) 1 >300.00 |
[Tissue Factor Inhibitory Activities
1C50/TF unit {ug) 1 >100
YKIBOST (»»wvs)
Call cytotoxicity Calls {Net Growth, %)
CONC. (ug/ml) A549 SK-OV-3 SK-MEL-2 XF498 HCT15
25.00 75.36 77.39 62.41 40.19 79.30
50.00 57.32 58.92 29.78 10.33 40.25
100.00 16.91 12.23 23.78 ~40.77 10.08
200.00 ~657.83 -6.99 ~-38.31 ~-64.49 -37.26
Antiviral Activity
Virus HIV-1 Hiv-2
Strain [IE] CBL20 Cytotoxicity )]
ECgo (ug/mi) >41.4 >41.4 CCyq (ug/ml) | 41.4 |
Antiviral Activity
Virus HSV-1 HSV-2
Strain F _MS Cytotoxicity |
ECgo (ug/mi) >208.42 >208.42 CCq fug/ml) | 208.42 |
Antiviral activity -
Virus Polio-1 Cox-B3 VsV
Strain BH Nancy indiana Cytotoxicity
ECQ (ug/m1) 235.82 255.27 76.892 CC@ (ug/ml} 1>300.00
[Tissue Factor Inhibitory Activities
IC50/TF unit (ug) | >100

al2




YKZ6058 (xwwwx)

Cel} cytotoxicity

Cells (Net Growth, %}

CONC. {ug/mi) A549 SK-0V-3 SK-MEL-2 JX_F49—B HCT15
$0.00 66.37 71.46 30.]_3 20.10 (_5_8.21
100.00 29.00 32.19 11.69 -37.09 20.38
200.00 ~20.28 -1.33 ~-31.56 -65.57 ~16.63

Antiviral Activity
Virus HIV-1 HIvV-2
Strain g CBL20 Cytotoxicity ]
ECq {ug/ml} >28.6 >28.6 CCq (ug/mi) | 28.6 |
Antiviral Activity
Virus HSV-1 HSV-2
Strain F MS Cylotoxicity 1
ECs tug/ml) >294.88 >294 .88 CC& {ug/ml) { 294,88 ]
Antiviral activity
Virus Polio-1 Cox-B3 VSV
Strain BH Nancy indiana Cytotoxicity {
ECg (ug/mi} 268.67 281.62 171.75 CCy lup/ml} _ [>300.00 |
{Tissue Factor Inhibitory Activities
IC50/TF unit (ug) >100
YKQB0BO (##»*w)
Cell cytotoxicity Cells (Net Growth, %)
CONC, {ug/ml) A549 SK-0V-3 SK-MEL-2 _XF498 HCT15
50.00 59.27 82.02 79.32 56.78 63.27
100.00 7.39 55.44 58.13 12.42 16‘,_7_\’_!
200.00 ~49.85 8.49 -2.91 -33.562 -0.92
Antiviral Activity
Virus HIV-1 HIV-2
Strain e CBL20 Cytotoxicity ]
ECqo (ug/mi) >75.2 >75.2 CCy (ug/mi) | 75.2 |
Antiviral Activity —
Virus HSV-1 HSV-2
Strain F MS Cytotoxicity |
ECsp {ug/ml) >300.00 >300,00 CCy {ug/mi) 1 >300.00 }
Antiviral activity
_Virus Polio-1 Cox-B3 VSV
Strain BH Nancy indiana Cytotoxicity
ECe (ug/mi} >300.00 >300.00 200.98 CCs (ug/mi) 1>300.00 |
{Tissue Factor Inhibitory Activities ]
{ ICS0/TF unit (ug) >100 }

al3



YKSBO061 (e wsws)

Cell cytotoxicity

Cells (Net Growth, %)

CONC. {ug/mi) AS‘E SK-0OV-3 SK-MEL~2 XF498 HCT15
25.00 84,88 90.97 88.99 88.@ 89.68
50.00 70.24 69.57 78.84 7L’§.2. 87.30
100.00 54.11 43.22 60.65 54.52 66.73
200.00 13.91 0.10 -16.96 5.92 17.76
Antiviral Activity
Virus HIV-1 HIV~2
Strain 118 CBL20 Cytotoxicity |
ECQ {ug/mi) >265.6 >25.6 ccﬁ {ug/ml) | 5.6 |
Antiviral Activity —
Virus HSV~1 HSV-2
Strain F MS Cytotoxicity 1
ECso (ug/mi) >300.00 270 2 CC&(ua/ml) 1 >300.00 i
Antiviral activity
Virus Polio-1 Cox~B3 VSV
Strain BH Nancy indiana Cytotox@y
ECss ug/mi) >300.00 >300.00 >300.00 CC@ (ug/mi) 1>300.00
{Tissue Factor Inhibitary Activities
r TCS0/TF unit {ug) >700 ]
YKIBOE2 (wwwww)
Cell cytotoxicity Cells (Net Growth, %) ‘
CONC. {ug/ml) A549 SK-0v~-3 SK-MEL-2 XF438 HCT15
25.00 56.54 ~1.79 38.17 48.44 24.38
50.00 13.56 -25.62 ~-39.83 -10.89 -47.40
100.00 -21.61 -44.95 -80.17 -32.03 ~34.16
200.00 ~56.66 -94.11 ~92.10 -63.75 -86.15
Antiviral Activity
Virus HivV-1 Hv-2
Strain HIB CBL20 Cytotoxicity |
ECg (ug/ml) >25.17 >25.17 CCp (ug/ml) __ | 25,17 ]
Antiviral Activity —
Virus HSV-1 HEV-2
Siraln [ MS__ Cytotoxicity 1
ECqo (ug/ml} >170.39 >170.39 CCe (ug/mi) __ | 170.39 |
[Tissue Factor inhibitory Activities ]
I IC50/TF unit (ug) >100 ]

al4




YKOB06E (ww+w*)

Cll cytotoxicity Cells (Net Growth, %)
CONC. {ug/mi} AS549 SK-0V-3 SK-MEL-2 XF498 HCT15
25,00 85.35 94.& 89.75 56.73 9&_7_1_
50.00 36.00 -16.68 44,11 -_1_!_).44 42.69
100.00 ~-48.82 ~92.95 ~72.11 -92.31 ~04 .45
200.00 -59.99 -95.60 -71.76 -94.37 -97.27
Antiviral Activity
Virus HIV-1 HiV-2
Strain B CBL20 Cy |
ECs (ug/ml) >40.7 >40.7 CCe {ug/mi) 1 40,7 |
Antiviral Activity
Virus HSV~1 HSV-2
Strain [ MS Cytotoxicity |
ECqgp {ug/ml) >43.78 >43.78 CCe (ug/mh) | 43,78 |
Antiviral activity
Virus Polio-1 Cox-B3 V8V
Strain BH Nancy indiar_v_a Cylotoxicity
ECgo (ug/mi) >61.82 >61.82 >61.82 CCg ug/ml) | 61.819

[Tissue Factor Inhibitory Activities |
[ 1C50/ unit (ug/ TF unit) | 25.00 |

YKIBO67 (#%wwx)

Call cytotoxicity Cells (Net Growth, %)
CONC. (ug/ml) A549 SK-0V-3 SK-MEL-2 XF498 HCT15
25.00 45.74 56.10 §3.86 41,86 0.05
50.00 30,42 41.93 39,54 33.58 3.58
100.00 18.73 35.75 21.33 7.25 6.36
200.00 7.18 16.25 -1.80 ~17.06 9.10
Antiviral Activity
Virus HiV-1 HIV-2
Strain 118 CBL20 Cytotoxicity ]
ECsg (ug/ml) >57 >57 CCpo (ug/mi) 1 57 |
Antiviral Actlvity
Virus HSV-~1 HSV-2
Strain F MS Cytotoxicity |
ECgo (ug/ml} >269.1 >269.1 Cgﬂ(ug/ml) | 269.1 |
Antwiral activity
Virus Polio-1 Cox-B3 VsV
Strain BH Nancy indiana Cytotoxicity
ECsp (ug/mi) >32.93 >32.93 >32.93 CCey (ug/ml) | 32,93

{Tissue Factor Inhibitory Activities |
i IC50/TF unit {ug) 1 >100 |

alb



YKGE0B8 (v 4wx)

Cell cytotoxicity e Cells {Net Growih, %) o
CONC_ {ug/ml) A549 SK-OV-3 SK-MEL-2 XF4s8 HCT15
25.00 70.78 77.36 93.48 69.69 52,52
50.00 45.67 49.15 68.13 43.46 11.61
100.00 17.61 16.54 13.8 8.98 ~21.28
200.00 ~26.21 2.81 ~14.73 -29.30 ~24.01
Antiviral Activity
Virus HIV-1 HIV-2
Strain 118 CBL20 Cytotoxicity !
ECqq (ua/mb) >83.4 >83.4 CCp (ug/mt) | 83.4 |
Antiviral Activity —
Vitus HSV-1 HSV-2
Sirain F Ms Cytotoxicity |
ECso (ug/ml) >129.7 >129.7 CCyp (up/mi) | 129.7 ]
Antiviral activity —
Virus Polio-1 Cox~-83 VSV
Strain BH Nency indiana Cylotoxicity ]
ECy, (ug/mt) >264.1 >264.1 >264.1 CCyo (ug/ml) | 264.1 |
Tissue Factor Inhibitory Activities
1C80/ unit (ug/ TF unit) 0.50 o
Fraction 1{ Hexane Chlorotorm Ethyl Acetate | Butano! 1 Water |
TC50/TF unit | = 3.67 0.652 | 0.761 { 1.522 |
YKOB0EG (wsen+)
Call cytotoxicity — Cells (Net Growth, %)
CONC. {ug/mi) A549 K~-OV-3 SK-MEL~2 _)_(F498 HCT15
25.00 7_7_.26 56.29 @_1_3‘05 B80.16 89.47
50.00 39.10 41.12 32.15 47.31 40.67
100.00 2,46 -21.45 ~-B.98 21_5;12 7.27
200.00 ~30.36 -34.81 -24.16 ~25.61 -~66.54
Antiviral Activity
Viras ] AN-2
Strain [1E] CBL20 Cytotoxicity 1
ECs (ug/ml) >19.4 >19.4 CCy (ug/ml} | 19.4 |
Antiviral Activity
Virus HEV-1 HSV-2
Strain F MS Cytotoxicity ]
ECy, lug/mi) >190.4 >199.4 CCy lug/ml) _ | 199.4 |
Antiviral activity
Virus . Pollo-1 Cox-B3 V8V
Strain BH Nancy indiana Cytotoxicity ]
ECso {wg/mi) 21,226 28.117 81.841 CCyp {ug/ml) | >300.00 ]
[Tissue Factor Inhibitory Activities |
IC50/TF unit {ug) | >100 |

at6



YKOBO70 (##wx+)

Cell cytotoxicity

Cells (Net Growth, %)

al7

CONC. (ug/ml) A549 SK-OV-3 SK-MEL~2 XF498 HCT15
25.00 91.63 102.68 88.49 95.13 108.34
50.00 E.BO 102,44 86.15 95.98 100.99
100.00 62.04 104.§_8 79.60 81.35 87.70
200.00 30.63 67.78 50.74 38.04 42,76
Antiviral Activity
Virus HIV-1 HIV-2
Strain 1B CBL20 Cytotoxicity ]
] ECs (uo/m!) >83.4 >83.4 CCe (ug/mi) | 83.4 |
Antiviral Activity _r
Virus HSV-1 HSV-2
Strain F MS Cytotoxicity 1
ECg, (ug/ml} >300.00 >300.00 CCsp (ug/mi) | >300.00 |
Antiviral activity
Virus Palio~1 Cox-83 vsv
Strain BH Nancy indiana Cytotoxicity
ECgo lug/mi) >300.00 >300.00 >300.00 CCgq (Ug/mi} | >300.00
[Tissue Factor Inhibitory Activities |
1C50/ unit (ug/ TF unit) 15.00 }
YKIB071 (#wews)
Cell cytotoxicity Cells (Net Growth, %)
CONC. {ug/mi} A549 SK-OV-3 SK-MEL-2 XF498 HCT15
25.00 92.00 100.29 92,46 100.97 101,06
50.00 84.11 98.43 85.73 98.79 34.06
100.00 74 .:1_4 105.75 80.48 80.80 87.61
200.00 41.60 55,47 36.05 30.41 58.60
Antiviral Activity
Virus AV HIV-2
Strain 1118 CBL20 Cytotoxicity |
ECgg (ug/ml) >69.4 >69.4 CCpo (ug/mi} | 69.4 §
Antiviral Activity
Virus HSV-1 HSV-2
Strain F MS Cytotoxicity |
ECqp {ug/mi) >169.3 >169.3 CCgp (Ug/m!) I 163.9 1
Antiviral activity
Virus Polio-1 Cox-B3 VSV
Strain BH Nancy indiana Cytotoxicity
ECgo (ug/ml) >300.00 >300.00 >300.00 CCsp {ug/ml) | >300.00
|Tissue Factor Inhibitory Activitles |
IC50/TF unit {ug) >100 i




YKIB072 (»wuw+)

Cell cytotoxicity

Cells {Net Growth, %)

CONC_ (ugiml} A549 SK-0V-3 SKIMEL-2 XF488 HCT18
25.00 80.62 100& 79.08 82.04 89.78
50.00 32.39 41.88 14.30 33,12 §7.40
100.00 2.98 5.66 (_)_9? 0.06 4.553_L
200.00 ~1.75 -1,91 -55.64 -6.78 -26.76
Antiviral Activity
Virus HIV-1 Hiv-2
Strain 18 CBL20 Cytotoxicity |
ECgo ug/mi) >27.2 >27.2 CCyo (ug/mi) 1 27.2 1
Antiviral Activity -
Virus HSV-1 HSY_-E
Strain E MS Cytotoxicity 1
ECgo (ug/ml) >266.5 >266.5 CCeo (ug/mi) | 266.5 i
Antiviral activity
Virus Polio-1 Cox-B3 VSV
Strain BH Nancy ln_diana Cytotoxicity
ECQ(uo/mlr >58.49 >58.49 >58.49 CCEQIUQImI) 1 58.488
[Tissue Factor Inhibitory Activities
1C50/ unit (ug/ TF unit) 10.00
YKIEQ73 (#vuwn}
Cell cytotoxicity _ Cells {Nat Growth, %)
CONC. {ug/ml) A549 SK—OX:S SK-MEL-2 XF498 HCT15
25.00 88.40 103.98 87.29 95.66 ~§6.89
50.00 73.90 107&3 79.(1@ 84.16 56.92
100.00 34.95 64.65 5L2£ 44.41 3.12
200.00 2.21 -2.08 -1,95 -23.04 -42.15
Antiviral Activity
Virus HIV-1 HIV-2
Strain B CBL20 Cytotoxicity 1
Ecmf(ua/mlf >84.2 >84.2 CCg (uo/mi) | 84.2 |
Antiviral Activity _ —
Virus HSV-1 HSV-2
Strain F MS Cytotoxicity i
ECq (ug/ml) >175.6 >175.6 CCy (ug/ml) ] 175.6 ]
Antiviral activity
Virus Polio-1 Cox~B3 VSV
Straln BH Nancy indiana__ Cytotoxicity
ECgp (ug/ml} >134.62 >134.62 >134.62 CCpq (L/ml) { >137.62
{Tissue Factor Inhibitory Activities
IC50/TF unit {ug) >100

alg




YKOB074 (#wwws)

Cells {Net Growth, %)

Cell cytotoxicity
CONC. {ug/ml) A549 SK~0V-3 SK-M_E_E.—Z XF498 HCT15
25.00 86.87 82.3 100.79 94,95 100.95
50.00 70.88 78.3 83,36 81.78 04.67
100.00 45,82 74,95 68.81 31.60 58.17
200.00 6.13 26.01 -12.66 13.21 5.24
Antiviral Activity
Virus HIv-1 HV-2
Strain li8 C8L20 Cytotoxicity ]
ECyo (ug/mi) >37.3 >37.3 CCq (ug/ml) __ § 37.3 ]
Antiviral Activity
Virus HSV-1 HSV-2
Strain F MS Cytotoxicity |
ECso (ug/ml} >300.00 246.3 CC& {ug/ml} | >300.00 ]
Antiviral activity —
Virus Polio~1 Cox-B3 VSV
Strain BH Nancy indlana Cytotoxicity ]
ECg (ug/ml) >300.00 >300.00 195,49 CCyg (ug/ml) 1 >300,00 ]
Tissue Factor Inhibitory Activities
1C50/ unit {ug/ TF unit) 20.00 —
Fraclion | Hexane Chloroform Ethyl Acetate | Butano! 1 Water }
{C50/TF unit | - 3.33 3.81 1 0.857 1 3.143 1
YKOBO75 (##=x+)
Cell cytotoxicity Cells (Net Growth, %)
CONC. (ug/ml) Ab49 SK-0V~3 SIS‘;MEL-Z XF498 HCT15
25.00 91. 7M1 104.64 89.37 98,59 103.55
50.00 77.32 101.25 79.81 84,07 97.01
100.00 50,71 93.7¢ 69.66 63.44 55.63
200.00 9.43 25,86 -10.69 12,51 18.67
Antiviral Activity
Virus Hiv-1 HIV-2
Strain 1118 CBL20 Cytotoxicity |
ECs0 (Ug/ml) >87.8 >97.8 CCq (ug/mi) | 97.8 |
Antiviral Activity —
Virus HSV-1 HSV-2
Strain F MS Cytotoxicity ]
ECqg (ug/ml) >300.00 >300.00 CCeo (ug/mt) | >300.00 |
Antiviral activity
Virus Polio—1 Cox~B3 V8V
Strain BH Nancy indiana Cytotoxicity 1
ECsq (ug/ml) 238.69 >300.00 1656.5 CCe (ug/mi) 1 >300.00 |
|Tissue Factor Inhibitory Activities 1
>100 B

— ICSO7TF unit (ug)

al9



YKIBOT6 (#wxw+)

Cell cytotoxicity Cells (Nst Growth, %)
CONC. {ug/ml) A549 SK-0V-3 SK-MEL-2 XF498 HCT15
25.00 79.56 105.74 0.00 101.20 104.34
50.00 63.54 106.64 7.24 93.23 89.19
100.00 42.85 107.61 8.31 8~.Ci§‘ 81.35
200.00 17.57 54.05 34.21 33.82 37.67
Antiviral Activity
Virus HiV-1 HIV-2
Strain 1B CBL20 Cytotoxicity !
ECg (ug/ml) >88.7 >88.7 CCgo lug/ml) | 88.7 |
Antivizal Activity L
Virus HSV-1 HSV-2
Strain F MS Cytotoxicily !
ECje {ug/mi) >300.00 >300.00 CCE {ug/mi} | >300.00 |
Antiviral activity o
Virus Polio-1 Cox~B3 VsV
Strain 8H Nancy indiana Cytotoxicity
EC§9 Lug/mt) >300.00 >300.00 214.37 CCh {ug/mi) 1 >300.00
{Tissue Factor inhibitory Activities
ICS0/TF unit {ug) >100
YKOEO77 (wwnww)
Cell cytotoxicity Cells {Net Growth, %)
CONC. {ug/ml) A549 SK-OV~-3 SK-MEL-2 l(_F498 HCT15
25.00 5§7.09 61.46 17.76 35.90 15.63
50,00 31.24 22.97 -17.99 3.41 -15.48
100.00 7.60 —_7_.44 ~34.87 —GOQ -58.70
200.00 -31.20 -32.83 -40.14 -42.65 -64.97
Antiviral Activity
Vitus HIV-1 HIV-2
Strain ] CBL20 Cytotoxicity )
ECQ (ug/mi} >2.13 >2.13 Cgﬂ (ug/ml) | 2.13 1
Antiviral Activity
Virus HSV-1 HSV-2
Strain [ MS Cytotoxicity 1
[ EC, Ug/my) 86,21 5239.8 Clg (uo/mil | 330.8 1
Antlviral activity
Virus Polio~1 Cox-B3 VSV
Strain BH Nancy indiana Cytotoxicity
ECs (ug/ml) 26.58 28.446 11.031 CCso (ug/ml) | 242.69
[Tissue Factor Inhibitory Activities |
\C50/TF unit {ug) >100 |

a20




YKQ6Q78 (w#www}

Cell cytotoxicity

Cells (Net Growth, %)

