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A double-blind randomized controlled clinical trial in the treatment of
recurrent herpes labialis with Gynura procumbens gel product
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A double-blind randomized controlled clinical trial in the treatment of recurrent herpes
labialis with Gynura procumbens gel product
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Abstract

A double-blind randomized controlled clinical trial in the treatment of recurrent herpes labialis

with Gynura procumbens gel product

The project was comprised of two parts. The first part dealed with the manufacture of
the standardized gel product from Gynura procumbens, which was scientifically proved for
their antiherpes simplex activity. The second part was the evaluation of the product efficacy

by the randomized double-blind controlled clinical trial. The active marker compound, Gal,
was used for the quantitative analysis of the crude drug, product, the extract and the gel. Gal
possessed the antiherpes simplex type | property with the I1Cso value (outside the cell) of 50

ug/ml**. The standardization of the gel product began with the cultivation of herbal raw

material, which was performed without using chemical fertilizer and insecticide. The aerial
plant parts were harvested during flowering (at the age of 4 month). They were prepared as
extract by maceration with 95% ethanol. One part of the extract was produced from 10 parts of
the crude drug (the drug extract ratio was 10:1). The extract contained 0.35% Gal.l, w/w. The
stability test of the gel product (0.02% strength) was performed. The gel product was kept at
40%2 °C, 25+2 °C and 4 °C, physically and chemically examined periodically (0, 1, 3, 6, 9, 12,
18 and 24 months). The result showed that they were no changes in the physical property
(color, transparency, viscosity and pH), and the quantity of the active marker compound, Gal,
in the gel product during 24 months remained unchanged. Two strengths of the gel products,
i.e. 0.02% and 0.04% of Gal.1 and the placebo were prepared for the controlled clinical study.
In the clinical study of recurrent herpes labialis there were 59 patients, whose the results could
be analyzed. Preliminary analysis showed that two treatment groups were not different, so
they were combined into one treatment group and comparatively studied with the placebo

(control) group. There were 41 cases in the treatment group and 18 cases in the control group.

" Gal comprised Gal.l and Gal.2, in the proportion of 2:3. Gal.1 was stigmasteryl glucoside and
Gal.2 was sitosteryl glucoside.

3k
50 pg/ml aciclovir, as a positive control.



The patient’s age in both groups was similar, but 68.29% of the patients in the treatment group
and 38.89% of the patients in the control group felt itchy before the study started. This
difference was significant (p = 0.03). The lesion were crusted within 4 days: 51.22% (21/41
cases) in the treatment group and 50% (9/18 cases) in the control group; healed within 7 days :
63.41% (26/41 cases) in the treatment group and 44.44% (8/18 cases) in the control group.
The average time for the crust in the treatment was 4.9 days and 5.1 days in the control. The
average time for the healing was 8.7 days in the treatment and 9.4 days in the control.
However this difference were not statistically significant. Ten patients in the treatment and
five patients in the control complained for slightly irritated. This difference were not
statistically significant. The gel product of G. procumbens was safe and not irritating. One
patient in the control had a rash, edema and could not continue in the study. It indicated that
the gel base may cause an irritation. After two weeks of the study, the viral cultivation was
performed, and the result showed that the viral existence in the treatment and the control group
were 11.11% and 50.0% respectively. It implied that the gel product of G. procumbens could
inhibit the herpes virus but the strength used in the study was too low.
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I. Terpenoids
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Faou  Iuvariidrnddyvemgrundysusiidlumsania (extract) viemsanafiey (special
extract #3o extract fraction) FalneAdsneuidudon (complex phytochemicals) 1sznoude
4 < v a4 o o v -
1) msmﬂtymmm'q‘vrﬁmqmﬂmmﬂmauuauuﬁiﬂmmmquﬂymﬂmﬂmcﬁiﬂﬂmq (specific
active ingredient)”  (2) ensdnwysau (coexisting phytochemicals) ﬁﬁwa&iami@@c‘ﬁmmﬁudm
1 1A 1 . . - . . . . a v W 4
nienanlaesiuniinane bioavailability ves specific active ingredient Unangnundsim
vzAvalilfsua specific active ingredient Nanududunite nazlimsdrvysin Mmanruguamn N
mquﬂymﬁ’mﬁm%@zﬁ’aﬁmmzﬁﬂ?mmGUEN specific active ingredient %30 active marker
. - - d! = d! a = 1 ke o v d‘
compound (quantitative analysis) #49199N1iNFHAKTONINATT  HazAIURUAITTIAYDUS U
ayu'lwsaae finger print chromatogram (qualitative analysis)