CONC. {ug/ml) A549 SK-0V-3 SK-MEL-2 *XF498 HCT15
25.00 92.92 100.89 95.66 97.04 100.68
50.00 90.?__8r 97.12 4,95 92.77 93.39
100.00 79.39 89.88 7,10 83.43 33.67
200.00 8.56 30.55 7.22 48.44 -85.88
Antiviral Activity
Virus HIV-1 HIV-2
Strain 1) CBL20 Cytotoxicity |
ECs (ug/ml) >38.2 >38.2 CCgo (ug/mh) | 38.2 i
Antiviral Activity
Virus HSV-~1 HSV~2
Strain F MS Cytotoxicity }
ECy (ug/mi} >300,00 >300.00 CCe {ug/ml) | >300.00 |
Antiviral activity —_
Virus Polio-1 Cox-B3 VSV
Strain BH Nancy indiana Cytotoxicity
ECg (ug/m?) >300.00 >300.00 >300.00 CCgo (ug/mi) { >300.00
[Tissue Factor Inhibitory Activities |
IC50/TF unit (ug) | >100 |
YKY6079 (wawrx)
Call cytotoxicity Cells (Net Growth, %)
CONC. {ug/ml} A549 SK-OV-3 SK-MEL-2 XF498 HCT18
25,00 64.68 £4,74 48.21 54.42 97,37
§0.00 52,91 55.08 35.78 41.56 90.76
100.00 39.97 37.98 25.51 26.14 80.17
200.00 23.62 9.99 15.69 7.52 55,27
Antiviral Activity
Virus HIv-1 HIV-2
Strain [ CBL20 Cytotoxicity |
ECqgp (ug/ml) >5.63 >5.63 CCpp (ug/ml) ] 5.63 |
Antiviral Activity
Virus HSV-1 HSV-2
Strain F MS Cytotoxicity ]
ECgo (ug/mi) >300.00 >300.00 CCgp (ug/ml) | >300.00 |
Antiviral activity
Virus Polio-1 Cox-B3 VSV
Strain BH Nancy indiana Cytotoxicity
ECso (ug/ml) >59,13 >59.13 >59,13 CCio (ug/ml) { 59,126
[Tissue Factor Inhibitory Activities }
IC50/TF unit (ug) 1 >100 ]

a2l




YKGB0BQ (+xww«)

Cell cytotoxicity

Celis (Net Growth, %)

CONC. (ug/mi) _A549 SK-0V-3 SK-MEL-2 XF488 HCT15
25.00 © 89.53 104.21 90.91 92.72 98.33
50.00 83.55 101.26 75,02 79.62 96.93
100.00 57.20 81.98 5_9.42 57.33 8_7_.14
200.00 25.33 54,40 23,98 29.20 52.87
Antiviral Activity
Virus HivV-1 HIV-2
Strain {8 CQ_I_.ZO Cytotoxicity |
ECs, {ug/ml) >25.3 >25.3 CCq (ug/mtl | 25.3 |
Antiviral Activity —
Virus H3V-1 HS\L—?
Strain F MS Cytotoxicity ]
ECqgp (ug/ml} >300,00 >300.00 CCe (vo/mi) | >300.00 |
Antiviral aclivity
Virus Polio-1 Cox-B3 VSV
Strain BH Nancy indiana Cytotoxicity
ECg (ug/ml) >207.21 >207.21 >207.21 Ccﬁ(uo/mD [} 207.21
[Tissue Facior Inhibitory Activities
{ {C50/TF unit {ug) >100
YKO60B1 {»ssws)
Call cytotoxicity Calls (Net Growth, %}
CONC. (ug/ml) AS549 SK-0V-3 SK-MEL-2 XF498 HCT15
25.00 04.44 103.98 9_q,00 97.95 121 .91
50.00 88,58 100.38 89,46 92,03 89.90
100.00 68.1_2 98.63 _8:{07 82.60 .B_§.86
200.00 36.05 78.78 50,55 49.23 62.97
Antiviral Activity
Vius H\}_I;\ H_l\i—Z
Strain [ CBL20 Cytotoxicity I
ECqgo (ug/ml) >120.56 >120.5 CCqo (uo/mi) | 120.5 }
Antiviral Activity —
Virus HSV-1 HSV-2
Strain F MS Cytotoxicity |
ECqgq (ug/ml) >300.00 >300.00 CCq (ug/mt) __ | >300.00 |
Antiviral activity _
Virus Polio-1 Cox-B83 VSV
Strain BH Nancy Indiana Cytotoxicity
ECgp (ug/ml) >300.00 >300.00 >300.00 CCpo (ug/mI} | >300.00
|Tissus Factor Inhibitory Activities
IC50/TF unit (ug) >100

az22




YKO6082 (#«+x+)

Celi cytotoxicity

Cells (Net Growth, %)

CONC. {ug/m!) A549 SK-OV~3 SK-MEL-2 XF498 HCT186
25.00 89.63 91,42 92.46 5.42 83.48
50.00 83.18 82,32 66.72 9,32 82.96
100.00 56.04 82.62 71.12 2.40 72.47
200.00 25.67 37.72 ~8.89 12.10 -35.87
Antiviral Activity
Virus HIvV-1 HIV-2
Strain HiB CBL20 Cytotoxicity |
EC, (ug/mi) >119.9 >119.9 CCgo (uo/ml) __ | 119.9 |
Antiviral Activity —
Virus HSV-1 HS!—Z
Strain F MS Cytotoxicity 1
EC,, (ug/mi) >213.7 >213,7 Clg (Uo/mll | 213.7 1
Antiviral activity —
Virus Polio-1 Cox-B3 VSV
Strain BH Nancy indiana Cytotoxicity |
ECyg, {ug/ml) >300.00 >300.00 >300.00 CCpgo (ug/ml) | >300.00 |
Tissus Factor Inhibitory Activities
1C50/ unit (up/ TF unit) 20.00
Fraction | Hexane Chloroform Ethyl Acetate | Butano! ] Water |
1CSO/TF unit | - 3.00 5.22 1 2,83 | 2.00 |
YKO6083 {w=wxw)
Cell cytotoxiclty Cells (Net Growth, %)
CONC, tug/mb) A549 SK-OV~3 SK-MEL-2 XF498 HCT15
25.00 93,44 100,08 97,30 99.69_ 108,35
50.00 82.49 94.65 98.32 101.79 96.81
100.00 71.01 96.64 90.79 92.11 99.77
200.00 55.03 91.66 92,74 §8.99 74,22
Antiviral Activity
Virus Hiv-1 HIV-2
Strain 18 CBL20 Cytotoxicity 1
ECg (ug/ml} >91.4 >91.4 CCep (ug/ml) 1 91.4 |
Antiviral Activity - —
Virus HSV-1 H8V-2
Strain F __MS Cytotoxicity - |
ECq (ug/mi) >300.00 >300.00 CCeg (ug/m1) | >300,00 |
Antiviral activity
Virus Polio-1 Cox~B3 V8V
Strain BH Nancy indiana Cytotoxicity |
ECqo (ug/ml) >300.00 >300.00 >300.00 CCq (ug/mi) 1 >300.00 |
[Tissue Factor Inhibitory Activities 1
IC50/TF unit (ug) >100 ]

a23



YKS6084 (ww=x+)

Cell cytotoxicity Cells (Net Growth, %}
CONC. {ug/ml) A549 SK-OV-3 SK-MEL-2 XF498 HCT15
25.00 55.27 63.54 87.39 67.92 75.69
50.00 33.16 48.35 41.33 32.&) 55.33
100.00 16.90 45.77 15.58 -4.85 30.52
200.00 2.89 35.07 -45,41 ~4.32 -26.29
Antiviral Activity
Virus Hiv-1 HiV-2
Strain I8 CBL20 Cytotoxicity 1
ECq (ug/ml) >20.4 >20.4 CC (up/ml} | 20.4 |
Antiviral Activity
Virus HSV-1 HSV-2
Steain & MS Cytotoxicity 1
EQQ (ug/ml} >56,05 >56.05 CC;_g (ug/mf) | 56.05 i
Antiviral activity
Virus Polio—1 Cox-B3 VSV
Strain BH Nancy Indiana Cytotoxicity ]
Egﬁ (ug/mi) >269.83 >269.93 >269.93 CCgp tug/ml) 1 259.93 |
Tissue Factor Inhibitory Activities
1C50/ unit {ug/ TF unit) 3.50
Fraction | Hexane Chloroform Ethyl Acetate | Butanol 1 Water 1
TC50/TF unit | = = 0.21 [ 0.17 | 1,90 1
YKOBOBS (#+4«+)
Call cytotoxicity Cells (Net Growth, %)
CONC. {ug/mi) A549 SK-OV-3 SK-MEL-2 XF498 HC'Q?
25.00 104,15 100.06 106.84 104.69 101.32
50.00 96.81 94.15 96& 101.21 95.]_6'
100.00 86.81 88.30 83.39 84.17 75,82
200.00 50.96 46.34 26.94 41.58 43.21
Antiviral Activity
Virus HIV-1 HiV-2
Strain [T CBL20 Cytotoxicity |
ECq, (ug/mi) >61.8 >61.8 CCy (ug/ml} | 61.8 |
Antiviral Activity
Virus HSV-1 H8V-2
Strain F MS Cytotoxicity 1
ECs {ug/ml] >300.00 >300.00 CCgo (ug/ml) | >300.00 |
Antiviral activity
Virus Polio~1 Cox-B3 VsV
Strain BH Nancy indlana Cytotoxicity |
ECﬂ (ug/m} >300.00 >300.00 242.52 CCgp (ug/ml} { >300.00 |
[Fissue Factor Inhibitory Activities
ICS0/TF unit {ug) >100
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YKOB0BE (v #x+)

Cell cytotoxicity

Cells (Net (_S_rgwth,%T

CONC. (ug/mi} AS49 SK-0OV-3 SK-MEL-2 XF498 HCT15
ﬁ.OO 102.36 105.14 101.82 105.33 103.50
50.00 97.35 104.52 98.75 103.31 100.33
100.00 B87.44 85.47 54.26 56,96 86.34
200.00 59,21 -26.83 26,35 41.99 26.84
Antiviral Activity
Virus HIV-1 Hiv-2
Strain e CBL20 Cytotoxiclly ]
ECs, {ug/mi) >126.1 >126.1 CCgq (ug/ml) { 126, 1 1
Antiviral Activity
Virus HSV-1 HSV-2
Strain F MS Cytotoxicity |
ECg {ug/mi) >300.00 >300.00 CCeo (ug/mi) | >300.00 1
Antiviral activity
Virus Polio-1 Cox-B3 VSV
Strain BH Nancy indlana Cytotoxicity |
EC&GQ/mI) >300.00 >300.00 >300.00 Ccﬂ(uo/ml) | >300.00 ]
{Tissue Factor Inhibitory Activities |
{ IC50/TF unit (ug) >100 }
YKOB087 (s was)
Celi cytotoxicity - Cells (Net Growth, %}
CONC. {ug/ml) A549 SK~QOV-3 SK-MEL~2 XF498 HCT15
25.00 71.77 41.72 92.19 £61.72 73.20
50,00 10.14 23,50 32.03 18.34 -43.68
100.00 -41.83 -19.21 -3.36 -9.33 ~-57.51
200.00 -36.10 -51.43 -61.20 -69.02 -91.61
Antiviral Activity
Virus HivV-1 HIV-2
Strain B CBL20 Cytotoxicity |
ECso (ug/ml) >21.7 >21.7 CCeo (ug/ml) | 21.7 i
Antiviral Activity .
Virug HSV-1 H8V-2
Strain F_ MS Cylotoxicity |
ECeo {ug/mi) >78.86 >78.86 CC@ (ug/mi) { 78.86 ]
Antiviral activity
Virus Polio-1 Cox-B3 VSV
Strain BH Nancy indiana Cytotoxicity i
ECQ (ug/mi) >300,00 >300.00 >300.00 CC& (ug/mi) | >300.00 I
[Tissue Factor Inhibitory Activities |
1C50/ unit (ug/ TF unit} 6.00 ]
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YKO6088 (w+wws)

Cell cytotoxicity

Calls (Net Growth, %)

CONC. {ug/ml) Ab49 SK-OV-3 SK-MEL-2 XFfiﬂ HCT15
25.00 105,16 13.98 98.89 104.65 101.09
50.00 100,88 107.63 92.45 97.81 80,04
100.00 84.30 93.91 80.17 66.75 3.00
200.00 35.82 43.91 26.03 25.97 -33,14
Antiviral Activity
Virus HIV-1 Hiv-2
Strain I} €820 Cytotoxicity i
ECs (ug/mi) >122.3 >122.3 CCgo lug/mb) __ | 122.3 1
Antiviral Activity — —
Virus HSV-1 HSV-2
Strain F MS Cytotoxicity 1
ECgo (Lg/mi) >300.00 >300.00 CCe (ug/ml) 1 >300,00 |
Antiviral activity —
Virus Polio-1 Cox-B3 VSV
Strain BH Nancy indiana Cytotoxicity 1
ECeq {ug/mi) >300.00 >300.00 >300.00 CCyo (ug/mi) 1 >300.00 ]
{Tissue Factor inhibitory Activities |
{ IC50/TF unit (ug) | >100 |
YKI6089 (w#xww)
Cell cytotoxicity Calls (Net Growth, %)
CONC. (ug/ml) A549 SK-0V-3 SK-MEL-2 XF4_§8 HCT15
25.00 104.73 102.l§ 97.50 95.78 94.97
50.00 101.73 101,59 94.30 99.79 ?_1.81
100.00 94.74 90.38 80,19 89,59 85.72
200.00 81.68 80.47 55.52 68.87 61.65
Antiviral Activity
Virus HIv-1 HIV-2
Strain 8 CBL20 Cytotoxicity |
ECg (ug/mi) >141.2 >141.2 CCq (ug/mb) __ | 141,2 |
Antiviral Activity — _-
Virus HSV-1 HSV-2
Strain F MS Cytotoxicity |
ECg (ug/mi) >300.00 >300.00 CCy (ug/ml} 1 >300.00 |
Antiviral activity
Virus Polio-1 Cox-B3 VSV
Strain BH Nancy indiana Cytotoxicity |
ECs (ug/mi) >300.00 >300.00 >300.00 CCQ (ug/ml) | >300.00 1
[Tissue Factor Inhibitory Activities |
IC50/TF unit {ug} | >100 1
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YKI6090 (wwwwn)

Cell cytotoxicity

Cells (Net Growth, %)

CONC. {up/mi} A549 SK-OV-3 SK-MEL-2 X498 HCT15
25.00 72.87 68‘9_9 79.89 64.70 36.38
50.00 27.62 33.96 51.13 28.78 -77.33
100.00 15._§_7 13.60 12.17 13.1_6 ~65.63
200.00 0.68 -8.73 -35.75 -3.59 -62.06
Antiviral Activity
Virus HIV-1 HIV~2
Strain B CBL20 Cytotoxicity |
ECLD {ug/mi) >22.2 >22.2 CCgo (ug/ml) | 22,2 |
Antiviral Activity . .
Virus HSV-1 HSV-2
Strain F MS Cytotoxicity |
ECg {ug/mi) >113.1 >113,1 CCy (ug/ml) | 1131 |
Antiviral activity
Virus Polio~1 Cox~B3 VSV
Strain BH __ Nancy indiana Cytotoxicity —
ECﬂ(uu/mI) >194.26 >194.26 >194.26 CCE (ug/mi) | 184.26
Tissue Factor Inhibitory Activities
1C50/ TF unit {ug) 4.50
Fraction | Hexane Chloroform Ethyl Acetate | Butanol 1 Water
1CS0/TF unit | 7.33 12,33 0.39 | 0.36 | 0.65
YKQB091 (»#xvx)
Cell cytotoxicity Cells (Net Growth, %)
CONC. {ug/mi) A548 SK-OV-3 SK-M_E_L—2 XF498 HCT15
25.00 81.75 90.90 79.28 73.87 -31.98
50.00 50.77 73.35 59,93 41.89 -46.26
100.00 19,22 29.66 25.73 16.91 -68.40
200.00 8.42 5.17 -2.56 2.85 ~54.74
Antiviral Activity Cytotoxicity
Virus HIV-1 HIV~2 CCyq (ug/ml) 1 25.2
Strain HiB CBL20
ECg {ug/mi) >25.2 >25,2
Antiviral Activity .
_Virus HSV-1 HSV-2
Strain F MS Cytotoxicity |
ECg (ug/mi) >170.3 >170.3 CCq (ug/ml) | 170.3 {
Antiviral activity e
Virus Polio-1 Cox-B3 VSV
Strain BH Nancy indiana Cytotoxicity
ECegq (Ug/ml) >291.78 >291.78 >291.78 CCyo {ug/ml) | 291,78
{Tissue Factor inhibitory Activities ]
1C50/ TF unit {ug) 1.00 ]
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YKIBOD92 (wwwwx)

Cell cytotoxicity

Cells (Net Growth, %)

CONC. {ug/ml) A549 — SK-0V-3 SK-MEL-2 XF498 HCT15
25.00 92.44 90.03 86.0 89.38 68.09
50.00 71.42 66.25 65.0 53.03 -13.33
100.00 33.09 36.01 13,83 25.63 -11.54
200.00 6.40 -22.38 -45.63 1.91 ~36.00
Antiviral Activity
Virus HIV-1 HIV-2
Strain N 18 CBL20 Cytotoxicity |
ECsg (ug/ml) >22.8 >22.8 CCg (ug/ml)___{ 22.8 1
Antiviral Activity
Virus HSV~-1 HSV-2
Strain F MS Cytotoxicity |
ECs (ug/ml} >178 >178 CCeo (ug/ml) | 178 |
Antiviral activity
Virus Polio-1 Cox-B3 V8V
Strain BH Nancy indiana Cytotoxicity 1
ECy, (ug/mi} >127.31 >127.31 >127.31 CCyp (ug/ml) | 127.31 |
[Tissue Factor Inhibitory Activities |
1C50/ TF unit {ug) 0.40 {
YKG6093 (#+x++)
Cell cytotoxicity Cells {Net Growth, %)
CONC. (ug/ml) A549 SK-0V-3 SK-MEL~-2 XF438 HCT15
25.00 99,54 84.83 87.70 102.05 94.10
50.00 96.19 87.63 90.26 95.11 97.65
100.00 94.41 80,2_4 84.06 87.58 90.10
200.00 84.18 68.55 72.98 69.60 71.11
Antiviral Activity
Virus Hiv-1 HIV-2
Strain HB C8L20 Cytotoxicity }
ECqg (ua/ml) >99 >99 CCg (ug/ml) | 99 |
Antlviral Activity —
Virus HSV~-1 H3V-2
Strain F MS Cytotoxicity 1
ECy (ug/mh) >300 >300 CCe (ug/mi) | >300 |
Antivira! activity —
Virus Polio-1 Cox-B3 VSV
Strain BH Nancy indiana Cytotoxicity i
ECJQ(UQ/mI) >300.00 >300.00 >300.00 CCg (ug/ml} |} >300.00 |
|Tissue Factor inhibitory Activities |
(C50/TF unit (ug) >100 |
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YK96094 (x##x)

Call cytotoxicity

Cells {Net Growth, %)