Y
a v W 4 A
wonnniilunszuumswaangnundriauviazdossyswazidenuslimIns suay

£4
[ v A

1snadendina adil

o

=

A5MIAT Y
— @hazane (solvent 1i5e solvent mixture) #¥aa Wy 60% renuea (V/Iv)
—  ANHULNUNMIMNNVBIETANA 1Y d1Taiaura (dry extract), #ave9, fluid extract
—  anwduiusszvniayuInsuds (crude drug) fuensadia (drug extract ratio ¥3e DER)

wuneds Ysunal (@2u) ved crude drug nldeseuaisana 1 au

* = Ny - o e o N o
mimu@ﬂmﬂwwqﬂwmzﬁﬂmmm specific active ingredient luansineaFaLRgn

kk
#3878 HeIRiA LN specific active ingredients 3 T8 LA ginkgo specific flavonolester, ginkgolides WA bilobalide
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@k

Usnadinding

YSinaansana/asanaiisy (extract / special extract) Tungnundysaat iy 125 un.

#30 100-150 un. Fuieuminulsuiaves specific active ingredient x un.
v W v & 1 % o ] av

wpnuadssasisadiudiunilwesmsunndunuilagiu mszdiunszuIumsAnyItong
a J J o v W A 1 I A o o
Wenmdasuazmsunndunuilegtiu wgnundsdunidiumsauauaun i iudou ludan lu
msdsziiulsz@ndam (efficacy) Famndiiludusziu dsza@niam nuneda sz Tomidens

4

Snu11sa (therapy) wazouedszaninmlugluuudiu vssm wietlesiulsn “efficacy” laidi
absolute definition m3sydsziivdszansnmlasiadlsamaana (fact and information) msdadu

a A < v A ' v W 4 v o J ag_aygs @ ]
dszanimwilumsdaduimgnuadssasiindsaua 3 possibility TumssnuTsanie la

Y
MIANYINAN AR TN TN AITLALIA T

E4

. « I a « . e
1) systematic reviews Tﬂﬂﬁu;ﬂ;m%gﬂumiamiwzﬁmﬂ randomized controlled clinical
. < . Ad a & :
studies, 1fuuuanisves phytotherapeutic MiluiIneenansuaziuaunilavesszuy

4 o
ﬂTiLLWﬂﬂ!!NuﬂﬂﬂUu

2) sufficient size randomized, double-blind controlled clinical study
3) cohort study, case-controlled study

. P Ao & ° o A A o = aAaa a o

4) observation StUdy TﬂﬂLLW‘VIfJ, ﬂﬁmufﬂHﬂ'LlﬁTWﬁUTiﬂU'N“]fU@‘VILLW‘WEJﬂHmﬂ?/ﬂﬁuﬂmfJ'Jll

o Iy 1A o o Y Y 9 A =
ffl"lu'luﬂullslllllI!WENWﬂ ﬂ1'§Z‘Nlﬂﬁﬂﬁfﬂiﬁﬂ]sJ']Gl,uﬂuhlalll,m'ﬂ$'iTﬂﬁTNTiﬂicﬁlﬂum@y‘ﬁﬂW@!WS\i

< Y A ¢ Ao Y o
5) mmmu%wwawwty, consensus process i’JUi’JﬂJﬂiZﬁ‘Uﬂﬁmiﬂﬂ%uimﬁl’fluﬁnﬂ/