CONC_ {ug/m) A549 “SK-0OV-3 SK-MEL-2 XF498 HCT15
25.00 100,42 98.37 102.91 91.62 103.01
50.00 99.24 100.06 E7.35 92.57 100.70
100.00 99.96 90.83 95,82 82.80 84.51
200.00 90.76 83.29 80.23 49.94 70.22
Antiviral Activity
Virus HIvV-1 HIV-2
Strain 11IB CBL20 Cytotoxicity |
ECaq (Ug/m) >34.4 >34.4 CCgp (ugimi)___| 34.4 {
Antiviral Activity .
Virus HSV-1 HSV-2
Strain F MS Cytotoxicity ]
ECso {ug/ml) >300 >300 CCg (ug/ml) | >300 1
Antiviral activity
Virus Polio-1 Cox-B3 VsV
Strain BH Nancy indiana Cytotoxicity I
ECeo (ug/ml) >300.00 >300.00 >300.00 CCs {ug/ml) | >300.00 |
}Tissue Factor Inhibitory Activities
1C50/TF unit {ug) >100
YKOB095 (wa+w)
Cell cytotoxicity Calls (Net Growth, %)
CONC. (ug/ml) A549 SK-0V-3 SK-MEL~2 XF498 HCT15
25.00 95,%(_) 93.03 90,21_1 105.86 1&1 .26
50.00 99.39 92.63 93.26 100.44 98.77
100.00 100.61 89.35 85.85 86.13 95.42
200.00 67.24 35.54 42.54 53.01 59.31
Antiviral Activity
Virus Hiv-1 HIV-2
Strain 3] CBL20 Cytotoxicity }
ECg (ug/ml} >74.8 8.74 CCep (ug/m) | 74.8 1
Antiviral Activity
Virug H3V-1 HSV-2
Strain F MS Cytotoxicity |
ECs {ug/ml) >300 255.9 CCgp (ug/mi) | >300 |
Antiviral activity
Virus Polio-1 Cox-B3 VSV
Strain BH Nancy indiana Cytotoxicity ]
ECe (ug/mi) >300.00 >300.00 >300.00 CCpo (ug/ml) 1 >300.00 ]
Tissue Factor Inhibitory Activities
IC50/ TF unit {ug) 0.92
Fraction | Hexane Chloroform Ethyl Acetate | Butanol | Water |
IC50/TF unit | 22.67 2.61 1.38 | 0.43 | 1,69 ]
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YKOE0IE (wwwnv)

Cell cytotoxicity

Cells (_Net Growth, %)

CONC. (ug/ml} A549 SK-0V-3 SK-MEL-2 XF498 HCT15
25,00 97.16 107.10 89,10 103.88 96.39
50.00 101.71 102.17 99.69 107.73 101.80
100.00 98.14 93.4_3 90.80 95.48 85,54
200.00 51,49 33,58 55.68 40.14 30.57
Antiviral Activity
Virus Hiv=1 HIv-2
Strain 8 CBL20 Cytotoxicity ]
ECq (ug/mi) >107.5 >107.5 CCq (ug/ml) | 107.5 ]
Antiviral Activity
Virus HEV-1 HSV-2
Strain F _Ms Cytotoxicity |
ECg {ug/mi} >264.9 >264.% CCpo (ug/imh)___ 1§ 264.9 ]
Antiviral activity
Virus Polio—1 Cox-B3 V8V
Strain BH Nancy indiana Cytotoxigity
ECygo (ug/ml) >157.17 >167.17 >157.17 CCQ (ug/ml} i 157.17
Tissue Factor Inhibitory Activities
1C50/ TF unit (ug) 0.73
Fraction |} Hexane Chloroform Ethyl Acetate | Butanol 1 Water
IC50/TF unit | 5.33 0.43 8.75 | 0.81 | 0.56
YKO6097 (wwwes)
Cell cylotoxicity _ Calls (Nat Growih, %)
CONC., {ug/mi) A549 SK-0V-3 SK~MEL-2 X£498 HCT18
g§.00 105.15 103.76 05.76 105.17 101.96
50.00 106.64 97.82 04.30 106.14 102.78
100.00 121,46 95.45 85.61 100,50 95.61
200.00 85.30 84.55 74.00 83.34 77.82
Antiviral Activity
Virus HIV-1 HIV-2_
Strain 3 CBL20 Cytotoxicity |
ECgp (ug/m) »>162.7 >152.7 CCpo ug/ml) 1 152.7 1
Antiviral Activity _
Virus HSV-1 HS\L—2
Strain F MS Cytotoxicity |
ECEQ (ug/ml) >300 >300 CCpo (ug/m | >300 ]
Antiviral activity
Virus Polio-1 Cox-B3 VSV
Strain BH Nancy indiana Cytotoxicity
ECqq (ug/ml} >300.00 >300.00 >300.00 CCg (ug/ml} | >300.00
[Tissue Factor Inhibltory Activities
| IC50/TF unit (ug) >100

al3o0




YKS6098 (+»»w+)

Cell cytotoxicity Cells (Net Growth, %)
CONC. {ug/ml) A549 SK-0V-3 SK=MEL~-2 XF498 HCT1§
25.00 101.76 91.54 97.75 106.24 91.67
50,00 101.07 91.32 93.91 101.69 96.14
100.00 95.09 80.81 91.58 92.67 81.98
200.00 §2.95 36.67 59,36 48.12 41.05
Antiviral Activity
Virus HIV-1 HIV-2
Strain [IE} CBL20 Cytotoxicily ]
Ecﬂ {ug/mi} >122.3 >122.3 CCE (ug/ml} 1 122.3 |
Antiviral Activity
Viras HSV=1 HSV-2
Strain F MS Cylotoxicity |
ECEE (ug/ml) 227.5 211.3 Ccﬂiualml) | >300 |
Antiviral activity
Virus Polio-1 Cox~-B3 VSV
Strain B8H Nancy indiana Cytotoxicity
ECqgq {ug/m)) >174.74 >174.74 >174.74 CCp {ug/mi) 1 174,74
Tissue Factor Inhibitory Activities
1C50/ TF unit (ug} 0.85
Fraction | Hexana Chloroform Ethyt Acelate Butanol | Water 1
IC50/TF unit | = 6.67 1.963 § 0.71 | T a2 |

3.548 P

§= Ethyl Acetate soluble
P=Pracipitate

YKI6099 (wnvws)

Cell cytotoxicity Cells (Net Growth, %)
CONC. (ug/mi} AS549 SK-OV-3 §@4EL—2 XF498 HCT15
25.00 105.16 80.88 83.16 99,02 100.83
50.00 104.31 93.25 81.59 96.03 101.42
100.00 82.81 89.63 68.83 85.94 97.19
200.00 83.19 53.80 43.73 61.61 88.14
Antiviral Activity
Virus HIv-1 Hiv-2
Strain 1B CBL20 Cytotoxicity |
ECqp (ug/mi) >92.5 >92.5 CCe (ug/ml} __ § 92.5 |
Antiviral Activity
Virus HSV-1 HSV~-2
Strain F S Cylotoxicity |
ECgo (Lo/ml) 216.8 234 CCq (ug/mt) | >300 |
Antiviral activity
Virus Polio-1 Cox-83 VSV
Strain BH Nancy indiana Cytotoxicity
ECgo (Ug/mi) >248.75 >248.75 >248,75 CCg (ug/mi) 1 248,76

[Tissue Factor Inhibitory Activities
| TC50/ TF unit {ug) ] 7.00

1|
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YKIE100 (#xwws)

Cell cytotoxicity

Cells (Net Growth, %)

CONC. {ug/mi) AS}_S_) SK-0V-3 SK-MEL-2 XF498 HCT15
25.00 94.95 81.02 70.61 84.15 86.41
50.00 64,65 43.87 35.76 34.87 -29.30
100.00 15.07 15.64 7.865 6.20 -25.73
200.00 0.84 ~0.85 -28.72 ~86.84 -94.29
Antiviral Activity
Virus Hiv-1 HIV-2
Strain i) CBL20 Cytotoxiclly ___ 1
ECqo {ug/ml) >59.6 >59.6 CC (ug/mi) | 59.6 |
Antiviral Activity
Virus HSV-1 HSV-2
Strain : F MS Cytotoxicity 1
ECso (Ug/mi) >198.8 >198.8 CCpp (up/ml) | 198.8 |
Antiviral activity
Virus Polio-1 Cox-83 VSV
Straln BH Nancy indiana Cytotoxicity
ECg (ug/m1) >154.49 >154.49 >154.49 CCy (ug/mi) { 154,49
[Tissue Factor inhibitory Activities
1C50/ TF unit (ug) | 1.50
YKIB101 (wawrs)
Celi cytotoxicity Cells (Net Growth, %)
CONC. (ug/ml} A549 SK-QV-3 SK—Mﬂ:? XF498 HCT15
25.00 106.81 91.74 107.99 95.96 112'7,1
50.00 103.90 89.76 iﬁ.ﬂ? 97.53 106.7
100.00 101.21 85.96 88.62 86.59 103.0
200.00 92.18 64.02 50.05 68.26 85.73
Antiviral Activity
Virus HIV-1 Hiv-2
Strain [I[z] CBL20 Cytotoxicity |
ECg (ug/m!) >97 >97 CGgp (ug/ml) | 97 |
Antiviral Activity — —
Virus HSV-1 HSv-2
Sirain F MS Cytotoxicity |
ECqg (ug/mi) 222 173 CCg (ug/ml) | >300 |
Antiviral activity
Virus Polio~1 Cox~B3 VSV
Strain B8H Nancy indiana Cytotoxicity -
ECQ {ug/mi) >236.28 >236.28 >236.28 CCgo tug/ml} ] 236.28
{Tissue Factor Inhibitory Activities
{CSO/TF unit (ug) | >100
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YK96102 (###xx)

Call cytotoxicity

Calis (Net Growth, %)

CONC. (ug/m!) A549 SK-0V-3 SK~MEL-2 XF498 HCT15
25.00 66.8_4L -32.54 -65.65 -48.45 94.73
50.00 11.68 -81.75 -66.18 -87.11 80.38
100.00 -9.26 -94,60 -65.29 -88.92 66.20
200.00 ~54.16 -98.41 -70.01 -92.99 57.31
Antiviral Activity
Virus Hu/_—j HIV~2
Strain 1ii8 CBL20 Cytotoxicity |
ECgp (ug/ml} >14 >14 CCyg lug/ml) | 14 |
Antiviral Activity
Virus HSV-1 HSV-2
Strain F MS Cytotoxicity 1
ECey {Ug/mT) >120.5 >320.5 CCep (ug/mi) 1 120.5 ]
Antiviral activity N
Virus Po£0—1 Cox-B3 VSV
Strain BH Nancy indiana Cylotoxicity |
ECs (ug/ml) >300,00 >300.00 >300.00 CCg (ug/mi) | >300.00 |
[Tissue Factor Inhibitory Activities i
IC50/TF unit {ug) >100 ]
YKIB103 (*wxus)
Cell cytotoxicity Cells (Net Growth,%)
CONC. {ug/ml) AB4g SK-OV-3 SK-MEL-2 XF498 HCT15
25.00 26.82 36.13 19,37 22.48 25.21
50.00 -55.48 —gﬁ_t.BO -89.45 -94.71 ~97.39
100.00 -93.19 -98.36 ~-91.05 -99.08 -97.65
200.00 -93.77 -98.36 -93.23 -98.62 -97.65
Antiviral Activity
Virus HIV-1 HIV~2
Strain 118 CBL20 Cytotoxicity |
ECygo (ug/ml) >82.8 >82.8 CCg {ug/ml) | 82.8 |
Antiviral Activity
Virus HSV-1 HSv-2
Strain F MS Cytotoxicity |
ECq {ug/mt} >300 >300 CCgo (ug/ml) ] >300 1
Antiviral activity
Virus Pqﬂoﬁ Cox-B3 VsV
Strain BH Nancy indiana Cytotoxicity |
ECg (ug/mi) >300.00 >300,00 >300.00 CCy (ug/ml) | >300.00 |
[Tissue Factor Inhibitory Activitles |
TC50/TF unit {ug) 3100 |
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YKOE104 (#»xx+)

Celf cylotoxicity

Cells (Net Growth,%)

CONC. {ug/mi} A549 SK-0V-3 SK-MEL-2 XF498 HCT15
25.00 62.05 18.13 10.85 25,67 37.98
50.00 9.37 —~86.85 -86.23 -74.17 ~60.33
100.00 ~86.62 -98.63 —92.4_:1 -08.51 -98.43
200.00 -92.16 ~-99.18 -92.08 ~99.08 -98.70
Antiviral Activity
ﬂrus HQ/;1 HIV-2
Strain 1) CBL20 Cytotoxicity |
ECqgq (ug/mi) >32.1 >32.1 CCpg (ug/mi} | 32.1 ]
Antiviral Activity —
Virus HSV-1 HavV-2
Strain F MS Cytotoxicity |
ECsp {ug/ml) >163.8 >163.8 CCq (ug/mll | 163.8 |
Antiral activity .
Virus Polio-1 Cox-83 VSV
Strain BH Nancy Indiana Cytotoxicity
EC& (ug/ml) >170.43 >170.43 >170.43 CC§9 (ug/mi) ] 170.43
{Tissue Factor Inhibitory Activities
{C50/TF unit (ug) >100
YKIB105 (»uwww)
Cell cytotoxicity Calls (Net Growth, %) o
CONC. {ug/m!) A549 SK-0V-3 SK-MEL-2 XF!EB HCT15
25.00 88.30 48.62 24.18 61.39 87.21
50.00 19.02 5.70 -45.62 -30.1l L.23
100.00 ~90.31 -96,99 -80.02 ~-98.39 -99.74
200.00 ~95.16 ~98.36 -83.92 —-99.66 -98.43
Antiviral Activity
Virus HIV-1 HivV-2
Strain [} CBL20 Cytotoxicity 3
ECQ {ug/ml) >23.5 >23.5 CCeo (ug/ml) | 23.5 |
Antiviral Activity .
Virus HSV-1 HEV-2
Strain F MS Cytotoxicity |
ECs (ug/ml) 43.7 43.7 CCg (ug/ml) | 43.7 |
Antiviral activity —
Virus Polio-1 Cox-B3 VSV
Strain BH Nancy indiana Cytotoxicity
ECgo (up/ml) >33.22 >33.22 >33.22 CCe (ug/ml) ] 33.217
[Tissue Factor Inhibitory Activities
1C50/TF unit (ug) | >100
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YKG6106 (#wxwx)

Cell cytotoxicity

Celis (Net Growth, %)

CONC. (ug/ml} A549 SK~0V-3 SK-MEL-2 XF4a8 HCT15
25.00 103.69 89.61 84.76 90.67 106.11
50.00 98.87 74.32 40.76 87,56 96.19
100.00 65.62 21.45 6.12 _4__2.11 65.23
200.00 7.30 -68.78 ~72.47 -68.85 -3,17
Antiviral Activity
Virus HV=1 AV-2
Strain 1118 CBL20 Cytotoxicity 1
EC&(UO/TN) >108.3 >106.3 CCER (ug/ml) { 106.3 1
Antiviral Activity _—
Virus HSV-1 MHSV-2
Strain F MS Cytotoxicity 1
ECs (ug/ml) 65 65 CCe (ug/mi) 1 170.4 |
Antiviral activity —
Virus Polio~1 Cox-83 VSV
Strain 8H Nancy indlana Cytotoxicity |
ECg (ug/ml) >183.03 >183.03 >183.03 CCgo (ug/ml} | 183.03 ]
[Tissue Factor Inhibitory Activities
IC50/TF unit {ug) >100
YKOE107 (#wnws)
Cell cytotoxicity Celis (Net Growth, %) .
CONC. {ug/mi} A543 SK-OV-3 SK-MEL-2 XF498 _HCT15
25.00 99,53 98.47 B7.48 £9.94 98.03
50.00 7_g.60 72.51 78.74 83.38 79.56
100.00 38.56 33.40 i{i_.SQ 40.34 37.64
200.00 7.16 13,79 ~25.46 12.33 5.05
Antiviral Activity
Virus HIV-1 Hiv-2
Strain g CBL20 Cytotoxicity !
ECgo (ug/ml) >64 >64 CCep (ug/ml} ] 64 }
Antiviral Activity —_—
Virus HSV-1 HgV-2
Strain F MS Cytotoxicity i
Ecﬂ(uo/ml) >257 >257 C% (ug/ml) 1 257 }
Antiviral activity
Virus Palio-1 Cox-B3 V8V
Strain 8H Nancy indiana Cytotoxicity |
ECﬂ(uc/ml) >300.00 >300.00 >300.00 CCso (Ug/ml) | >300.00 |
[Tissue Factor lnh_l_bitory Activities
IC50/TF unit (ug) >100
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YKI6108 (#wwx+)

Cell cytotoxicity Cells (Net Growth, %)
CONC. {ug/ml} A549 SK-OV-3 SK~MEL-2 XF498 HCTE
25.00 98.33 101.83 94.46 102.34 101.88
50.00 103.62 102.16 94,59 106.72 82.10
100.00 85.66 69.63 70.43 8&16_3 26.17
200.00 24.45 16.08 11,84 14.56 -62,98
Antiviral Activity
Virus HIV-1 HiV-2
Strain Hig CBL20 Cytotoxicity |
ECgo {ug/mi) >73.1 >73.1 CCq {ug/mt) | 73.1 |
Antiviral Activity
Virus HSV-1 HSV-2
Strain F MS Cylotoxicity ]
ECea 0/l >258 >258 CCx ug/mi__] 258 ]
Antiviral activity
Virus Polio-1 Cox~B3 VSV
Strain BH Nancy indiana Cytotoxicity }
ECs (ug/m]) >132.83 >132,93 >132.93 CClug/ml) | 132,98 1
{Tissue Factor inhibitory Activities
IC50/TF unit {ug) 1 >100
YKI6109 (#+swx)
Cell cytotoxicity — Cells {Net Growth,%)
CONC. (ug/mi) A549 SK-OV-3 SK-MEL-2 XF498 HCT1§
25.00 98 .22 88.42 90.32 96.52 100.52
50,00 86.63 84.29 78.10 7 5.42 84.87
100.00 45.95 56.)1_5 58.96 41.09 51.50
200.00 7.31 6.68 -0.12 5.08 16.62
Antwiral Activity
Virus Hiv-1 Hiv-2
Strain =] CBL20 Cytotoxicity |
ECss (Ug/ml) >91.9 >91.8 GG (ug/ml]  § 91,9 1
Antiviral Activity _ _
Virus HSV-1 HSV-2
Strain F MS Cytotoxieity 1
ECso (ug/ml} >300 >300 CCg (ug/mi) | >300 ]
Antiviral activity
Virus Polio-1 Cox-83 VsV
Strain BH Nancy indiana Cytotoxicity i
£Cs0 (ug/ml) 241.09 256.69 215.88 CCsp (ug/mi) | >300.00 1
[Tissue Factor Inhibitory Activitles |
i TC50/TF unit (ug) T >100 |
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YKOE110 (##xws)

Cell cytotoxicity

Cells (Net (_iﬂwth.%)

CONC. (ug/m}) A549 SK-0V-3 SK-MEL-2 XF498 HCT15
25.00 91.67 92.08 96.57 86.85 88.02
50.00 §_§.49 61.66 82.33 71.97 Q.BQ
100.00 28.92 26.33 §3.49 41,50 35.96
200.00 -8.25 6,80 13,21 5.73 165.24
Antiviral Activity -
Virus Hiv-1 HIV-2
Strain 1118 CBL20 Cytotoxicity |
ECeo (ug/mi) >23.8 >23.8 CCeo (ug/ml) | 23.8 |
Antiviral Activity
Virus HSV~1 HSV-2
Strain F MS Cytotoxicity |
ECqgp {ug/mi) >161.6 >161.6 CCg tug/ml} | 161.6 |
Antiviral activity o
Virus Polio-1 Cox~-B3 V8V
Strain BH Nancy indiana Cytotoxicity {
ECQ (ug/mi) >300.00 >300.00 »>300,00 CCpo (ug/ml) ) >300.00 |
[Tissue Factor Inhibitory Activities
{CS0/TF unit (ug) >100
YKO6111 (wwwww)
Cell cytotoxicity . Cells (Net Growth, %)
CONC. {ug/ml) A549 SK-0V-3 SK-MEL-2 XF498 HCT18,
25.00 96.83 94.94 92.45 97.34 106.51
50.00 89.24 86,53 81.73 96.56 97.00
100.00 94,76 69.80 21,64 82.96 £5.26
200.00 48.75 10.78 -51.09 25.59 -18.45
Antwviral Activity
Virus HiV-1 HiV-2
Strain 18 CBL20 Cytotoxicity ]
ECgp (ug/ml) >31 >31 CCeo {up/mi) | 31 }
Antiviral Activity o
Virus HSV-1 HSV-2
Strain F MS Cytotoxicity 1
ECso (ug/ml} >300 >300 CC& {ug/ml) | >300 |
Antiviral activity
Virus Polio—1 Cox-83 V8V
Strain BH Nancy indiana Cytotoxicity
ECq, {up/mt) >300.00 >300.00 >300.00 CCpo (UQ/mI} 1 >300.00 |
[Tissue Factor inhibitory Activities
| TCBO/TF unit (ug) >100
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YKIB112 (#xss)

Cell cytotoxicity Cells (Net Growth, %)
CONC. {ug/mi} AB49 SK-0V-3 SK-MEL-2 XF498 HCT15
25.00 90.56 94.11 91.59 93,52 81.89
50.00 74.23 76.86 82.14 77.51 70.74
100.00 43.84 34.20 654.32 45.69 42.10
200.00 8.01 10.68 16.72 12.85 14.84
Antiviral Activity
Virus HiV-1 HIV-2
Strain He CBL20 Cytotoxicity i
EC,: (ug/ml) >80 >80 CCgp (ug/mD) _ § 80 }
Antiviral Activity S
Virus HSV-1 HEV-2
Strain _F MS Cytotoxicity ]
EC,- (ug/mi) >271.9 >271.9 cgﬂ {ug/mi) | 271.9 |
Antiviral activity —
Virus Polio~1 Cox-B3 VSV
Strain BH Nancy indlana Cytotoxicity |
ECs; {ug/ml} >300.00 >300.00 >300.00 CCg (ug/ml) 1 >300.00 ]
[Tissus Factor Inhibitory Activities
| 1C50/TF unit (ug) >100
YKO6113 (wanwr)
Cell cytotoxicity . Cells (Net Growth, %)
CONC. {ug/ml} A549 SK~-OV-3 SK-MEL-2 XF498 EC_IT15
25.00 97.33 81.13 95.84 82,52 82.77
50.00 85.62 74.94 83.28 47.41 68.55
100.00 49.57 41.70 35.60 ~6.23 33.12
200.00 ~76.15 ~82.76 ~90.68 —-86.57 -68.04
Antiviral Activity
Virus Hiv-1 HIV-2
Strain 118 CBL20 Cytotoxicity Il }
EC, (ug/ml) 0.5 0.5 CCgp (ug/ml} { 50 |
Antiviral Activity -
Virus HSV-1 Hsv-2
Strain F MS Cytotoxicity I
ECQ {ug/ml) >134.4 >134.4 CCQ {ug/ml} 1 134.4 |
Antiviral activity
Virus Polio-1 Cox-B3 VSV
Strain BH Nancy indlana Cytotoxicity |
ECy. (ug/ml) >246.82 >246.82 >246.82 CCQ (ug/mt) 1 246.82 |
[Tissue Factor Inhibitory Activities
1C50/TF unit (ug) >100
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YKOE114 (wewex)

Cell cytotoxicity

Calis (Net Growth, %)

CONC. (ug/ml) AS549 SK-QV-3 — SK-MEL=2 XF498 HCT15
25.00 95.60 93,99 102,41 100.83 98.19
50.00 950,50 90.04 94.66 92u 102,05
100.00 100.97 89.55 91.81 93.82 £8.40
200.00 90.51 86.01 75.51 81.46 77.46
Antiviral Activity
Virus HIV=1 HIvV-2
Strain 1118 CBL20 Cytotoxicity ]
ECsg (ug/ml) >114 >114 CCp (ug/mi— T 134 }
Antiviral Activity — —
Virus HSV-1 HS\_I_—2
Strain F MS Cytotoxicity |
ECq (ug/ml) >300 >300 CCpp (ug/ml) — | >300 ]
Antiviral activity —
Virus Polio-1 Cox-83 VBV
Strain BH Nancy indiana Cytotoxicity
£Cgq (ug/ml) >300.00 >300.00 >300.00 CCq {ug/ml) | >300.00
{Tissue Factor inhibitory Activities 1
IC50/TF unit (ug) | >100 |
YKOET15 (wewws)
Cell cytotoxicity — Cells (Net Growth, %)
CONC. {ug/ml) A_§49 SK—O_!—S SK-MEL-2 XF4_98 HCT15
25.00 106.06 86.25 77,92 87.58 92.73
50.00 97.38 72.79 28.78 62.81 69.47
100.00 65.72 26.79 ~63.87 31.27 1_(1&2
200.00 28.33 -37.01 -74.73 -66.82 -98.80
Antiviral Activity
Virus HivV-1 HIV-2
Strain B CBL20 Cytotoxicity |
ECq, (ug/ml) >15.2 >15.2 CCeq (ug/ml) | 15.2 |
Antiviral Activity _
Virus HSV-1 HEV-2
Strain F MS Cylotoxicity ]
ECq, (ug/ml) >286.1 >286.1 CCyg (uig/ml) | 296.1 |
Antiviral activity
Virus Polio-1 Cox-B3 V8V
Strain BH Nancy indiana Cytotoxicity
ECg(uolmD >300.00 >300.00 >300.00 CCﬂ(ua/ml) 1 >300.00
[Tissue Factor Inhibitory Activities |
IC50/TF unit (ug) | >100 |
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YKOE116 (##wws)

Cell cytotoxicity - Cells (Net Growth, %)
CONC. (ug/ml) A548 SK~OV-3 SIS_—MEL—? XF4_9.8 HCT15
25.00 82.26 70.10 30.30 70.88 70.08
§0.00 73.37 34.71 ~-57.05 36.22 -67.78
100.00 39.19 -44,76 -68.91 -35.29 -99.20
200.00 -65.18 -97.86 ~85,38 ~97.26 -99.40
[Antiviral Activity
Virus HIV-1 Hiv-2
Strain 1B C8L20 Cytotoxicity |
ECy (ug/ml} >6.15 >6.15 CCg (uo/ml) | 6.15 |
Antiviral Activity —
Vicus HSV-1 HSV-2
Strain F_ M3 Cytotoxicity 1|
ECy {ug/ml) >152.3 >152.3 CCy (ug/mi) I 152.3 i
Antiviral activity .
Virus Polig=1 Cox-B3 VSV
Steain 8H Nancy indiane Cytotoxicity |
ECq (ug/ml) >300.00 >300.00 >300.00 CCo (ug/mi} 1 >300.00 |
I Tissue Factor Inhibitory Activities
[ IC50/TF unit (ug) >100
YKOB117 (w#nws)
Cell cytotoxicity _ Cells (Net Growth, %) .
CONC. {ug/ml) A549 SK-0V-3 SK-MEL-2 XF488 HCT15
25.00 98.83 89.64 91.59 87.66 96.41
50.00 97‘7_8 85.64 78.70 86.79 91.51
100.00 91.50 69.85 3225 62.06 70.99
200.00 53.43 26.99 -66.71 27.73 -26.86
Antiviral Activity
Virus HIV-1 HIV-2
Strain B CBL20 Cy i |
ECs (ug/mi) >33.4 >33.4 CCq (ug/ml) | 33.4 |
Antiviral Activity
Virus HSV-1 HSV-2
Straln F M3 Cytotoxicity
ECQ {ug/ml) >300.00 >300.00 CCyq (uo/mll ] >300.00 |
Antiviral activity _—
Virus Polio~1 Cox-B3 VSV
Strain BH Nancy indiana Cytotoxlcity |
ECqg (ug/ml] >300.00 >300.00 >300.00 CCpo (ug/ml} | >300.00 |
[Tissue Factor Inhibitory Activities 1
{C50/TF unit (ug) >100 |
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YKOE118 (wwuwx)

Call cytotoxicity

Cells (Net Growth, %)

CONC. {ug/mi) A549 SK-QV-3 SK-MEL-2 XF498 HCT15
26.00 10.25 g&?g 91,59 97.05 91.75
50.00 86.30 85.16 2,02 88.00 71.44
100.00 62.60 §6.97 65.93 63.87 49,96
200.00 25.27 10.97 2.74 14.02 12.83
Antiviral Activity
Virus HiV-1 HIV-2
Strain e CBL20 Cytotoxiclty |
ECg (g/mD) >86.8 >68.8 CCgp ug/mll___| 858 1
Antiviral Activity
Virus HSV-1 HSV-2
Strain F MS Cytotoxicity |
EC;g ug/ml} >300.00 >300.00 Ccﬂolml) | >300.00 ]
Antiviral activity o
Virus Polio-1 Cox-83 V8V
Strain B8H Nancy Indiana Cytotoxicity
ECeg (uo/mi) >300.00 >300.00 >300.00 CCep (Lo/ml} 1 >300.00 ]
[Tissue Factor inhtbitory Activities
IC50/TF unit {ug) >100
YKIE119 (wwwwe)
Cell cytotoxicity il Cells (Not Growth, %)
CONC. {ug/ml) A549 SK-0OV-3 SK-MEL~2 XF498 HCT15
25.00 10_4_.13 91.86 89.71 101,75 98.67
50.00 108.60 92.8_6 88.51 3&22 89.91
100.00 106,32 87.69 85.68 102.04 64.12
200.00 87.93 71.20 74.49 84.34 25.56
Antiviral Activity
Virus Hiv-1 HIV-2
Strain 1118 CBL20 Cytotoxicity |
ECgq {ug/mi) >105.7 >105.7 CCe {ug/ml) ! 105.7 |
Antiviral Activity
Virus HSV~1 HSV-2
Strain F MS Cytotoxicity |
ECg {ug/mi) >300.00 >300.00 CCq (ug/ml) | >300.00 |
Antiviral activity
Virus Polio~1 Cox-83 VSV
Strain BH Nancy indiana Cytotoxicity |
ECsqq (Ug/mI) >300.00 >300.00 >300.00 CCeo (ug/ml) | >300.00 |
[Tissue Factor Inhibitory Activities
IC50/TF unit {ug) >100
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YKIB120 (+ex+)

Cell cytotoxicity

Cells (Net Growth, %)

CONC.{ug/ml) AS49 SK~0OV-3 SK-MEL-2 XF498 HCT15
25.00 93.3% 86.63 86.53 89.79 95,84
50.00 9B.14 8_1‘44 73.62 79.62 88.17
100.00 9_1_.11 62.26 17.16 57.24 53.93
200.00 62,80 12.75 -78.70 18.61 -98.00
Antiviral Activity
Virus HIV~1 _HIV-2
Strain e CBL20 Cytotoxicity |
ECso (ug/mi) >22.9 >22.9 CCy (ug/mt) | 22.9 ]
Antiviral Activity
Virus HSV~1 HSV-2
Strain F M3 Cytotoxicity |
ECqo (ug/m] >148.7 >148.7 CCy (ugiml)__ ] 148.7 |
Antiviral activity .
Virus Palio-1 Cox~B3 VSV
Strain BH Nancy indiana Cytotoxicity |
ECgo (ug/mi) >300.00 >300.00 >300.00 CCoo(ug/ml) | >300.00 |
[Tissue Factor inhibitory Activities
TCS0/TF unit (ug) T >700
YKB121 (wexwr)
Cell cytotoxicity Ceils {Net Growth, %)
CONC. {ug/mi) Ab49 SK~Ov-3 SK-MEL-2 XF498 HCT15
25.00 105.00 86.75 97.23 97.71 87.44
50,00 85.00 79.2(_’ 76.05 90.58 54.51
100.00 31.14 46.68 ~5.94 58.§§L 17.7_:1
200.00 11.33 10.61 -47.11 18,79 ~17.55
Antiviral Activity
Virus HIV-1 _Hiv-2
Strain I CBL20 Cytotoxicity |
ECgo (ug/miy >89.9 >89, CCso (ug/ml) | 89,9 ]
Antiviral Activity —
Virus HSV-1 HSV-2
Strain F _MS Cylotoxicity - |
ECsg (ug/mi) >300.00 >300.00 CCyo (ug/mb) | >300.00 I
Antiviral activity
Virus Polio-1 Cox-~B3 VSV
Strain BH Nancy ln_dlnna Cytotoxicity |
Eg§9 (ug/ml} >300.00 >300.00 >300.00 CCE (ug/ml) | >300.00 H|
[Tissue Factor Inhibitory Activities
1C50/TF unit (ug) [ >100
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YKO6122 (w#wwx)

Call cytotoxicity Cells (Net Growth, %)
CONC. {ug/mi) A549 SK-0V-3 SK~MEL-2 XF498 HCT15
25.00 73.20 58.69 99.34 90.76 77.48
50.00 24.64 34.01 46.06 34.46 39.78
100.00 5.14 8.93 -32.92 8.59 10.10
200.00 -44.03 -37.14 -45.62 -47.17 -56.48
Antiviral Activity
Virus HIV-1 HIV-2
Strain 1118 CBL20 Cytotoxicity |
EC&EQfmI) >7.73 >7.73 CCﬂ (ug/m!) | 7.73 1
Antiviral Activity o
Virus HEV-1 HSV-2
Strain F MS Cytotoxicity |
ECsgo (ug/ml) >68.01 >68.01 CCq (ug/ml) | 8.01 ]
Antiviral activity _
Virus Polio-1 Cox-B3 VSV
Strain BH Nancy indiana Cytotoxicity |
ECQ (ug/ml} >210.33 >210.33 >210.33 CCQ(ua/ml) | 210.33 |
[Tissue Factor Inhibitory Activities |
IC50/TF unit {ug) [ >100 |
YKO6123 (w4 #x)
Call cytotoxicity Cells (Net Growth, %)
CONC. {ug/ml} A549 SK-0V-3 SK-MEL-2 XF498 HCT15
25.00 28857.00 90.29 100.86 100._6_7 100.53
50.00 104.43 89.47 104.29 9_9,22 96.00
100.00 104.27 87.33 99.38 95.94 92.55
200.00 96,35 79,80 91.66 91.47 84.00
Antiviral Activity
Virus HIV=-1 HIV-2
Strain 1] CBL20 Cytotoxicity i
ECg {ug/mi) >105.6 >106.6 CCg (ug/ml) | 105.6 1
Antiviral Activity —
Virds VA HSV-2
Strain F MS Cytotoxicity 1
ECgo (ug/m1) >300.00 >300.00 CCy {ug/ml) | >300.00 |
Antiviral activity —
Virus Polio-1 Cox-B3 VSV
Strain BH Nancy indiana Cytotoxicity |
ECq {ug/mi) >300.00 >300.00 >300.00 CCQ (ug/m) | >300.00 |
[Tissue Factor Inhibitory Activities
1C50/TF unit (ug) >100
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YKGB124 (#2wnx)

Cell cytotoxicity

Cells (Nat Growth, %)

CONC. {ug/mi) A549 SK-OV-3 SK-MEL-2 XF438 HCT15
25.00 94.10 97.45 79.85 g7.71 87.53
50.00 89.39 89.04 53.01 24.98 82,07
100.00 §_5.88 90.82 6.96 80,9_1 46.37
200.00 22.32 45.04 -60.64 43.39 15,26
Antiviral Activity :
Virus Hit1 HIV-2
Strain 11IB CBL20 Cytotoxicity |
ECg (uo/ml) >98.1 >98.1 CCN (ug/ml) [} 98.1 |
Antiviral Activity
Virus HSV-1 HSV-2
Strain F MS Cytotoxicity ]
ECqq {ug/ml) >300.00 213 CCyp (ug/mi) | >300.00 ]
Antiviral activity _
Virus Polio-1 Cox-83 VsV
Strain BH Nancy indiana Cytotoxicity
ECqgp (ug/ml) >300.00 >300.00 >300.00 CCp (ug/mi} 1 >300.00
{Tissue Factor Inhibitory Activities
{C50/TF unit {ug) >100

YKG6125 (wwwes)

Cell cytotoxicity

Cells (Net Growth, %)

CONC. (ug/ml} AB49 SK~OV~-3 SK-MEL~2 XF498 HCT15
25.00 105.93 84.23 96,20 702,66 100.98
50.00 101.19 81.38 87.06 100.08 96.41
100.00 102.47 75.56 27.43 93.50 95.20
200.00 98.13 68.04 ~69.48 B80.24 82.15
Antiviral Activity
Virus HIV-1 HIV-2
Strain B CBL20 Cytotoxicity ]
ECg (ug/ml) >22.2 >22.2 CCeq (ug/ml) [} 22,2 ]
Antiviral Activity
Virus HSV-1 Hov=2
Strain F MS Cytotoxicity
ECsgp (ug/ml) >300.00 >300.00 CCe (ug/mi) | >300.00 |
Antiviral activity —
Virus Pc‘ﬁ_o-1 Cox-83 VsV
Strain BH Nancy indiana Cytotoxicity
ECg (ug/ml() >300.00 >300.00 >300.00 CCeo (ug/ml} | >300.00
{Tissue Factor (nhibitory Activities
1C50/TF unit {ug) >100
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YKO6126 (w#sex)

Cell cytotoxicity Calls {Net Growth,%) —
CONC. (ug/ml} AbAG SK-0V-3 SK-MEL-2 XF498 HCT15
25.00 49.29 57.06 48,55 58.61 41,13
50.00 21.37 6.63 8.61 35.01 26.20
100.00 -6.67 ~46.75 -15.27 17.31 6.24
200.00 -68.08 -76.67 ~61.46 ~-20.59 ~B84.44
Antiviral Activity
Virus Hiv-1 HIV-2
Strain ) CBL20 Cytotoxicity 1
ECsg (ug/mi) >14.8 >14.8 CCg (uo/ml) | 14.8 1
Antiviral Actlvity —
Virus HSV-1 HSV-2
Strain F MS Cytotoxicity
ECqo {ug/ml) >43.83 >43,83 CCsp (ug/ml} 1 43.83 ]
Antiviral activity 1
Virus Polio—-1 Cox-B3 VSV
Strain BH Nancy indiana Cytotoxicity
ECsp (ug/mI) >121.33 >121.33 >121.33 CCﬂ(uclmt) ] 121.33
|Tissue Factor Inhibitory Activities |
IC50/TF unit (ug) >100 |
YK9E127 (#»eux}
Cell cytotoxicity Cells (Net Growth, %)
CONC. {ug/ml) A549 SK-OV-3 SK-MEL-2 XF4_9_§ HCT18
25.00 95.00 90.03 71.91 87.29 Eﬁ?
50.00 80.94 61.24 26.68 72.85 68.79
100.00 46.98 31.23 ~3.48 46.83 33.03
200.00 14.70 0.63 ~-44.73 15.05 -25.66
Antiviral Activity
Virus HIV-1 HiV-2
Strain g CBL20 Cytotoxicity |
ECg {up/ml) >27.2 >27.2 CCeq (ug/ml) } 27.2 }
Antiviral Activity
Virus HSV-1 HSvV-2
Strain F MS Cytotoxicity i
ECgo {ug/ml) >300.00 >300.00 CCy (ug/ml) | >300.00 1
Antiviral activity
Virus Polio-1 Cox-83 VSV
Strain BH Nancy indiana Cytotoxicity
ECs (Ug/MI) >300.00 >300.00 >300.00 CCqlug/ml) | >300.00
[Tissue Factor inhibitory Activities
ICS0/TF unit {ug) >100 |
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YKIE128 (##wws)