El

o A Y9 . . ¥ 1o A
MNUIT0, etc. Tndoauotuzay speC|aI experience uagmmﬂm"lmmmm

@ v 4 o
ﬂ’)'lllﬂaﬂﬂﬂfJéU'E]QWQﬂBLﬂﬁ%ﬂm"ﬂ/ﬂ’l!!WH“ﬂﬁ]%Uu

Q

' Y

v o o v Ao Ao v o ¢ o o I
wonudsiu/ewnuilagiu Aianliduasietios mnens wgnundssua/ndriuin i
HamssnEge luvazNlinnudesdn anuidea (risk) aseuaguds toxicological potential taz

= ~ ] v W ' @ aaa v o d . -
wasi’fmﬂm‘w"lm?fmmimﬂwqﬂygﬂﬁ%ﬂmcm/awagwuﬂﬂguu wazalgasenduius (interaction) (17, 18)

skksk '
Tnerinlunanguseslsz@ninmuazannudasndaasdniusiuFunosiaend Aoy

17



19NAID1909

1.

10.

11.

Longson M. Herpes smplex. In: Zuckerman AJ, Banatvala JE. Pattison JR, editors.
Principles and practice of clinical virology. 2 "%ed. NY: John Wiley & Sons; 1990: 3-42.
Wagstaff AJ, Faulds D, Goa KL. Aciclovir, a reappraisal of its antiviral activities,
pharmacokinetic properties and therapeutic efficacy. Drug 1994; 47: 153-205.

Dictionary of Chinese Materia Medica. Shanghai Science and Technology Publishing
House. Shanghai. 1997.

A d 9 A a
oy wadyysona Ifmeiieslne : asswgueunauazerIng njumw 4: inpuusTnn; 2515.
an g a - - .
Ay 951nEN A phytochemical study of anti-herpes simplex components from Gynura

« % a A @ @ 4 a @ a
procumbens Merr. Ph.D. Thesis, UMNaINg1ay AMLINTFNTNT YH1Ineagunaa 2542,

Peluso G, De Feo V, De Simone F, Bresciano E, Vuotto ML. Studies on the inhibitory
effects of caffeoylquinic acids on monocyte migration and superoxide ion production. J
Nat Prod 1995 May;58(5):639-46.

Kimura Y, Okuda H, Okuda T, Hatano T, Agata I, Arichi S. Studies on the activities of
tannins and related compounds from medicinal plants and drugs. VI. Inhibitory effects of
caffeoylquinic acids on histamine release from rat peritoneal mast cells. Chem Pharm Bull
(Tokyo) 1985 Feb;33(2):690-6.

Sekine T, Arai Y, Ikegami F, Fujii Y, Shindo S, Yanagisawa T, Ishida Y, Okonogi S,
Murakoshi 1. Isolation of camelliaside C from "tea seed cake™ and inhibitory effects of its
derivatives on arachidonate 5-lipoxygenase. Chem Pharm Bull (Tokyo) 1993
Jun;41(6):1185-7.

Tsuruga T, Ebizuka Y, Nakajima J, Chun YT, Noguchi H, litaka Y, Sankawa U.
Biologically active constituents of Magnolia salicifolia: inhibitors of induced histamine
release from rat mast cells. Chem Pharm Bull (Tokyo) 1991 Dec;39(12):3265-71.
Yasukawa K, Takido M, Takeuchi M, Nakagawa S. Effect of chemical constituents from
plants on 12-O-tetradecanoylphorbol-13-acetate-induced inflammation in mice. Chem
Pharm Bull (Tokyo) 1989 Apr;37(4):1071-3.

Amellal M, Bronner C, Briancon F, Haag M, Anton R, Landry Y. Inhibition of mast cell
histamine release by flavonoids and biflavonoids. Planta Med. 1985 Feb;51(1):16-20.

18



12.

13.

14.

15.
16.

17.

18.