Call cytotoxicity Cells (Net Growth,%)
CONC. (ug/ml) Ab549 SK_:OV-S SK-MEL-2 XF498 HCT_1_5
25.00 92,95 98.13 814§7f 104.04 101.99
50.00 87.83 94,46 74,28 96.29 89.09
100.00 71.85 102.47 53.0_§ EZ.SB 76.«18_
200.00 75.48 81,80 18,69 §2.40 51.68
Antiviral Activity
Virus HiV-1 Hiv-2
Strain HIB CBL20 Cytotoxicity - ]
ECgp (Ug/MI) >106.8 >106.8 CCqq (ua/mi]__ | 106.8 |
Antiviral Activity
Virus HSV-1 HSV-2
Strain F MS Cytotoxicity |
ECq (uo/ml) >300.00 >300.00 CCyg (ug/ml) | >300.00 1
Antiviral activity
Virus Polio-1 Cox-83 V8V
Strain BH Nancy indiana Cytotoxicity
ECs (ug/ml) >300.00 >300.00 >300.00 CCy (ug/ml) | >300.00
[Tissue Factor Inhibitory Activities 1
ICS0/TF unit (ug) >100 ]
YKOB129 (wwxwe}
Cell cylotoxicity Cells (Net Growth, %)
CONC. {ug/ml) A549 SK~QV-3 SK-MEL-2 XF498 HCT15
25.00 97.95 103.40 BB.S_Qi 105.67 9‘U_9_
50.00 90.60 100.37 75.29 97.99 91,06
100.00 98.02 102.34 51.48 92.62 90.02
200.00 96.61 102.23 4.95 48.32 39.11
Antiviral Activity
Virus HIV-1 HIV-2
Strain =] CBL20 Cytotoxicity |
ECg {ug/mi) >116.6 >116.6 CCe (ug/ml) | 116.6 |
Antiviral Activity
Virus HSV-1 HSV-2
Strain F MS Cytotoxicity {
ECq, (ug/ml) >196.8 >195.8 CCy (ug/ml) | 185.8 J|
Antiviral activity .
Virus Polio-1 Cox~B3 VSV
Strain BH Nancy indiana Cytotoxicity
EC& {ug/mt) >300.00 >300.00 >300.00 CCQ {ug/ml} | >300.00
|Tissue Factor Inhibitory Activities ]
ICS0/TF unit {ug) >100 ]
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YK96130 (#wnws)

Cell cytotoxicity

Cells {Net Growth, %)

CONC, (ug/ml) A549 SK-OV-3 SK-MEL-2 XF498 HCT15
25.00 93.94 96.86 75.88 103.60 100.53
50.00 103.57 80.05 53.12 91.91 96.29
100.00 90.32 87.38 18.15 70.59 65.62
200.00 27.10 14.87 ~5.52 24.58 4.21
Antiviral Activity
Virus HIV-1 HIV~2
Strain na CBL20 Cytotoxicity ]
ECsp (ug/mi) >97.6 43 CCy (ug/m ] 97.6 ]
Antiviral Activity - _—
Virus HSV-1 HSv-2
Strain F MS Cytotoxicity 1
EC§2 (ug/ml) >300.00 269.6 CCﬂ(ua/m!) | >300.00 i
Antiviral activity
Virus Polio-1 Cox-B3 VSV
Strain BH Nancy indiana Cytotoxiclty 1
ECQ (ug/mi) >222.29 >222.29 >222.29 CCpp (ug/mi) | 222.29 |
[Tissue Factor Inhibltory Activitiss
| ICS0/TF unit {ug) I >100
YKO6131 (*#new)
Cell cytotoxicity Celis (Net Growth, %)
CONC. (ug/mi) A549 SK-0V-3 SK-MEL-2 XF498 HCT15
25.00 94,04 69.80 ~-52.82 57.05 27.83
50.00 84.07 ~58.96 -77.87 -52.84 -82.83
100.00 ~73.23 -96.52 -73.71 ~-89.90 -97.81
200.00 ~78.67 -97.10 ~83.71 -97.74 -96.95
Antiviral Activity
Virus HIv-1 HIv-2
Strain [} CBL20 Cytotoxicity 1
ECg0 (Ug/ml) >10.7 >10.7 CCso (ug/ml) | 10.7 1
Antiviral Activity
Virus HSV-1 HSV-2
Strain F MS Cytoloxicity |
EEEQ (ug/mi) 21.89 22.54 CCip (Ug/ml) 1 £9.52 |
Antiviral activity
Virus Polio-1 Cox-B3 VSV
Strain __I_3_H Nancy Indiana Cytotoxicity |
ECg (ug/ml) 262,16 71,552 104.55 CCx (ug/mt) | >300.00 |
ITissue Factor Inhibilory Activities
IC50/TF unit (ug) | >100
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YKQ6132 {»e*wx}

Cell cytotoxicity Cells {Net Growth, %}
CONC. {ug/mi) A549 SK-OV-3 SK-MEL-2 XF498 HCT15
25.00 97.50 92.8_2 83.31 82.09 87.96
50.00 100.23 95,9£ 75.87 80.62 80.15
100.00 95,20 102.49 57.08 63.07 62.36
200.00 —80.46 83.68 28.75 3112 49.02
Antiviral Activity
Virus Hiv~-1 HIV-2
Strain 18 CBL20 Cytotoxicity |
ECgo (ug/mi) >92.4 >92.4 CCyg (ug/ml) | 92.4 |
Antivira! Activity
Virus HSV-T HSV-2
Strain F MS Cytotoxicity ¥
ECQ {ug/ml) >300.00 >300.00 CC& (ug/ml} i >300.00 1
Antiviral activity
Virus Polio—1 Cox-B3 VBV
Strain BH Nancy indiana Cytotexicity
ECﬂ(uo/ml) >300.00 >300.00 >300.00 CCQ (ug/ml} | >300.00

Hissue Factor Inhibitory Activities |
TC50/TF unit (ug) I >100 1

YKO6133 (#ewws)

Cell cytotoxicity Cells (Net Growth,%) _
CONC. {ug/ml) A549 SK-0V-3 SK-MEL-2 XF498 HCT15
25.00 97.96 101.38 60.12 102.00 98.59
50.00 98.02 104.02 16.53 88.71 77.69
100.00 94.34 104.02 16,53 88,71 77.69
200.00 91.91 84.83 -35.18 5§5.14 41.98
Antiviral Activity
Virus HIV-1 H_I\_/-2
Strain ul_B CBL20 Cytotoxicity ]
ECso (ug/mi) >95.6 >85.6 CCg lug/mi) ] 95.6 |
Antiviral Activity
Virus HSV-1 HS\L—?
Strain ! £ MS Cytotoxicity I
ECEQ (ug/ml) >300.00 >300.00 CCQ {ug/ml} | >300.00
Antiviral activity o
Virus Polio-1 Cox-83 VSV
Strain BH Nancy indiana Cytotoxicity
ECgo (ug/mi) >300.00 >300.00 >300.00 CCglug/mh__ | >300.00

[Tissue Factor inhibitory Activities |
| JC50/TF unit (ug) | >100 |

a48



YKOE134 (##ux+)

Cell cytotoxicity

Cells (Net Growth, %)

CONC. (ug/ml) A549 SK-0V-3 SK-MEL-2 XF498 HCT15
25.00 91.46 101.57 68.52 99.00 100.50
50.00 89.26 104.08 58.76 92.61 101.29
100.00 97.98 101,68 42.09 84.22 86.39
200.00 91.97 104,31 26.27 71.85 41.84
Antiviral Activity
Virus H|!:1 HIV-2
Strain (I3} CBL20 Cytotoxicity 1
ECgo tug/ml) >106.8 >106.8 CCgo lug/ml) | 106.8 ]
Antiviral Activity
Virus HSV-1 HSV-2
Strain F MS Cytotoxicity |
EC_52 {ug/m!) >300.00 >300.00 CCgp (Ug/mi) { >300.00 |
Antiviral activity —
Virus Polio-1 Cox-B3 V8V
Strain BH Nancy indiana Cytotoxicity
ECso (ug/ml) >300.00 >300.00 >300.00 CCgo (ug/ml) | >300.00
JTissue Factor Inhibitory Activities
IC50/TF unit (ug) >100
YKO6135 («##x+)
Cell cytotoxicity . Celis (Net Growth, %)
CONC. (ug/ml} A549 SK-QV-3 SK-MEL~2 XF498 HCT15
25.00 47.32 94.06 72.78 2.90 68.81
50.00 9.50 45.22 22.23 -44.70 57.72
100.00 -36.69 6.25 4.03 -85.53 31.67
200.00 ~74.66 -34.31 -20.57 —-98.40 12.94
Antiviral Activity
Virug HIV-1 Hiv-2
Strain ng CBL20 Cytotoxicity |
ECg (ug/ml} >28 7 >29.7 CCso (ug/mt) ] 29.7 1
Antiviral Activity
Virus HSV-1 HSV-2
Strain F MS Cylotoxicity 1
ECso (ug/ml) >300,00 >300.00 CCgo (ug/mi) | >300.00 |
Antiviral activity
Virus Polio-1 Cox-B3 V8V
Strain BH Nancy indlana Cytotoxicity
ECg (ug/ml) >300.00 >300.00 >300.00 CCg (ug/ml) | >300.00
[Tissue Factor Inhibitory Activities
IC50/TF unit {ug) >100

a4%




YKO6136 (#vwvv)

Cell cytotoxicity

" Cells {Net (ir_owth‘%)

CONC. (ug/mi} A549 SK-0V-3 SK-MEL-2 XF498 HCT1§
25.00 99.07 92.57 -13.38 92.33 89,20
50.00 56.18 38.91 -97.87 34.01 0.33
100.00 -63.77 -31.12 -98.43 -42.59 -96.22
200.00 -52.58 -89,99 -86.63 -89.68 -97.07
Antiviral Activity
Virus HIV-1 HIV-2
Strain iI1B CBL20 Cytotoxicity 1
ECe {ug/mI] >27.5 >27.5 CCg (ug/mi} | 27.5 |
Antiviral Activity -
Virus HSV-1 HSV-2
Strain F MS Cytotoxicity ]
ECsy (ug/m) >214.4 >214.4 CCq lug/ml} | 214.4 |
Antiviral activity
Virus Polio=1 Cox-B3 VSV
Strain BR Nancy indiana Cytotoxicity
ECqo (ug/mi) >300.00 >300.00 >300.00 CCeo (ug/ml) | >300.00
[Tissue Factor Inhibitory Activities |
\CS0/TF wunit (ug) >100 1
YKGE137 (#wwns)
Cell cytotoxicity _ Cells (Net Growth,%) —
CONC. (ug/ml) A549 SK-OV-3 SK-MEL-2 XF498 HCT_1.5
25.00 98.09 94.85 86.27 93.13 74.25
50.00 93.26 104.88 34.71 76.77 -27.95
100.00 48.62 52.66 -30.69 26.69 -77.20
200.00 6.02 ~29.23 -92.81 -25.71 -B82.45
Antiviral Activity
Virus HIV-1 HiV-2
Strain 18 CBL20 Cytotoxicity |
ECgp (ug/ml) >79.5 >79.5 CCe (ug/ml) | 79.5 |
Antiviral Activity —
Virus HSV-1 HEV-2
Strain F MS Cytotoxicity |
ECs (ug/ml) >300.00 >300.00 CCeo (ug/mt) | >300.00 |
Antiviral activity
Virus Polio-1 Cox-83 VSV
Strain BH Nancy Indiana Cytotoxicity
ECgo (ug/mIy >300.00 >300.00 >300.00 CCg (ug/mi} | >300.00
|Tissue Factor Inhibitory Activities |
IC50/TF unit {ug) >100 |

a50




YKOQ7001 (»=+++)

Cell cytotoxicity

Celis (Net Growth, %)

CONC. {ug/m!) A549 SK-MEL-2 SW620 Uo-31
§0.00 §3.03 33.84 21.98 -95.77
100.00 8.65 -12.91 ~-68.54 -85,77
Antiviral Activity ¢
Virus HIV-1 HL/—2
Strair g CBL20 Cytotoxicity ]
ECslug/mi) >157.50 >157,50 CCglug/mi) | 157,65 |
Antiviral Activity o
Virus HSV-1 H8V-2
Strain F MS Cytotoxicity |
ECgo{ug/ml) >213.63 3513.53 CCE_o(uu/mI) I 213,53 i
Tigsue Factor inhibitory activities
Clotting Time
TF X 1 TF O ICi/TFW
2'04" | 2'12" -
YK9O7002 (v==x+)
Cell cytotoxicity Cells (Net Growth, %)
CONC. {ug/ml) AB49 SK-MEL-2 SW620 Uo-31
50 90.84 46.2 80.62 57.87
100.00 63.53 -59.54 24,82 25.13
Antiviral Activity
Virus HIV-1 HIV~2
Strain 1118 CBL20 Cytotoxicity }
ECeotug/mi) >220.51 >220.51 CCgolua/m} __ | 220.51 ]
Antiviral Activity .
Virus HSV-1 H8V-2
Strain F _MS Cytotoxicity |
ECgfug/ml) >286.42 >286.42 CC,g_g(ug/mI) 1 286.42 |
Tissue Factor inhibitory activities
Clotting Time
TF X TF O 1Cso/ TF o
211" 1'08" =
YK97003 (»=vvv)
Cell cytotoxicity Cells (Net Growth, %)
CONC. (ug/ml) A549 SK-MEL-2 SW620 U0-31
50.00 97.00 78.68 103.17 55.13
100.00 91.35 60.23 94.35 49.35
Antiviral Activity
Virus HIV-1 HIV-2
Strain 1B CBL20 Cytotoxicity |
ECgotug/mi) >300.00 >300.00 CCpgolup/ml) | 300 |
Antiviral Activity - .
Virus HSV-1 HSV-2
Strain F MS Cytotoxicity |
ECgo{ug/mi) >300.00 >300.00 CCgolug/ml) | 300 1
Tissue Factor inhibitory activities
Clotting Time
TF X TFO 1Cgo/ TF s
2'08" 1'16" 40.00

a51



YKQ7004 {#+%xx)

ab2

Cell cytotoxicity Cells (Net Growth,%) _
CONC. (ug/ml) A549 SK-MEL-2 SW620 Uo-31
25.00 56.33 21.34 49.42 41.52
50.00 N -17.29 -93.67 -94.98 -49.83
100.00 -80.04 -94.75 ~06.69 ~-93.96
Antiviral Activity
Virus Hiv-1 Hl\_/;2
Strain s CBL20 Cytotoxiclty
ECgo{ug/ml) >58.43 >53.43 CCgolug/mly | 58.43
Antiviral Activity .
Virus HSV-1 HSV-2
Strain F MS Cytotoxicity -
ECso(ug/ml} >50.12 >80.12 CCgolug/mi) | 50.12
Tissue Factor inhibitory activities
Clotting Time
TF X TF O 1Cs0/ TFyny
2'20" 110" 2.50
YKO7005 (»vwwr)
Cell cytotoxicity Cells (Net Growth, %)
CONC. {ug/ml) A549 SK-MEL-2 SW620 UO-31
50.00 89.33 53.63 §2.M 72,52
100.00 73.65 15.95 52.87 49.81
Antiviral Activity
Virus HIV-1 HIvV-2
Strain 1B CBL20 Cytotoxicity
ECQSuaﬁnl) >264.33 >264.33 chclm() 1 254.33
Antiviral Activity
Virus HSV-1 HSV-2
Strain F MS Cytotoxicity
ECsotug/mi) >175.40 >175.40 CCm(uc/ml) ] 175.4
Tissue Factor Inhibitory activities.
Clotting Time
TF X TF O 1Ceo/ TFuniy
1'54" | 1'20" 3.48
YKQ7006 (»+wx+)
Cell cytotoxicity Cells (Net Growth, %)
CONC. (ug/mi) A549 SK-MEL-2 SW620 UO-31
50.00 89.63 48.41 86.92 50.60
100.00 52.52 -8.43 44.85 0.78
Antiviral Activity
Virus HIV-1 Hv-2
Strain 1) CBL20 Cytotoxlclt_y N
ECgolug/ml) >142.39 >142.39 CCgolug/ml) | 142,39
Antiviral Activity
Virus HSV-1 HSV-2
Strain _fF MS Cytotoxicity
ECgo(ug/ml) >223.78 >223.78 CCeqluig/ml) | 223.78
Tissue Factor inhibitory activities
Clotting Time
TF X | TF O ICQ/TFW.
CIRY | 53 -




YKQ7007 (xwwws)

a53

Cell cytotoxicity Celis (Net Grawth,%_)
CONC. {ug/ml} A549 SK~MEL~2 SW620 U031
50.00 97.51 75.28 96.52 72.21
100.00 75.41 38.28 36.71 43.27
Antiviral Activity
Virus HiV-1 HIV-2
Strain [I[E) CBL20_ Cytotoxicity . 1
ECgo(ug/mi) >207.28 >207.28 CCelug/ml) i 207.28 1
Antiviral Activity
Virus HSV-1 HEV-2
Strain F MS Cytotoxicity ]
ECeolug/m)) >190.00 >190.00 CClug/m)___| 180 |
Tissue Factor inhibitory activilies
Clotting Time
TF X TF O !CEQ/TFW,
2'00" 1'30" 4.00
YKI7008 (»vnxw)
Cell cytotoxicity Cells (Net Growth,%) _
CONC. {ug/ml} A549 SK—ME_L:Z SW620 Uo-31
50.00 3.12 -38.39 11_.03 9.33
100.00 ~29.32 ~81.31 -50.42 ~-83.07
Antiviral Activity
Virus HIV-1 HIv-2
Strain ii8 CBL20 Cytotoxicity |
ECglug/ml) >52.70 552.70 CCeglug/m ] 52.7 1
Antiviral Activity
Virus HSV-1 HSV-2
Strain F - MS_ Cytotoxicity —_ |
ECqolug/ml) >88.65 >88.65 CCgolug/ml) 1 88.6 ]
Tissue Factor inhibitory activities
Clotting Time
TF X TFO ool TF g
2'15" 2'06" 5.43
YKO7008 (*«xxx)
Call cytotoxicity Cells (Net Growth, %)
CONC. {ug/ml) A549 SK-MEL-2 SWE20 uo-31
25.00 £88.91 22.65 §7.81 ﬁ,BS
50.00 39.37 2.55 18.66 26.01
100.00 6.90 -40.24 5.81 6.26
Antiviral Activity
Virus HIV-1 H_IY-Z
Strain g CBL20. Cytotoxicity 1
Eci(uqlml) >46.13 >46.13 CCH&JO/mI) |} 46.13 |
Antiviral Activity —
Virus HSV-1 HSV-2
Strain F MS Cytotoxicity _ |
ECgo(ug/ml} >244.89 >244.89 CCgolug/ml) | 244.89 1
Tissue Factor inhibitory activities
Clotting Time
TF X TF QO 1C50/ TF ot
1'67" 1'15" 30.00



YKQ7010 (w#nnx)

ab4

Cell cytotoxicity Cells (Net Growth, %)
CONC. (ug/ml} A549 SK-MEL-2 SW620 U0-31
50,00 88.84 ~11.82 31.17 52.35
100.00 44.81 ~75.22 —-4.88 15.40
Antiviral Activity
Virus HV=1 HV-2
Strain B CBL20 Cylotoxicity 1
ECglug/ml) >206.31 >2086.31 CCpolua/ml) 1 206,31 1
Antlviral Activity .
Virus HSV-1 HSV-2
Strain F MS Cytotoxicity |
ECg(ug/ml] 145.14 >145.14 CCpolug/mi} | 145.14 1
Tissue Factor inhibitory activities
Clotting Time
TF X TF O TCoal TF oy
2'32" 2'05" 1.39
YKG7011 (wnwnn)
Cell cytotoxicity Cells (Net Growth, %)
CONC. {ug/ml} A549 SK~MEL-2 SW620 UO-31
50.00 96.21 80.61 96,54 70.74
100.00 95.72 66.04 96,01 64.94
Antiviral Activity
Virus HIV-1 HIV-2
Strain [[I[:] CBL20 Cytotoxicity |
ECg {ug/mi) >300.00 >300.00 Ccﬂﬁlclml) | 300 |
Antiviral Activity -
Virus HSV-1 HSv-2
Strain F __MS Cytotoxicity |
ECqg (ug/mi) >300.00 >300.00 CCeq {ug/mi) { 300 ]
Tigsue Factor inhibitory activities
Clotting Time }
TF X TF O 1Ceo/TF ™
2'17° 55" -
YKG7012 (#xwww)
Cell cytotoxicity ___Gells (Net Growth, %)
CONC. {ug/ml) A549 SK-MEL-2 SW620 UO-31
50.00 95.84 67.05 93.99 75.19
100.00 92.00 28.06 87.41 69.41
Antiviral Activity
Virus HIV-1 HIV-2
Strain I8 CBL20 Cytotoxicity |
ECsp (ug/mi) >300.00 >300.00 ccﬁ (ug/mi} | 300 |
Antiviral Activity
Virus HSV-1 HSV-2
Strain F MS Cytotoxicity ]
ECso (ug/ml) >300.00 >300.00 CCg {ug/mI) I 300 ]
Tissue Factor inhibitory activities
Clotting Time
TF X TF O ICEQITF.W
1'59" 1'02° -




YKO7013 (#xwwe)

Cell cytotoxicity Cells (Net Growth, %)
CONC. {ug/ml) A549 SK~-MEL-2 SW620 UO-31
50.00 72.56 48.46 58.40 57.95
100.00 36.56 26.84 36,54 46.01
Antiviral Activity
Virus HIV-1 HIV-2
Strain 11i8 CBL20 Cytotoxicity 1
ECso{ug/mt) >233.40 >233.40 CGgplua/ml) | 233.4 |
Antiviral Activity
Virus HSV-1 HSV-2
Strain F MS Cytotoxicity |
ECgo(ug/ml} >300.00 >300.00 CCyolug/ml) | 300 |
Tissue Factor inhibitory activitias
Clotting Time
TF X TF O TCooTF i
217" 51" -
YKOTO014 (wwsws)
Cell cytotoxicily Cells (Not Growth,%)
CONC. (ug/ml) A549 SK~-MEL-2 SW620 UQ-31
50.00 £,75 ~43.48 10.50 65.55
100.00 22.44 -78.77 ~43.44 12.82
Antiviral Activily
Virus HIV-1 HIv-2
Strain B CBL2D Cytotoxicity |
ECg{ug/m1) 83,93 90.45 CCglug/mt) | 160.57 |
Antiviral Activity
Virus H5V~1 HSV-2
Strain F MS_ Cytotoxicity |
ECgoug/mN) >140.,51 57.59 CCelug/mil | 140.51 ]
Tlssue Factor inhibitory activities
Clotting Time
TF X i TF O 1Ceo/TFyn
2'23" | 2'32" 0.30
YKG7015 (xxwws)
Cell eytotoxicity Cells (Net Growth, %)
CONC. {ug/m!) A548 SK-MEL-2 SW620 Uo-31
50.00 94.08 68,61 94.33 61.13
100.00 43.66 ~-40.70 12.87 14.49
Antiviral Activity
Virus HIv-1 HIV:_2
Strain 1118 CBL20 Cytotoxicity |
ECeo >42.13 >42.13 CCso 3213 |
Antiviral Activity
Virus HSV-1 HSV~2
Strain F M3 Cytotoxicity ]
ECQ >261.73 >261.73 CCso 261.73 |
Tissue Factor inhibitory activities
Clotting Time
TF X { TF O 1Cs0/ T Funi
CRYE 1 iy -

abs




YKO7016 (wwwws)

Call cytotoxicity

Cells (Net Growth, %)

ab6

CONGC. (ug/mi) A549 SK-MEL-2 SW620 Uo-31
50.00 76.30 47.61 93.22 56.57
100.00 62.19 21.87 75.10 45.40
Antivirat Activity
Virug HIV-1 Hiv-2
Straln : H3 CBL20 Cytotoxicity |
ECgo >300.00 69.84 CCeo_ | >300.00 |
Antiviral Activity —
Virus HSV-1 H8v-2
Strain F MS Cytotoxicity ]
EC, >300.00 >300.00 CC, | >300,00 |
50 £0
Tissus Factor Inhibitory activitias
Clotting Time
TF X TF O 1Co0/ TFuny
1'46" 101" -
YKQ7017 (svews)
Cell cytotoxicity — Calls {Net Growth, %)
CONC. J(_uo/ml) AS549 SK—M_E_E.—2 SW620 Uo-31
12.50 18.71 40.26 75.9_4 25.02
25.00 6.28 14.32 31.29 5,12
50.00 -7.19 -32.21 2.63 - . =14.16
100.00 -74.41 ~87.95 -52.99 -50.43
Antiviral Activity
Virus Hiv-1 Hiv-2
Strain ne_ CBL20 Cytotoxicity }
ECso >1.76 >1.76 CCpo 1 1,76 |
Antiviral Activity — .
Virus HSV~1 HSY_:Z
Strain F MS Cytotoxicity |
£C, >27.22 >27.22 CCpo 27.22 ]
£ 2
Tissue Factor inhibitory activities
Clotting Time
TF X TF O ICQ/TF\,,‘,l
1'45" 55" -
YKO7018 (#xewx)
Cell cytotoxicity _Cells (Net Growth, %}
CONC. (ug/mi) A549 SK-MEL-2 SW6__2_(l U0-31
$0.00 87.63 -51,51 17.56 50.04
100.00 54,59 -78.38 -24.59 7.21
Antiviral Activity
Virus HIV-1 HIV-2
Strain 1B CBL20 Cytotoxicity 1
ECq _ >182.88 >192.88 Tl T 192.88 1
Antiviral Activity
Virus HSV-1 HSV-2
Strain F MS Cytotoxicity |
EC§_9 >300.00 >300.00 CCﬂ | >300.00 {
Tigsue Factor inhibitory activities
Clotting Time
TFE X i TF O ICE/TFW,
158" { 167" 4.72



YKIT019 (wwwwn}

Cell cytotoxicity

Cells (Net Growth, %)

as7

CONC. {ug/mi} A549 SK~-MEL~2 SW620 U0-31
25.00 48.74 35.90 35.88 40.3_0
50 00 -19.23 ~61.70 11.17 1.59
100.00 -75.66 ~83.94 -2.06 -84,83
Antiviral Activity
Virus HIV-1 HIV-2
Strain e CBL20 Cytotoxicity |
ECso_ >52.59 >52.59 CCy T 52.50 |
Antiviral Activity o -
Virus HSV-1 HSV-2
Strain F MS Cytotoxicity — |
ECa >51.96 >51.96 CCy | 51.06 |
Tissue Factor inhibitory activities
Clotting Time
TF % | TF O ICEQFM
715" [ 57" -
YKB7020 (#+«+)
Cell cytotoxicity Cells {Net Growth, %}
CONC. {ug/ml) A549 SK-MEL-2 SW620 Uo-31
50.00 100.63 59.61 96.09 66.99
100.00 97.91 15.64 €9.18 ~-11.74
Antiviral Activity
Virus HIv-1 HIvV-2
Strain 1B CBL20 Cytotoxicity |
Ecﬁ >51.81 >61.81 CC& | 51.81 ]
Antiviral Activity
Virus HSV-1 HS,\L-Z
Strain F MS Cytotoxicity |
ECygo >300.00 >300,00 CCso 1 >300.00 ]
Tissue Factor inhibitory activities
Clotting Time
TF x TF O 1Cop/ TFyny
1'62" 50" -
YKO7021 (#w#ns)
Cell cytotoxicity Celis (Net Growth, %)
CONC. (ug/ml) AS549 SK-MEL-2 SWE20 U0-31
50.00 102.23 72.74 36.50 82.25
100.00 24.17 20.21 0.72 64.41
Antiviral Activity
Virus HiV-1 HIV-2
Strain [I=} CBL20 Cytotoxicity 1
ECs >46.56 >46.56 CCso T 46.56 1
Antiviral Activity
Virus HSV-1 HSV-2
Strain F MS Cytotoxicity 1
ECso >159.44 85.7 CCs 159.44 -}
Tissue Factor inhibitory activities
Clotting Time
TF X TF O 1C50/TFunt
2'44" 2'55" 0.13



YK97022 (+#wwn)

Cell cytotoxicity

Cells (Net Growth, %)

ab8

CONC. {ug/mi) A549 SK-MEL-2 SW620 Uo-31
50.00 97.69 50.14 89.70 86422
100.00 92.02 ~8.22 56.26 57.08
Antiviral Activity
Virus HIV-1 HIV-2
Strain - e CBL20 Cytotoxicity ]
ECso >111.81 >111 81 CCe 111.81 1
Antiviral Activity —
Virus HSV-1 HSV-2
Strain F MS Cylotoxicity |
ECgp >300.00 219,09 CCgo | 300 |
Tissue Factor inhibltory activities
Clotting Time
TF X TF O TCsql TF g
2'34" 1'08" ~
YKB7023 {«vwws)
Cell cytotoxicity Cells (Net Growth, %)
CONC. {ug/m1) A549 SK-MEL-2 SW620 uo-31
25,00 102.69 38 33 73.53 89,38
§0.00 99 .85 ~73 93 -82.22 64.19
100.00 86.66 ~59.93 -88.35 17,12
Antiviral Activity
Virus Hiv-1 Hiv-2
Strain 33 CBL20 Cytoloxicity I}
ECsx >41.57 >41.57 CCesy { 41,67 |
Antiviral Activity . —
Virus HSV-1 HSV-2
Strain F MS Cytotoxicity ]
ECQ >300.00 >296.92 CCe | 300 |
Tissue Factor inhibitory activities
Clotting Time
TF X TF O ICEQ/TFW,
2'40" 1'35" 2.07
YKQ7025 («#swx)
Cell cytotoxicity Cells (Net Growth, %)
CONC. {ug/ml) AS549 SK-MEL-2 SWe20 UO-31
50,00 0.00 0.00 0.00 0.00
100.00 0.00 0.00 0.00 0.00
Antiviral Actlvity
Virus HIV-1 HIV-2
Strain B CBL20 Cylotoxicity |
ECq >8,53 >8,53 CCe 1 8.53 |
Antiviral Activity
Virus HSV-1 HS\_/:Z
Steain F MS Cytotoxicity |
ECqg >44.19 >44.19 CCx T 43.19 |
Tissue Factor inhibitory activities
Clotting Time
TF X TF O 1Cs0/TF



YKQ7026 («+«e»)

GCell cytotoxicity

Cells (Net Growth, %)

CONC. (ug/ml) A549 SK-MEL-2 SW620 Uo-31
25.00 19,28 ~73.13 2.86 10.9_8
50.00 5.08 -87,72 3.09 5.62
100.00 -17.57 -90,74 -98.77 -97.74
Antiviral Activity
Virus HIV-1 Hl_V;Z
Strain B CBL20 Cytotoxicity 1
ECso >300.,00 >300,00 CCro T >300.00 1
Antiviral Activity
Virus HSV-1 HSV-2
Strain F MS Cytotoxicity |
ECgo >300.00 >300.00 CCso | >300.00 |
Tissue Factor inhibitory activities
Clotting Time
TF X TF O 1Cs0/TFyny
2'30" 2'12" 1.61
YKQT7027 (wwwxs)
Cell cytotoxicity Cells (Net Growth, %)
CONC. {ug/ml) A549 SK-MEL-2 SW620 UO-31
50.00 97.03 87.64 105.67 94.90
100.00 88.65 68.63 90.60 75,26
Antiviral Activity
Virus HIV-1 HIV-2
Strain 1118 CBL20 Cytotoxicity 1
ECso >199.63 >199.63 CCq T 199.63 |
Antiviral Activity —
Virus HSV-1 HSV-2
Strain F MS Cytotoxicity |
ECg >300.00 >300.00 CC@ | >300.00 |
Tissue Factlor inhibitory activities
Clotting Time
TF X |} TF O 1Cs0/ TFuny
TG I TS0 -
YK97028 (wawwx)
Cell cytotoxicity . Celis (Nat Growth, %)
CONC. {ug/ml) A549 SK-MEL-2 SW620 UO-31
50.00 100.72 77.50 94.78 )8_5_.40
100.00 96.86 16,50 71,42 69.70
Antiviral Activity
Virus HIV-1 HIV-2
Strain 1B CBL20 Cytotoxicity |
ECso >199.63 >199.63 CCEL 199.63 |
Antiviral Activity —
Virus HSV-1 HSV-2
Strain F _MS Cytotoxicity I}
ECsgs >300.00 299.38 CC& | 300 |
Tissue Factor inhibitory activities
Clotting Time
TF X TF O IC&/TFU,‘..
I 75" -

ab9



YKO7029 (wwws)

Cell cylotoxicity

Cells (Net Growth, %)

CONC. (ug/ml) A549 SK-MEL-2 SWe20 UO-31
50.00 100.31 77.39 100.03 86.37
100.00 99.76 37.85 71.04 78.32
Antiviral Activity
Virus HIV-1 HIV-2
Strain i _CBL20 Cytotoxicity
ECQ >251.75 >251,75 CCE 251.75
Antiviral Activity —
Virus HSV-1 +SV-2
Strain F M3 Cytotoxicity
ECeo >300.00 >209.38 CCyx } 127.4
Tissue Factor inhibitory activities
Clotting Time
TF X T TF O ICqolTFyy
2'37" 1 1'16" ~
YK97030 (wwsw+)
Cell cytotoxicity Cells (Net Growth, %)
CONC. (ug/mi) A549 SK~-MEL-2 _Swe20 Uo-31
50.00 48.26 15.08 29.15 39.56
100.00 0.44 -94.61 -~37.27 -50.91
Antiviral Activity
Virus HIV-1 HIv-2
Strain 118 CBL20 Cytatoxicity
ECE >53.36 >53.36 CC§9 ] 53.36
Antiviral Activity
Virus HSV-1 HSV-2
Strain [ MS Cytotoxicity
ECg >127.40 >127.40 CCQ | 127.4
Tissue Factor inhibitory activities
Clotting Time
TF X TF O 1Cgo/ TFyny
2'32" 1'10" -
YKOTO31 {wwwes)
Cell cytotoxicity Cells (Net Growth, %)
CONE, (ug/ml) A549 SK:MEL—Z SW620 U0-31
50.00 101.99 90,40 102.63 83.97
100.00 97.00 79.33 103.16 72.21
Antiviral Activity
Virus HiV-1 HIV-2
Strain [II[:] CBL20 Cytotoxicity
ECgp >300.00 >300.00 CCq | >300.00
Antiviral Activity
Virus HSV~1 HSV-2
Strain F MS Cytotoxiclty
ECso >300.00 >300.00 CCg | >300.00
Tissue Factor inhibitory activities
Clotting Time
TF X TF O Ceo/ TF, it
2'30" 1'03" -

a6l




YK97032 (s +»+)

Cell cytotoxicity

Celis (Net Growth, %)

a61

CONC, {ug/mi) Ab49 SK-MEL-2 SW620 U0-31
50.00 99.56 ~22.22 73,(81 55.21
100.00 84.31 -94.61 ~39.73 2.19
Antiviral Activity
Virus HLV_—1 ﬂV—Z
Strain s CBL20 Cytotoxicity ]
ECQ >58.35 >58.35 CC§9 58.35 1
Antiviral Activity o
Virus HSV-1 HSV-2
Strain [ MS Cytotoxicity i
EC§g >300.00 >300.00 CC§Q | >300.00 )
Tissue Factor inhibitory activities
Clotting Time
TF % TF O TCeol TFons
555" 709" p
YK97033 (##wws}
Cell cytotoxicity Cells (Not Growth, %}
CONC. (ug/ml} A549 SK~-MEL-2 SW620 UO-31
50.00 91.95 93.66 106.77 82.18
100.00 77.00 81.25 101.72 64.29
Antiviral Activity
Virus HIV-1 HIV-2
Strain 1B CBL20 Cytotoxicity |
ECs >300.00 >300.00 CCsp >300.00 |
Antiviral Activity
Virus HSV-1 HSV-2
Strain F _MS Cytotoxicity ]
ECso >300.00 >300.00 CCeo I >800.00 |
Tissue Factor inhibitory activities
Clotting Time
TF x TF O TCsol 1F ot
T 05" -
YKQ7035 (ww=#s)
Cell cytotoxicity Cells (Net Growth, %)
CONC. (ug/ml) A549 SK-MEL-2 SW620 UO-31
50.00 36.63 47.25 45.42 68.84
100.00 5.98 -57.34 6.33 12,62
Antiviral Activity
Virus Hiv-1 HIV-2
Strain 1118 CBL20 Cytotoxicity |
ECso >117.42 13.375 CCeo. | 117.42 |
Antiviral Activity _
Virus HSV-1 HSV-2
Strain F MS Cytotoxicity |
ECs >146.26 >146.26 CCso 146.26 |
Tissue Factor inhibitory activities
Clotting Time
TF X TF O 1Cs0/ TFyna
2'65" 1'30" 45.00



YKG7036 («#*#x)

YKO7037 (#wwwx)

Cell cytotoxicity Cells (Net Growth, %)
CONC. {ug/ml) A549 SK-ME};-Q SW620 UO-31
50.00 93.41 51.82 85.82 81.21
100.00 74.18 -25.51 37.13 57.09
Antiviral Activity
Virus HIV-1 Hiv-2
Strain 1118 CBL20 Cytotoxicity l
ECﬂ >58.35 >58.35 CCQ 58.353
Antiviral Activity — —
Virus HSV-1 HSV-2
Strain F MS Cytotoxicity |
ECes >300.00 >300.00 CCy >300.00 |
Tissue Factor inhibitory activities
Clotting Time
TF X | TF O ICﬂ/TFum,
240" | 104" =~

a2

Cell cytotoxicity Calls (Net Growth, %) __
CONC. (ug/mi) A549 SK~-MEL-2 SWE20 Uo-31
25.00 92.49 1.1 15‘1§_ 78.42
50.00 71.22 ~80.18 ~74.05 63.22
100.00 8.62 -67.68 -84.28 0.07
Antiviral Activity
Virus HIV-1 Hiv-2
Strain B CBL20 Cytotoxicity |
EC.o >48.49 >48.49 CCeo 48.494 |
Antiviral Activity
Virus HSV~1 HSV-2
Strain F MS Cy ] |
EC;,_Q >184.37 >184.37 CCy | 184.37 |
Tissue Factor inhibitory activities
Clotting Time
TF x TF O ICﬂ/_'I_'E.,,.,,
2'54" 1'20" -
YK97038 (++#+)
Celf cytotoxicity Calls (Net Growth, %)
CONC. (ug/ml) AS549 SK-MEL-2 SW620 uo-31
25.00 83.73 37.17 54,2_5 82.40
50,00 51.66 =29.98 15.62 6681
100.00 19.70 -70.27 -45.04 33.66
Antiviral Activity
Virus HIV-1 HiV-2
Strain ) CBL20 Cylotoxicity - )
ECso >63.31 >53.31 CCJ 53.308 |
Antiviral Activity _
Virus HSV-1 HSV-2 .
Strain F MS Cytotoxicity |
ECro >158.36 >158.36 Cleo I 158.36 |
Tissue Factor inhibitory activities
Clotting Time
TF X TF O 1Cso/TFuny
2'35" 2'55" 0.29



YKQ7039 («www}

Cell cytotoxicity

Cells {Net Growth, %)

CONE. {ug/ml) AS549 SK-MEL-2 SW620 Uo-31
50.00 101;1_5 20.49 85.87 97.62
100.00 95,59 -48.08 29.47 82.85
Antiviral Activity
Virus HIV-1 HivV-2
Strain (118 CBL20 Cytotoxicity
ECeo >214.15 83.332 CC& 214.15
Antiviral Activity —
Virus HSV-1 HS\L—Z
Strain F MS Cytotoxicity
ECEO' 183.99 192.92 CCso >300.00
Tigsue Factor inhibitory activities
Clotting Time
TE X { TF O 1Cs0/ TF ot
2'31" } 1'35" -
YKG7040 {(wwwws)
Cell cytotoxicity Cells (Net Growth, %)
CONC. {ug/mi) AB49 SK-MEL-2 SW620 UQ-31
6.25 101,90 39.48 68.82 108.12
12.50 103.07 17.36 40,54 95.83
25,00 102.63 ~-79.70 ~-24.40 83.49
50.00 100.77 ~77.16 -89.99 43.34
100.00 ~-34,73 -67.90 -83.45 2.84
Antiviral Activity
Virus HivV-1 HIv-2
Strain ] C8L20 Cytotoxicity }
EC& >48.49 >48.49 CCQ 1 46.908 |
Antiviral Activity
Virus HSV-1 Hsy_—a
Strain F _MS Cytotoxicity |
ECg 266.65 262.1 CCq >300.00 |
Tissue Factor iInhibilory activiies
Clotting Time
TF X TF O 1Cs0/TFyna
1'40" 2'00" 0.67
YKO7041 (xnnnw)
Call cytotoxicity _Cells (Net Growth, %)
CONC. (ug/mi) A549 SK-ME.—? SW620 UO-31
50.00 102.78 87.83 103.58 77.61
100.00 98.59 46.30 85.94 62.34
Antiviral Activity
Virus HI_V_—_1 HIV-2
Strain 1B CBL20 Cytotoxicity ]
EC§_0 >201.10 >201.10 @Q 201.1 |
Antiviral Activity
Virus HSV-1 HSV-2
Strain F MS Cytotoxicity |
ECso >300.00 >300.00 CCeo | >300.00 ]
Tissue Factor inhibitory activities
Clotting Time
TF X | TF O {C o/ TFuny
158" | 102" -

a63




YKQ7042 (avwws)