Ortega CA, Rotelli AE, Gianello JC. Chemical components and anti-inflammatory activity
from Bidens subalternans. Planta Med. 1998 Dec;64(8):778.

Kimura Y, Okuda H, Okuda T, Hatano T, Agata I, Arichi S. Studies on the activities of
tannins and related compounds from medicinal plants and drugs. VI. Inhibitory effects of
caffeoylquinic acids on histamine release from rat peritoneal mast cells. Chem Pharm Bull
(Tokyo) 1985 Feb;33(2):690-6.

Watson DG. Pharmaceutical Analysis. A Textbook for Pharmacy Students and
Pharmaceutical Chemists. Churchill Livingstone, London 1999.

World Health Organization. Quality control methods for medicinal plant materials. 1998.
Blumenthal M. The Complete German Commission E Monograph, Therapeutic Guide To
Herbal Medicine. Massachusetts: Integrative Medicine Communications; 1998.

Loew D, Habs M, Klimm HD and Trunzler G. Phytopharmaka Report: Rationale Therapie
mit Pflanzlichen Arzneimitteln. 2" edition. Darmstadt: Steinkopff. 1999.

Weiss RF. Lehrbuch der Phytotherapie. 7" ed. Stuttgart. Hippocrates Verl. 1990.

19



[ d a v
39]@1]53@1\1?\‘11@3311!3%2]

1Y 4 JAA

A aw @ o @ a o o = A I Y a o a
meﬂmmzwmmqmmiuwaﬁnmmmauﬂzmﬂqmaiﬂﬂNaﬁﬂmmwmmmw tazlsziiuma

aa Aa o 4 o R A 1 Awv Al Yq ¥ I @ ~ I 1
Vmﬂauﬂﬁumwammmmau%mﬁmeumiﬂ’mﬂuﬂmmw Waﬂ’]ﬁ'ﬁ]ﬂﬂulﬂiﬂflﬂuwaﬂjpu‘ﬂinlﬂu@@

4
mﬁu‘mmaummmmzmummsmqm

IBAWHUNTIY

=) 1% a [ o =%

1. mawseniagaveayu lnsudlzdnle
= Y [ .

2. mimaemmﬁaﬂﬂmgu“lwmﬂzmﬂmazmuﬂmmmw (standardized plant extract)
=) a o J (Y o dy dy a A J =2

3. mawseumaasuainauiledil, muauqunn, asnvmsdudlewsegauniduazdnyiniu

@ a o 4
AIAIVBINAAN N (stability test)
4. MIANYIMANNAAN

5. ayilwauazweuunaN

HAN3NAADY
) U a
1. msmsaningavayulng
v O o =& Y ast a o Y Y o
1.1, voeiuguilzmitlsdaedtsssuena Tasmsmgdindr 1 Tugamzdn
o 4 [ 4 A a 1 1
12. vhnd Ifawastgni e, ASUszdud 9. gnsswys quadiedtsssuana lilddeniinaz
9 Y 1
Taiildenainmas

g 4 o oo < & 4 “
1.3, nuneriagavayu nsuilzddadoayulnsiueenasn (01g 4 1how)

2. M3AS8N Standardized plant extract
o =5 =~ 3’ @ o [ A ] ] =
2.1. mgu'lwnﬁlzmﬂmﬂmﬂuﬂmﬂgﬂ . gNITYT 1NN 41 A0, HnnAa@enaIN LY
Y
900 419 91 tazUA IMIMTnNIee 2.5 nn.
Y
22, WIWHIININ 2.5 nn. 1WA (maceration) @18 95% oMU UM 1 dilaide
1 50U 1M InIn 3 50U A1Taza1eNn INNMIHITNINITINAY FEedIMazaIeen
TaSunaansananta 200 n.
o O o Ay ¥ ° . 2
2.3, msanauiled]enla 11 standardized UazvIl5inn Gal (5HAW phytosteryl
glucosides H¥eomanil 3-0-B-D-glucopyranosyl-22 E, (24S)-(24a)-ethylcholesta-5, 22-
diene 1150 stigmasteryl glucoside [Gal.l] ttag 3-O-B-D-glucopyranosyl-(24S)-(24a.)-

ethylcholesta-5-ene W30 sitosteryl glucoside [Gal.2]) Taels Thin-layer chromatography
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Y [ '
Tumsasnaewiesdu (U7 2) uazinizdSnaes Gal Tasldimaiia HPLC (U7