Cell cytotoxicity . Gells {Net Growth, %)
CONC. (ug/mi} A549 SK-MEL-2 SW620 LJO-31
50.00 76.34 44.49 ‘6_5‘59 84.77
100.00 50.61 ~85,78 20.21 50.46
Antiviral Activity
Virus HiV-1 Hiv-2
Strain [1I:] CBL20 Cytotoxicity -
ECgo >75.08 >75.08 CCEQ 75.083
Antiviral Activity
Virus HSV-1 HSV-2
Strain F MS Cylotoxiclty
ECg >300.00 >300.00 CCﬂ >300.00
Tissue Factor inhibitory activities
Clotting Time
TF % TF O (Coo/TF s
2'31" 1'04" -
YK97043 (»veus)
Call cytotoxicity Calls (Net Growth, %)
CONC. (ug/ml) A549 SK-MEL~2 SWEB20 UO-31
50.00 81.23 76.21 101.85 83.40
100.00 52.82 27.08 91.83 48.22
Antiviral Activity

Virus HIV_—1 HIV-2

Strain ] CBL20 Cytotoxicity

ECJQ >242.44 >242.44 CCE 242.44
Antiviral Activity

Virus HSV-1 HSV-2

Strain F MS Cytotoxlcity

ECs >300.00 >300.00 CCqy I >300.00
Tissue Factor inhibitory activities

Clotting Time
TF X TF O oo/ gy
2'20" 1'08" -
YKO7045 (#+=sv)
Cell cytotoxicity Cells (Net Growth, %)
CONC. {ug/mi) AB49 SK-MEL-2 SWe20 U031
50.00 91.74 9_5.39 106£6 93.71
100.00 71.92 68.13 95.26 76.03
Antiviral Activity

Virus HIV-1 HIV-2

Strain 1118 CBL20 Cytotoxicity

ECso >180.56 >180.56 CCy | 180.56
Antiviral Activity _ —

Virus HSV-1 HSV-2

Strain F MS Cytotoxicity

ECE >300.00 >300.00 CCE | >300.00
Tlssue Factor inhibitory activities

Clotting Time
TF X TF O 1Ce0/ TFun
70" 58" -

a4




YKOT7046 (wwsww)

Cell cytotoxicity

Cells {Net Growth, %)

aés

CONC. (ug/mi) A549 SK-MEL-2 SW620 U0-31
25.00 96,39 -11.66 70.72 44.45
50.00 83.19 ~75.08 ~61.70 —67.56
100.00 37.87 ~69.23 -91.07 -B89.19

Antiviral Activity

Virus Hiv-1 Hiv-2 . B

Strain B __ CBL20 Cytotoxicity

ECg >45,86 >45.86 CCrp | 45.86
Antiviral Activity _

Virus HSV-1 HSV-2

Strain F MS Cytotoxicity

ECs >239.03 >239.03 CCso 1 239.03
Tissue Factor inhibitory activities

Clotting Time
TF X TF O {Coo/ TFuns
2'13" 1'40 11.33
YKO7047 (sexse)

Call cytotoxicity _Cells (Net Growth, %)

CONC. (ug/ml) A549 SK-MEL~2 SW620 yo-31
50.00 91.84 85.02 103.69 101.50
100.00 68,53 52.48 41.64 81.48

Antiviral Actlvity
Virus HIV-1 HIV-2
Strain B CBL20 Cytotoxicity
ECso >208.47 >209.47 CCqo 208.47
Antiviral Activity
Virus HSV-1 HSV-2
ﬂraln F _h_/ls Cytotoxlcity
ECs 263.51 259.54 CCpo { >300.00
Tissue Facior Inhibitory activilias
Clotting Time
TF X T TF O 1o T F oo
2'04" | 1'63" 5.20
YKQ7048 (»#www)
Cell cytotoxicity Cells {Net Growth, %)
CONC. (ug/m) A549 SK~MEL-2 SW620 UQ-31
$0.00 13.16 -93.24 1.16 28.92
100.00 =74.49 -83.68 -99.46 -87.92
Antiviral Activity
Virus HIV-1 HiV-2
Strain 1118 CBL20 Cy i
ECqo >57.59 >57.59 CCso | 57.594
Antiviral Activity
Virus HSV-1 HSV-2
Strain [3 MS Cytotoxicity
ECego >58.98 >58.98 CCeq 58.98
Tissue Factor inhibitory activities
Clotting Time
TF X TF O 1Cs0/TF i
2'10" 2'35" 3.89



YKB7049 (v ew+)

Cell cytotoxicity

Cells (Net Growth, %)

CONC. (ug/ml) A540 SK-MEL~2 SW620 U0O-31
50.00 81.62 58.31 84.54 63.31
100.00 40.05 1,17 50.30 3.56
Antiviral Activity
Vius Hiv-1 HIV-2
Strain 1118 CBL20 Cytotoxicity }
ECqp >53,89 >63.89 CCe | 53,602 |
Antiviral Activity . .
Virus HSV-1 HEV-2
Strain F MS Cytotoxicity ]
ECQ >231.74 >231.74 CC§9 | 231.74 1
Tissue Facior inhibilory activities
Clotting Time
TF % TF O ¢ 1Ceo/TFyn
232" 112" -
YKS7050 {#+ww+)
Cell cytotoxicity Cells (Net Growth, %)
CONC. {ug/ml) A549 SK-MEL—Z SW620 Uo-3t
50.00 99.64 22.93 80,90 79.46
100.00 95.96 -83,45 28.80 5.80
Antiviral Activity
Virus HIV-1 HIvV-2
Strain g CBL20 Cytotoxicity |
ECg >202.15 >202,15 CCe 1 202.15 |
Antiviral Activity
Virus HSV-1 HSV-2
Strain £ MS Cytotoxicity 1
ECy >300.00 >300.00 CCes | >300.00 }
Tissue Faclor inhibitory activities
Clotting Time
TF X TF O 1Cso/ TFupnq
744" | 129" 3.14
YKQ7051 (xexvx)
Cell cytotoxicily Calis (Net Growth, %)
CONC. (ug/ml) AB49 SK-MEL-2 SW620 Uo-31
50.00 37.29 -61.54 31.98 26.45
100.00 10,47 -72.73 3.70 ~80.02
Antiviral Activity
Virus Hlb HIV-2
Strain B CBL20 Cytotoxicity ]
ECe >52.78 >52.78 CCq 52.778 |
Antiviral Activity
Virus HSV-1 HSY:Z
Strain F MS Cytotoxicity |
ECsq >142.27 >142.27 CCgp 142.27 |
Tissue Factor inhibitory activities
Clotting Time
TF X TF O 1Cs0/ TF ooy
3'04" 314" 1,19

a66



YKG7052 (wwwws}

Cell cytotoxicity

Cells (Net Growth, %}

ab7

CONC. (ug/ml) A549 SK-MEL-2 SW620 UO-31
50.00 48.08 22.97 68.71 33.88
100.00 1.21 ~96.10 -75.64 ~-26.80
Antiviral Activity
Virus HIV-1 HIV~2
Strain g CBL20 Cytotoxicity 1
ECQ >55.24 >55.24 CC§9 I 65.241 ]
Antiviral Activity
Virus HSV-1 H8v-2
Strain F MS Cytotoxicity 1
ECsp >81.26 >81.26 CC&L | 81.26 |
Tissue Factor inhibitory activities
Clotting Time
TF X TF O TCa/ Ty
2'39" 1'04" -
YKO7053 (wawws)
Cell cytotoxicity Calls (Net Growth, %)
CONC. {ug/ml) A549 SK-MEL-~2 SW620 !29—31
50.00 69.31 §1.56 95.62 88.20
100.00 15.94 12.51 32.32 24.42
Antiviral Activity Cytotoxicity
Virus HIV-1 Hiv-2 CC& 9.17
Strain 1B CBL20
ECs >69,17 -~ >69.17
Antiviral Activity Cytotoxlcity
lirus HSV-1 HSjV—Z CCE 1 211.7
Strain F MS
ECs >211.70 >211.70
Tissue Factor inhibitory activities
Clotting Time
TF X TF O 1Cs0/ TF g
3'02" 1'55" 1.49
YKO7054 (»enxx)
Cell cytotoxicity Cells (Net Growth, %)
CONC. (um/ml) AS549 SK-MEL-2 SW620 Uo-31
50.00 84.20 32.52 101.23 100._0_0
100.00 47.48 3.93 67.58 71.28
Antiviral Activity
Virus HIV-1 HIV-2
Strain [} CBL20 Cytotoxicity |
ECgy >155.69 >165.69 CCQ 1 165,69 |
Antiviral Activity
Virus HSV-1 HSV-2
Strain F__ MS Cytotoxicity |
ECE >208.78 >298.78 CCE | 298.78 |
Tissue Factor inhibitory activities
Clotting Time
TF X TF O ICM Fun
2'29" 103" -



YKQT055 (wawwx)

Cell cytotoxicity Cells (Net Growth, %)
CONC. (ug/ml) A549 SK-MEL-2 SW620 Uo-31
50.00 86.88 9.42 92.24 91.85
100.00 66.16 -90.68 71.75 56.56
Antiviral Activity
_Virus HIV-1 HV-2
Strain 118 CBL20 Cytotoxicity |
ECﬂ >163.20 >163.20 CCQ i 163.2 1
Antiviral Activity
Virus HSV-1 HSv-2
Strain F MS Cytotoxicity ]
ECs >238.51 >238.51 CCso 238.51 |
Tissue Factor inhibitory activities
Clotting Time
TF X | TF O (C o/ TF ot
2'23" | 1'10" ~
YKB7Q56 (+v»e+)
Cell cytotoxicity Cells {Net Growth, %)
CONC. (ug/ml) A549 SK-MEL-2 .SW620 U0~31
50.00 90,97 32.89 83.81 97.02
100.00 §7.97 -85.55 35,10 31.07
Antiviral Activity
Virus HIV-1 Hiv-2
ﬂain B CBL20 Cytotoxicity I
ECqp >56.71 >56.71 CC@ 56.713 |
Antivirat Activity
Virus HSV-1 HEV-2
Strain F MS Cytotoxicity 1
ECLO >176.10 >176.10 CCpro 176.1 i
Tissue Factor inhibitory activities
Clotting Time
TF X 1 TF O ICﬂITFw(
2'24" | 110" Py
YKQ7057 (sxwns)
Cell cytotoxicity Calls (Net Growth, %)
CONC. {ug/ml) Ab49 SK-M_E_L~2 SW620 UO-31
50,00 98.27 40.58 94.76 44.12
100.00 64.08 6.06 £66.46 13.56
Antiviral Activity
Virus HIV-1 Hiv~2
Strain 118 CBL20 Cytotoxicity |
ECso >198,13 89.526 CCsp 198.13 |
Antiviral Activity
Virus HSV-1 HSV-2
Strain F MS Cytotoxicity |
ECs >234.03 >234.03 CCs 234.03 |
Tissue Factor inhibilor{/ activities
Clotting Time
TF X TF O [[SAL
2'42" 1'08" ~

a68



YKO7058 (wwwx)

Call cytotoxicity

Colls (Net Growth, %)

CONC. (ug/ml) A549 SK-MEL-2 SW620 UO-31
50.00 04.22 61.04 100.12 98,44
100.00 72.22 10.44 63.87 71.72
Antiviral Activity
Virus HIV-1 HIV-2
Strain i) CBL20 Cytotoxicity
ECgo >215.17 >215.17 ‘CCE 21517
Antiviral Activity
Virus HSV-1 HSV-2
Strain F MS Cytotoxicity
ECER 240.06 >225.50 CCso 1 >300.00
Tissue Factor inhibitory activities
Clotting Time
TF X TF O 1050/ TFyn
2'49" 2'32" 2.43
YKGT059 {»wwwx)
Call cytotoxicity Cells (Net Growth, %)
CONC. {ug/ml} A549 SK-MEL-2 SW620 Yyo-31
25.00 63.04 60,98 36.36 81.21
50.00 8.92 -65.27 10,72 1.7(1_
100.00 ~65,11 -92.07 -18.66 -93.35
Antiviral Activity
Virus Hiv-1 Hiv-2
Strain 1B CBL20 Cytotoxicity
ECsp >51.29 >51.29 CCry 51.287
Antiviral Activity
Virus HSV-1 HSV-2
Strain F MS Cytotoxicity 1
ECyy >48.25 >48.25 CCEQ ] 48,25 ]
Tissua Factor inhibitory activities
Clotting Time
TF X TF O 1Cpof TFuna
2'09" 1'30" 2.31
YKQ7060 (#xxw+)
Cell cytotoxicity Cells (Net Growth, %)
CONC. (ug/ml) AS49 SK~-MEL~2 SW620 U0O-31
50.00 88.69 2.37 §6.22 40.73
100.00 32.69 -79.02 7.14 5.38
Antiviral Activity
Virus HIV-1 Hiv-2
Strain G CBL20 Cytotoxicity |
ECso >59.79 >59.79 CCs | 59,786 |
Antiviral Activity
Virus H3V-1 HSV-2
Strain F MS Cytotoxiclty |
ECso >178.47 87.58 CCeo 178.47 1
Tissue Factor inhibitory activities
Clotting Time
TF X TF O 1C 0/ TF
2'565" 2'59" 0.11




YKQPO6% [+uers)

a70

Cell cytaloxcity Cel's [Net Growih, %)
CONC. {ug/mi) 4549 SK-MEL-2 SWE20 uo-31
50.00 74.40 14.83 B7.63 75,83
100.00 46.05 ~85,67 34,41 30.08
Antiviral Activity
Virus HIv-1 HIV-2
Strain e CBL20 Cytotoxicity )
ECgo >163,10 >183.10 CCxp | 1631 1
Antiviral Activity
Virus HSV-1 HSV-2
Stealn F Ms Cytotoxicity |
ECso >250.31 >250.31 CCg | 250.31 1
Tisgue Factor inhlditory aclivities
Clotting Time
TE % TF O ICsg TF o
250" 156" -
YKA7062 {#swnv)
Call cytotoxicity Cells (Net Growth, %}
CONC. tug/ml) A549 SK-MEL-2 SWE20 UG~31
3.13 g8.61 £5.08 99,50 70.74
6.28 81.34 1.14 B5.76 22.72
12,50 45,34 —72.43 52.63 174
25.00 36.24 -86.95 28.18 6.25
50.00 2.88 -93.47 ~28.94 ~14.32
100.00 -95.69 -94.64 -97.43 -97.50
Antiviral Activily
Virus HIV-1 HIV~2
Strain I3 CBL20 Cytotoxiciy |
ECygo >7.16 57.16 CCeg 7.1644 |
Antiviral Activity
Virus HSV-1 HS_\.'_—E
Strain F M5 Cytotaxicity ]
ECs >26.90 >26.90 CCp 26.9 1
Tissue Factor inhibitory activitles
Clotting Time
TF X TF O 105/ TFyny
212" 1'44° 2.78
YKQTOBS (wwa v}
Cell cytotoxicily Ceolls (Net Growth %)
CONC. {ug/ml) A545 SK-VEL-2 SWE20 U0-31
50.00 76.29 ~26.11 68.24 34.61
100.00 33.24 ~72.31 6.65 ~55.50
Antiviral Activity
Virus HIV-1 HIV~2
Stiain B CBL20 Cyloloxicity ]
ECsq >54.38 >54.39 CCey { 54.386 |
Antiviral Activity
Virus HSV-1 HSV-2
Strain [ M3 Cytotoxicity ]
ECep >141.87 >741.87 [ T 741.87 |
Tissus Factor inhibitory activities
Clotling Time
TF X I TF O 1G5/ TP uny
2'22" | 2'48" -



YKO7064 (+nwws)

Cell cytotoxicity

Cells (Net Growth, %)

a7l

CONC. (ug/mi) A549 SK~MEL-2 SW620 Uo-31
§0.00 86.37 78.15 92.61 82.03
100.00 62.33 51.78 76.14 67.77
Antiviral Activity
Virus HIV-1 HV-2
Strain {11B CBL20 Cytatoxicity —
ECg >54.82 >54.82 CCso ] 54.822
Antiviral Activity . —
Virus HSV-1 HSV-2
Strain F MS Cytotoxicity
ECg >192.51 >192.51 CCeo 192.51
Tissue Factor inhibitory activities
Clotting Time
TF X TF O 1Co0/TFuny
2'41" 100" -
YKO7065 (#+sx+)
Cell cytotoxicity Celis (Net Growth, %)
CONC. (ug/ml) A549 SK-MEL-2 w620 U0-31
50.00 87.01 78.75 98.29 78.83
100.00 74,56 57.67 81.36 60.89
Antiviral Activity

Virus HIV-1 _HIV-2

Strain HIB CBL20 Cytc

ECeo >300.00 >300.00 CCyq 1 >300,00
Antiviral Activity

Virus HSV-1 H5&2

Strain [ MS Cytotoxicity

ECso >300.00 >300.00 CCg | >300.00
Tissue Factor inhibitory activities

Clotting Time
TF X { TF O 1Cs0/ TFynt
2'08" | 1'05" 1,49




YKQ7066 (#4s+)

ar2

Call cytotoxicity Cells (Net Growth, %)
CONC. (ug/ml} A549 SK-MEL-2 SW620 U0~31
12.50 86.98 28.32 90.89 45,43
25.00 85.63 15.80 80.37 3.68
50,00 57.38 ~54.37 28.63 27,66
100.00 14.67 ~70.14 -21.76 ~74.45
Antiviral Activity
Virus Hiv-1 HIV-2
Strain 1B CBL20 Cytotoxicity I |
ECE >58.35 >58.35 CQﬁ 1 58,347 |
Antiviral Activity —
Virus HSV-1 HSL—Z
Strain [ M3 Cytotoxicity — ]
ECg >77.88 >77.88 CCqy 77.88 ]
Tissua Factor inhibitory activities
Clotting Time
TF X ] TF O 1Ce0/ TF yny
3'04" | 2'55" 0.04
YKOTO067 (»wunw)
Celi cytotoxicity Cells (Net Growth, %)
CONC. (ug/ml} A549 SK-MEL-2 SW620 UO-31
50.00 91.77 65.06 94,03 77.09
100.00 83.80 26.10 81,42 51,53
Antiviral Activity
Virus HIV-1 HIV-2
Strain 1118 CBL20 Cytotoxicity |
EC >282.10 >292.10 [o]¢] 292.1 |
50 50
Antiviral Activity
Virus HSV-1 HSV-2
Strain F MS Cytotoxicity 1
ECQL >300.00 >300.00 CCso 1 >300.00 [
Tissue Factor inhibitory activities
Clotting Time
TF X TF O |Cgo/ TF, it
2'10" 1'05" -



YKO7068 (#wwws)

Cell cytotoxicity

Cells {Net Growth, %)

a73

CONC, {ug/ml) A549 SK-MEL-2 SW620 Uo-31
aﬁ.OO 67.55 3.40 72.22 42,49
50.00 37.06 -42.97 23.15 -25.20
100.00 9,02 -80.88 -12.51 ~58.14
Antiviral Activity
Virus HIV-1 HIV-2
Straln 1118 CBL20 Cy
ECgo >54.48 >54.48 CCg 1 54.481
Antiviral Activity —
Virus HSV-1 HSV-2
Strain F MS Cytotoxicity
ECso >166.80 >166.80 CCeo 1 166.8
Tissue Factor inhibitory activities
Ciotting Time
TF X TF O 1Ce0/ TF i
it
2'21" 2'20" -
YKOT7069 (##wuw)