3)
12
Adsorbent : Silica gel GFs4, alufolian, Merck
Solvent system : Chloroform:methanol (85:15)
Detection spray @28 10 % sulfuric acid luenuea l¥anusou 110°C, 1-2 wii
Reference solution 1 3| 494 0.1% Gal Tu chloroform:methanol (1:1)

Sample solution 2 15 pl v93 10% msanauilzdilalumnivea

UM 2 TLC chromatogram vesasanauilediile
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= g
|
%0 : !
_. | ;
: ] Gar2 Cald
20 .;', f.g’ ;
\.-".I! N "_.M_.:u-‘.ml_____ - ;..fll I‘\_
0+ I |
0 2 4 6 8 1IO 12 14 16 18
Column :  5umHYPERSIL® BDS C-18
Mobile phase : methanol : water (100 : 3)
Flow rate : 1ml/min
Injection volume @ 20 pl
Detection : UV 210 nm
Retention time : 3-O-B-D-glucopyranosyl-22 E, (24S)-(24a,)-ethylcholesta-5, 22-diene
%30 stigmasteryl glucoside (Gal.1) 15.18 min

3-O-B-D-glucopyranosyl-(24S)-(24a.)-ethylcholesta-5-ene
%730 sitosteryl glucoside (Gal.2) 17.02 min

5113 HPLC chromatogram vesastneunuaagn’ (active marker compound, Gal)

Standardized Gynura procumbens herbs extract
Drug-Extract Ratio (DER)

Solvent #i1%afa 95% ethanol

weight or part of crude drug : weight or part of extract
10 (9-11) parts : 1 part

UTnaasney (Gal) nuaasgnd luasana = 0.35% w/w (R iaun Gal.l)
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a U d 4 aa
3. I5ENNANN UNNONMIANHINIATD
a o d‘ = ana o (% dy
3.1, waawauilzdrilaunemsdnyimaaaiin 3 msuaail
4 1 ] oYy o
A. placebo wai lufiensadauilzdiila
d'd [ Y o a A o
B. wanimsanaudlzdnile 1% wiw @158 Gal 0.02% wiw, AU Gal.l)
d’d [ [ o =X A (A o
C. wanNasanauteanile 2% wiw (W15018 Gal 0.04% w/w, A1UIUIN Gal.l)
d‘ = ] [ H g a A Jd
wanmTon ldriiunsasnaeudnyazn1anientn n1sduiow¥eauns d(microbial
a < a = d‘ Q( 1 o Aaa
control) Az eHsamsieuiuanigns (Gal) neutilinaseuniendiin
v Y
Tagsz135 19 : Junsnmmn 2 1 Tus aelimiuas 4 ass
= % a [ o Y o =X d' 1 aa
3.2, ANYIANUAAITZELENVDINAAN AN auizdandanaananenaiin

a

= o A o o4 o o 4 o Al ' o A
ANHINNUAIAIVDINAADNUNNYUNINY 4012 “C, 2522 "CHagn 4 “C NYININNNWE) AU

QU

A

@OUN 0, 1,3, 6,9, 12, 18 1AL 24 1ADU
MU UNIUAY

a d a { Q‘{ a Y] 4
- ’J!,ﬂﬁi‘.mﬂ53J1mﬁ’13lﬁﬂuﬁuﬁﬂm1ﬂ‘ﬁ (active marker compound, Gal) UDINAANUN

a <]

1 ] d' I~ =1 =1 v A d‘
Tunsaggraawazgunginhunlssumeuduinnui 4 °C (control)
M5UTLUUNIINIENIN
s o

= A A o J A ~ o A o 3 A
- ﬂﬁ, ﬂ’g'lllhlﬁ, AUV UALAS pH "lJfNNa{s‘lﬂm“m‘]J‘iEJULT]%JUﬂﬁJWﬂGmmGWVImU‘VI4 C

(control)
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asnewa ) (X hugnsauswmaeaial3lvbu

asanainsulBnaiemd iy 198 +815%7¢
asanaluglves » wae
MsazMINIY 109% wiw X
wanflzdiils — In process QC
Us3gviaen — QC Finished product
1ndl
1 | MeNN
, ~n ¥amw (microbial control)
danaaeanenaiin .
Stability test

v Y ¢ A & A ae

* sl(’])'ﬁfl']u‘]/], IATOIND, Qﬂﬂiﬂ! HAZYNAININUNITAIUNUIFDYIAUNTY
d' [ = (] o =X A 1 aa
ETJYI 4 LLNuWQﬂ’]ﬁL@]ﬁElll!ﬂallﬂgﬁ']ﬂﬁlw@ﬁjﬂﬂﬁﬂ\i%’]\?ﬂauﬂ

1 1w ' a o Jd 09.:’ o ¥ A A { o '
1NNITHINT IV microbial limit test WU AIDYNHAANUNLIIANN 3 ATV HSunausrena 1yl

a 14 o

NUNDUN ‘JJW]%';@WHEJHLNMﬂi]@TJuGlm British Pharmacopoeia 2002
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X

Y a o d o
msﬁnmﬂammmmmwamnmmmau’ﬂzm N

A15199 2 wamiﬁﬂym’;mmﬁwmmauﬂzﬁﬁq

Appearance
Month Gal.l (% g) pH
color viscosity
25°C 40 °C 25°C 40 °C 25°C 40 °C 25°C 40 °C
0 0.0050 | 0.0050 5.5 55 brownish green | brownish green viscous viscous
1 0.0047 | 0.0066 55 55 brownish green | brownish green viscous viscous
3 0.0052 | 0.0061 55 55 brownish green | brownish green viscous viscous
6 0.0047 | 0.0061 55 55 brownish green | brownish green viscous viscous
9 0.0054 - 55 - brownish green - viscous -
12 0.0067 - 5.5 - brownish green - viscous -
18 0.0054 - 55 - brownish green - viscous -
24 0.0036 - 55 - brownish green - viscous -
Month0 | Monthl | Month3 | Month6 | Month9 | Month 12 | Month 18 | Month 24
oS 000 @a
[e]
: w
N
@ .
= [e]
:@ @ @
<t
control
> N \ = : o
O ¢ =
o
cw @ 08 99

d‘ o = A a o 4
s 5 dnwagd, anula uazanunilaveswanduy Gynura gel B
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0.02

Mornth 6
Month 3

0.01 T -

T MMomhl

" Month 0
Gal 2 —-/\ /k—(}al.l

: IT L Standard Gal

0.00 1
0.0 2:5 5‘.0 7:5 16.0 12‘.5 15‘.0 17".5 26.0 22..5 25;.0 Z?I.E 36.0
Minutes

a

gﬂ*ﬁ 6 HPLC chromatogram v¥®99 Gynura gel B ‘ﬁqmwﬂu 40 °C

G

M_‘_’\“—-— _Moanith Q

) :-\_P‘-‘\"‘-vl-
T e _Morth &
[y — N _Month 3
M““*"H——f"h———mmn 1

L-— Gal i
[}
u_a'll \-5-' Sl Standard Gal
28 88 15 0o 128 159 178 o s 0 s o
Mt

51]*7'; 7 HPLC chromatogram ¥09 Gynura gel B ﬁqmwgﬁ 25°C

UG

26



o =}

Y a o d
wamsﬁnmmmmmmmmmmmmmﬁlzmﬂa

v
a

o a o 4 a { i 1
MsANYIANUAIAIVEINARS M aNgurgll 40 °C uazfigungil 25 °C NF19Ia16199 Ao