Cell cytotoxicity Cells (Net Growth, %) _

CONC. (ug/mi) A549 SK~MEL-2 SW620 UO-31
50.00 63,65 33.63 8_3_.41 81.78
100.00 48.56 1.75 §2.31 44.35

Antivirat Activity

Virus HIV-1 Hiv-2

Strain HB CBL.20 Cytotoxicity

ECs >56,02 >56.02 CCqo | 56.017
Antiviral Activity

Virus HSV-1 HSV-2

Strain F MS Cytotoxicity

ECg >300.00 >300.00 CCso >300.00
Tissue Factor nhibitory activities

Clotting Time
TF X TF O 1Cs0/T Fyne
2'14 1'40" 1.88




YKG7070 («exws)

ar4

Cell cytotoxicity . Cells (Net Growth, %)
CONC. {ug/ml) A549 SK-MEL~2 SWE20 UO-31
50.00 844_5_8 49.67 91.12 £8.76
100.00 76.85 9.83 72.94 8.61
Antiviral Activity
Virus HiV-1 HIV-2
Strain 118 CBL20 Cytotoxicity
EC, >53.85 >63.85 CC | 53,851
] 5
Antiviral Activity
Virus HSV-1 HSV-2
Strain F MS Cytotoxicity
559 >300.00 >300.00 CCso | >300.00
Tissue Factor inhibitory activities
Clotting Time
TF X TF O 1Cs0/ TF o
2'10" 1'00" -~
YKO7071 (svess)
Call cytotoxicity Cells {Net Growth, %}
CONG. (ug/mi) A549 SK~-MEL~2 SW620 UO-31
50.00 54.43 61.85 56,64 101.44
100.00 28.09 16.25 24.20 54.66
Antiviral Activity
Virus HIV-1 HIv-2
Strain 18 CBL20 Cytotoxicity
ECﬂ >204.11 >204.11 CCﬂ 204,11
Antiviral Activity
Virus HSV-1 HSV-2
Strain F _Ms Cytotoxicity
C, >284.31 >284.31 CC, 1 284.31
50 0
Tissue Factor inhibitory actvities
Clotting Time
10 oA P
2'58" | 1'37" 10.68
YKQ7072 (#=xux)
Cell cytotoxicity Cells (Net Growth, %)
CONC. (ug/ml) A549 SK-MEL-2 SWE20 UQ-31
25.00 84.73 39.24 82.95 98,24
50.00 76.11 -17.80 54.55 30.7_8
100.00 34.59 -61.08 19.71 13,68
Antiviral Activity
Virus HIV-1 Hiv-2
Strain =] CBL20 Cytotoxicity il
ECs >206.39 >206.39 CCs | 206,39
Antiviral Activity —
Virus HSV-1 HSV-2
Strain F MS Cytotoxicity
EC >176.48 >176.48 CC. 1 176.48
] 50
Tissue Factor inhibitory activities
Clotting Time
TF X | TFO TCsol T oot
331" [ 140" 0.74




YKO7073 (»+wr+)

Cell cytotoxicity

Cells (Not Growth, %)

CONC. (ug/ml) A54_g SK—M_E_L-2 SwW6e20 UC-31
25.00 93.98 36.69 88.02 58.92
50.00 90.54 ~37.77 59.69 2404
100.00 57.42 -69.97 9.28 ~45.51

Antiviral Activity

Virus HIV-1 HivV-2

Strain g CBL20 Cy —

Cso >70.98 >70,98 CCso { 70,982

Antiviral Activity

Virus HSV~1 HS_V_—2

Strain F MS Cytotoxicity

ECQ >210.73 >210.73 CCQ | 210.73
Tissue Factor inhlbitory activities

Clotting Time
TF X TF O (Ce/ Ty,
3'04" 3'24*° 5.05
YKO7074 (wnwws)

Cell cytotoxicity Cells (Net Growth, %)

CONC. (ug/mi) A549 SK~MEL~2 SWe620 UO-31
50.00 40.95 51.86 41.68 21,84
100.00 18.49 7.06 9.63 3.26

Antiviral Activity

Virus HIV-1 HV-2

Strain [:) <8L20 Cytotoxicity

ECss >56.40 >56.40 CCx 56,399
Antiviral Activity

Virus HE8V~1 HSV-2

Strain F MS Cytotoxicity

ECy >130.48 >130.48 CCsy I 130.48
Tissue Factor inhibitory activities

Clotting Time
TF X TF QO TCeol T Fmy
3'10” 1'05" -
YKOQ7075 (wuws+)

Cell cytotoxicity Cells (Net Growth, %)

CONC. (ug/ml) A549 SK-MEL-2 Swe620 Uo-31
50.00 73.52 21.75 85.21 63.13
100.00 44.24 -36.42 49.04 29.60

Antiviral Activity

Virus HIv-1 HIv-2

Strain 111B CBL20 Cytotoxicity

ECso >229.58 >229.58 CCsp 229.58
Antiviral Activity —

Virus HSV-1 HSV-2

Strain F MS Cytotoxicity

ECso >300.00 >300,00 CCso | >300.00
Tissue Factor inhibitory activities

Clotting Time
TF X TF O 1Cso/TFyny
3'00" 2'30" 10.90

ars




YKO7076 (wwnww)

Cell cytotoxicity

Cells (Net Growth, %)

CONC. (wg/ml) A549 SK-MEL-2 SW620 UO~31
§0.00 79.07 35,23 92.79 84.84
100.00 66.08 5.27 73.53 82.09
Antiviral Activity
Virus AV Hv-2
Strain e CBL20 Cytotoxicity |
ECpo >63.32 >83.32 CCy i 63.317 |
Antiviral Activity — —
_\iifus HSV-1 HSV-2
S_tlrain ___F MS_ Cytotoxicity
ECs 220,23 130.89 CCy 1 >300.00 |
Tissua Factor inhibitory activities
Clotting Time
TF X TF O 1Ceo/ TF o,
3'12" 2'09" 5.26
YKB7077 (#»was)
Cell cytotoxicity — Celis (Net Growth, %)
CONC. (ug/ml} A549 SK-MEL~2 SW620 UO-31
§0,00 32.08 15.10 51.81 13.22
100,00 11.48 ~20.49 24.91 ~1.80
Antiviral Activity
Virus HIV-1 HIV-2
Strain 118 CBL20 Cytotoxicity |
ECeo >185.42 >185.42 CCy 1 186.42 1
Antiviral Activity -
Virus H8V-1 HSV-2
Strain F MS Cytotoxicity 1
ECgo >72.11 >72.11 CCgo | 72.11 1
Tissue Factof inhibitary activilies
Clotting Time
TF X TF O 1Ceo/ TF,
2'29 1'44" 13.18
YKB7078 (wwanx)
Call cytotoxicity _Cells (Net Growth, %)
CONC. (ug/ml) A54_9 SK—ME‘L—2 SW620 UQ-31
12.50 §0.32 4978 91.66 65,97
25‘00 82.75 -2.88 6_8.74 40.40
50.00 61.06 -63,26 26.21 6.62
100.00 19.33 -74.67 4.45 -78.14
Antiviral Activity
Virus HIV-1 HIV-2
Strain B CBL20 Cytotoxicity |
ECgo >168.49 >169.49 CCxo ] 169.49 |
Antiviral Activity o
Virus HSV-1 HSV-2
Strain F MS Cytotoxicity 1
ECeo >67.11 >87.11 Tl T 87.11 ]
Tissus Factor inhibitory activiies
Clotting Time
TF X TF O 1Cs0/ TFym
3'05" 310" 1.00

a76



YKO7079 (#«xwx)

Cell cytotoxicity

Calls (Net Growih, %)

CONC. (ug/ml) A549 SK-MEL-2 SW620 U0o-31
50.00 B82.75 48.84 101.62 86.48
100.00 62.18 33.68 92.07 74.10
Antiviral Activity
Virus Hiv-1 HIV-2
Straln e CBLZ0 Cylotoxiclty
ECso >166.96 >156.96 CCso_ 156.96
Antiviral Activity .
Virug HSV-1 HSV-2
Strain F MS Cytotoxicity
ECso >300.00 >300.00 CCe i >300.00
Tissue Factor inhibitory activities
Clotting Time
TF X | TF O 1Ceo TFyna
2°40" | 110" =
YKQ7080 (###ww)
Cell cytotoxicity Cells (Net Growth, %)
CONC. {ug/ml) A549 SK-MEL~2 §!V620 UO-31
3.13 104.14 32.86 88.27 23.22
6,25 98.45 21.09 _87.93 15.32
12,50 98.60 -1.70 79.82 13.13
25.00 97.53 ~42.46 61.79 -10.11
50.00 90.?_8 ~77.86 34.03 -53.62
100.00 28.25 -77.35 0.94 ~70.76
Antiviral Activity
Virus HiV-1 HIV-2
Strain e CBL20 Cy j
ECs >198.27 >198.27 CCy | 188.27
Antiviral Activity
Virus HSV-1 HS\_I_-2
Strain F MS Cytotoxicity
ECso >228.98 >228.98 CCsg 228.98
Tissue Factor inhibitory activities
Clotting Time
TF X TF O ICso Furiy
3'10" 3'30" 0.687

ar7




YKG7081 (wewww)

a7’8

Cell cytotoxicity Colls (Net Growth, %)
CONC. {ug/ml) A549 SK-MEL-2 SWe20 UO-31
3.13 97,42 46.90 95.68 52.03
6.25 94,93 68.06 98.88 49.47
12.50 84.99 41.83 + 100.08 39.00
25.00 70.90 20.27 81.00 31.17
50.00 48,08 12.02 49.68 29.11
100.00 20.68 -40.45 27.32 -11.96
Antivirat Activity
Virus HIv-1 Hiv-2
Strain ) CBL20 Cytotoxicity |
ECgo >117.47 >117.47 CCe 117.47 |
Antiviral Activity
Virus HSV-1 HSv-2
Strain F MS Cytotoxiclty }
ECsq >76.30 >76.30 CCQ 1 76.3 |
Tissue Factor inhibitory activities
Clotting Tims
TF X TF O 1Cs0/ TFyny
3'02" 1'04" -
YKO7082 (###ww)
Cell cytotoxicity _Cells (Net Growth, %)
CONC. {ug/ml) AS49 SK-MEL-2 SW620 LE-31
3.13 100.51 79.46 97.88 78.94
8.35 1_21 .38 Z§.83 03.04 51.31
12.50 95,40 68.19 04.45 64.73
25.00 84,27 35.24 00.74 53.83
50.00 63.211 3.42 §j.31 50.50
100.00 23,68 ~47,50 25.23 6,31
Antiviral Activity
irus HiV-1 Hiv-2
Strain I CBL20 Cytotoxicity I |
ECsy >207,39 >207.39 CCg ] 207,38 ]
Antiviral Activity
Virus HSV-1 HSV-2
Strain F MS Cytotoxicity 1
ECso >234.61 >234.61 CCro | 234.61 1
Tissue Factor inhibitory activities
Clotting Time
TF X TF O 1Ceo/TFyny
2'40" 112" -



YKG7083 (#wwx)

a79

Cell cytotoxicity Cells (Net Growth, %)
CONC. {ug/mi) AS549 SK-MEL-2 SW620 U0~31
50.00 51.81 47.39 51.91 85.14
100.00 26.37 11,52 30.36 53.51
Antiviral Activity
Virus HIV-1 HIV-2
Strain 1118 CBL20 Cytotoxicit |
ECso >166.52 >166.52 CCx 166,52 |
Antiviral Activity
Virus HSV-1 HSV-2
Strain F MS Cytotoxicity 1
ECso >287.74 >287.74 CCp | 287.74 |
Tissue Factor inhibitory activities
Clotting Time
TF X TF O ACs0/ TF yat
2'40" 104" -
YKQ70BE (wwwwne)
Cali cytotoxicity Cells (Net Growih, %)
CONC. (ug/mi) AS549 SK-MEL-2 SW620 Uo-31
50.00 71.24 37.62 33.11 47.60
100.00 8.73 -51.85 4.20 3.50
Antiviral Activity
Virus HIV-1 Hiv-2
Strain g cBL20 Cylotoxicity ]
ECyx >58.11 >68.11 CC& | 58.112 |
Antiviral Activity
Virus HSV-1 HS\_I_—Z
Strain F MS Cytotoxicity |
ECeo >126.00 >126.00 CCs 126 ]
Tissue Factor inhibitory activities
Clotting Time
TF X TF O 1Co/ TRy
2'24" 1'20" 52,78



YKG7080 (#wsws)

aso

Cell cylotoxicity Calls (Net Growth, %)
CONC. {ug/ml} A549 SK-MEL-2 SW620 Uo-31
50.00 88,46 20.74 72.01 63.91
100.00 42.04 ~73.33 3.47 -51.23
Antiviral Activity
Virus HIvV-1 HIV-2
Strain W8 CBL20 Cy ity ]
ECe >55.49 >55.49 CCgo 55.486 }
Antiviral Activity — .
Virus HSV-1 HSV-2
Strain F MS Cytotoxicity ]
ECR >181.67 >181.67 CC,_D | 181.67 ]
Tissus Faciof MAIbIOTy activities
Clotting Time
TF X TF O 1Ce0/ TFyng
2'50" 2'15" 4.79
YKQ70081 (avenw}
Cell cytotoxicity Cells (Net Growth, %)
CONC. (ug/ml} A549 SK-MEL-2 SW620 UO-31
50.00 54._5_2 51.80 51@ 68.08
100.00 5.65 -17.04 7.98 2.64
Antiviral Activity
Virus -1 HIV-2
Strain ) CBL20 Cytotoxicity 1
ECe >56,51 >56.61 CCs 1 56,509 ]
Antiviral Activity —
Virus HSV-1 HSy_-Z
Strain F MS Cytotoxlcity ]
ECxs >134.54 >134.54 CCE 1 134.54 |
Tissua Factor inhibitory activities
Clotting Time
TF X T TF O Coal g
2'34" i 2'40" 2.83
YK970092 (s sxv)
Cell cytotoxicity Cells {Net Growth,%
CONC. (ug/mi) A548 SK-MEL-2 SW620 UO-31
§0.00 83.91 54.83 73,36 77.41
100.00 54.42 -25.93 0.62 24.52
Antiviral Activity
Virus HIV-1 HIv-2
Strain g __ CBL20 Cytotoxicity — |
ECsq >157.49 >157.49 CCﬂ 1 157.49 1
Antiviral Activity _
Virus HSV-1 HSV-2
Strain F MS Cytotoxicity |
ECg >291.29 >291.29 CCQ | 2D1.29 i
Tissue Factor inhibitory activities
Clotting Time
TF X | TF O 1Ce0/ TF i
2'50" | 2'20" 0.82



YK97083 (vwwws)

Cell cytotoxicity Cells (Net Growth, %)
CONC. (ug/ml) A549 SK-MEL-2 SW620 UO-31
50.00 75.65 34.10 50.24 78.2_§
100.00 39.88 -10.37 30.36 54,55
Antiviral Activity
Virus HIV-1 HV-2
_Strain I8 cBL20 Cytotoxicity
ECQ >11.42 >11.42 ccﬁ | 11.419
Antiviral Activity .
Virus HSV-1 HEV-2
Strain F MS Cytotoxicity
ECs >300.00 >300.00 CCso i >300.00 |
Tissue Factor inhibitory activities
Clotting Time
TF X TF O 1Ceo/TFyny
2'20" 1'00" -
YKO7094 (#wnws)
Call cytotoxicity Caells {Net Growth, %)
CONC. (ug/ml) A549 SK—-ME.-2 SW620 U0-31
50 00 8_&_’:‘.41 62.59 94.82 84.00
100.00 59.56 18.66 65.01 56.38
Antiviral Activity
Virus Hiv-1 HIV-2
Strain g __ CBLZQ_ Cytotoxicity —_— |
ECsp >211.79 >211.79 CCE 211.79 |
Antiviral Activity —_—
Xirus HSV~1 HSV-2
Strain [ MS Cytotoxicity |
ECqo >300.00 >300.00 CCso | >300.00 |
Tissue Factor inhibitory activities
Clotting Time
TF X TF O 1Cso/ TFyny
2'43" 110" -
YKO7095 (wene+)
Gell cylotoxicity Calls {Net Growth, %)
CONC. {ug/ml) A549 SK-MEL-2 jS'W620 U0-31
25.00 78.01 12.98 60.51 58.25
50.00 58.75 ~-84,20 6.0%_ 38.45
100.00 13.66 -85,43 -95.56 -13.90
Antiviral Activity
Virus HIV-1 HIV-2
Strain 5 CBL20 Cytotoxicity |
ECs >51.62 >51.62 CCey 51.618 |
Antiviral Activity —
Virus HSV-1 HSV-2
Strain _F MS Cytotoxicity |
ECso >300.00 >300.00 CCoo { >300.00 |
Tissue Factor inhibitory activities
Clotting Time
TF x TF O 1C50/TFynit
2'47" 1'62" 1.79

agl




YKO7096 (wwsw+)

Call cytotoxicity

Cells {Nat Growth, %)

ag2

CONC. {ug/ml) AG49 SK-MEL-2 SW620 U0-31
313 97.96 72.81 .89 58,26
6.25 57.77 57.20 6.04 42,26
12.50 06,23 24.47 0.05 21.62
25.00 0560 =73.38 15.46 =30.87
50.00 62.19 ~61.48 =83.92 —81,13
100,00 8.60 ~55 11 =80.11 <6417
Antiviral Activity
Virus HIV-1 HV-2
Svain &} CBL20 Cytotoxicity
FCy >52.76 >52.76 Clxo [ 52788
Antiviral Activity
Virus HSV-1 HSV-2
Strain F MS Cytotoxicity
ECso >266.41 >266.41 Tl I 266 41
Tissue Factor inhibitory activities
Ciotting Time
TF X TF O ol TF gy
2 40" 500" 0.10
YKS7099 (#enss)
Cell cytotoxicity Cells {Net Growth,%)
CONC. {ug/ml) A548 —__ SK-MEL-2 SW620 U0-31
€.25 20.03 52.00 56.60 65.14
12.50 9.41 27.97 31.39 28.18
25.00 2.13 7.91 5.69 3.89
50.00 ~25.63 ~56.70 =40.08 =41.67
100,00 56,66 ~71.85 ~82.86 -98.03
Antiviral Activity
Virus HIV-1 HV-2
Strain [} CBL20 Cytotoxicity
ECs >7.62 >1.62 CCyo T 1.6213
Antiviral Activity
Virus HSV-1 Hev-2
Strain F MS Cytotoxicity
ECw >26.37 >26.37 Clg | 26.37
Tissue Factor inhibitory activilies
Clotting Time
TF % TF O TCool 1 Foms
219" 126" 147.37




YKG70100 («#w«)

Call cytotoxicity

Calls (Not Growth, %)

CONC, {ug/mi) A549

YKI7101 (wwwww}

SK-MEL-2 SW620 U0-31
50.00 86.41 ~62.47 20.04 22.21
100,00 24.73 =72.35 -68.27 ~53.67
Antiviral Activity
Virus HIV-1 HIV=2
Strain B CBL20 Cytotoxicity
ECg >08.,95 >88.95 CC _ 1 98.954
Antiviral Activity
Virus HEV=1 HSV-2
Strain F MS Cytotoxicity
ECso >152.36 98.35 CCg 1 152.36
Tissue Factof inhibitory activities
Clotting Time
TF X { TF O 1Cso/ TF
330 1 345 3.47

Cell cytotokicity

Cells (Net Growth, %)

TF test ~ Concentration of sample is 200 ug/tube.

TF means Tissue Factor.

(ug/mi) AG49 SK-MEL=2 SW620 U0-31
50.00 65.12 63,78 52.33 72.40
100.00 35.91 13.81 31.79 48.57
Antiviral Activity
Virus Hiv-1 HIV-2
Strain [} CBL20 Cytotoxicity
ECa . >205.67 >205.67 CCE 1 205.67
Antiviral Activity
Virus HSV-1 HSV-2
Strain F MS Cytotoxicity
ECs >300.00 >300.00 CCg ] >300.00
Tissue Factor inhibitory activities
Clotting Time
TF X | T+ O ICQITFN
2'38" | 1'58" ~

a83
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