QU

@oun 0, 1, 3, 6, 9, 12, 18 uaz 24 Hounum USual Gal voawdasuainaluudazyiuaay

aé S A (a ] 1 [ d' [ 4 d’
aavninnullTna luanaaiuaudufoun 18 azanad 0.001%05Y 1WODAADUN 24 LAZIINNT

q U

a = A a2 = o ]
MyUsziunIenenIn WU, ﬂ’ﬂiﬂﬁ, ANUrUALaE pH voualTauneun control Ulll

wasuulag

4. MIANHIWANIIAALN

[

* AN ENATNOVRITUTDININAULNTTUNITIIEFTTUMTIVE TUAY

@

* 99119131 Restricted Randomization for the treatment of H. labialis with G. procumbens geliﬂﬂ

smuaswaudihe 150 au wailu 3 nguivedisenunguiilie Tasds double blind block

v
randomization 9414
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Restricted Randomization for the treatment of H. labialis with Gynura procumbens gel

Pt. No. Treatment Pt.No. Treatment Pt.No. Treatment Pt.No. Treatment Pt.No. Treatment

1 A 31 C 61 A 91 C 121 C
2 B 32 C 62 B 92 A 122 B
3 A 33 B 63 A 93 A 123 C
4 B 34 A 64 B 94 B 124 B
5 C 35 A 65 C 95 C 125 A
6 C 36 B 66 C 96 B 126 A
7 B 37 C 67 C 97 B 127 A
8 C 38 B 68 B 98 C 128 A
9 A 39 C 69 B 99 A 129 B
10 B 40 B 70 A 100 C 130 C
11 A 41 A 71 A 101 A 131 C
12 C 42 A 72 C 102 B 132 B
13 C 43 A 73 B 103 C 133 B
14 B 44 C 74 C 104 A 134 A
15 C 45 C 75 B 105 A 135 C
16 B 46 A 76 C 106 B 136 C
17 A a7 B 77 A 107 B 137 A
18 A 48 B 78 A 108 C 138 B
19 B 49 B 79 C 109 A 139 B
20 A 50 B 80 A 110 C 140 B
21 A 51 C 81 B 111 B 141 C
22 C 52 A 82 C 112 C 142 A
23 B 53 A 83 B 113 B 143 C
24 C 54 C 84 A 114 A 144 A
25 C 55 A 85 C 115 A 145 C
26 A 56 C 86 C 116 A 146 A
27 C 57 B 87 B 17 B 147 B
28 A 58 C 88 A 118 C 148 A
29 B 59 A 89 B 119 B 149 C
30 B 60 B 90 A 120 C 150 B

O o o v { ' A
A, B uaz C Aowanilzdila 3 gasdrsunzseldundgihe
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v
U

ad < v
TupaUIazITMINUYRIa
U { o 1 { g a {a T o
dthemiwndny  Aedilendulsasunsifin (recurrent herpes labialis) ‘lasunms
aAaa o dy FIR Yo o a 1 S d' [ = dy
FaReaneIMs uazemsuaasveslsail dileaz ldsudeTinvedazideaneinuTasimsdnil
mwzdthefionguinni 18 I femsmelu 48 luwaz lduaasnnudusen Tasasielulunedaa
4
ANMVTUTELA NI UT I NANET
U A 10 ' U 09;’ J - Aa
Athen lusiudndnelaun dihedsnsss (pregnant) wieliuwyas (lactation) Aniilsa
4 Y
15959 2uMed1he HIV
ax [ d’w 9 Y = dy Y o =K A
ms  Tuduusn (Do) NS 3 lumsfnundl Tauinlszifoimsuazeimsudaves
U o U 1 - . a A d U o .
drhelusuutiuiingilie sreg1 digital vFnailulsavesdihe ¥ viral culture wiziden (@379
Y 1
CBC, SGOP, SGPT, BUN, Cr) uazasnilaanzdihennite amiudilez 18501 wanil

drunauvesasanannuilzdiile 0.02% | 0.04% w3io wai liiiden (placebo, nquatuny Tasis
double blind block randomization

[ v [ Y

Tndthenuean 1a5uune q vinaseslsann 2 H luanaauluiuusn aelimivag 4 ass

wniurane fihelasunuudmsuilsziiveimsveslsanniu Taslidoyavesormsnu uaze1ns

o v w & < o A <
1halszdriu Tunanazinanaz Junses Tsamonua (dzinarganug)

v '

msaamumssne wiadihenaswsavaenni I luda 2 wie 4 Su (D2, D4) s l1lag
Y v A v v A a9 <
WA luiud 7 (D7), uaz vasiuiuwameaud (azinanganue)

a Y :/l a A < A
Tumsaaaudihennaiezilsziiv szeznansesTsnanazinanua, szeznaiseslsnig
<] % @ U -
Wua  (Aznavganun)  uazazliuiinanuiuusivesetmsihauazemsauvesdiloaw  visual
dgl =\ 9 = 9 = vy o . = ;’,’
analog scale 0 -10 uenvIniimnlinadiufss vnms Ideaziiuin13dae 9z viral culture Bnass
v [ v 2
Tumsaaawdilonsan 2 (D2, D4) mzideauazasiailaaiz (wilounsusn) Bnasananinyga
Y
nudn
1 Y 1
fuzmﬂgﬂé’ﬂ’gﬂsluﬁ’uuiﬂﬂaumﬁi”men tazdunnaamuRamssnensei 2 (D2, D4) uag 3 (D7)
=g
WAy
[ 9
igihendswTasams nakua 65 519 Aihe 4 s1elildinAeamanssnem 3 s1weglu
1 1 1 d' Yo S Y 1 d' Yo 1 Y Y [} d'
nquaduan 1 seeglunguinlasue) Tdihe 1 selunquinldsvenluannsalideya Juiuwann
< o A = 1 = @ a
aznanuanaziuiuwameld 8n 1 s1elungquaruguiotmMsuIniezAULTNUMEWINIUARDINYA
o v o ' { a 'S o & ° yd U { [

mssne aniudsdidiheiannsadnszidoya lansdu 59 510 luswouiidudihen1dsue 0.02

% uflzdila 19 310 0.04 % uflzdnila 22 519 uag1dsvermIuaN (placebo) 18 518 MAMIINTIEH
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1A 1 o w an

[ Y
Foyauoniuszrinnguildenia 2 anududulinuniianuuanansusddiveddyniana 39

o

@ 1

voswnuramsnaans Tasueniuiiios 2 ngu Aenguit 183 udm taznguaIugu
fiheiidhiwTasimsisenininnzideyaldndu 5o 5o edlunduitldsun 41 5w
Suae 10 Meuaz ¥idga 31 519 oglunguitld5vmauau 18 91 Huwe 3 seuaznda 15 10 lu
nquit 185uenfiongnde 37.15 9 (@ide 16 - 71 Dlunquarquiernanas 41.72 3 (ide 20 - 69 7))
frhelunguitldsuoudzdiledionnain 27 Tu 41 310 (65.90%) Tomsdu 28 Tu 41 310 (68.29%)
luvaziinguaunuiionmstha 11 1u 18 518 (61.10%) Termsiu 7 Tu 18 510 (38.89%) Tunguii
1Rsuenfinzunueinsthamis 2,93 emsiuiinzuuumae 2.73 luvasiinguaiunuiiazuuueints
thamds 2.86 omsAudazuuuman 2.10 Tunguitld5ummy Tzanck smear 18rawan 70.0% dau
Tunguatuauldnavin 72.2% T TN T REE TNV & herpes simplex virus lunguii
1asuen 46.2% Tunquadugu 31.3% ﬁﬂymwhmmmé’ﬂaﬂuﬁyﬁmﬂa;ué’ma'n"l,ajﬁﬂmmmmm

[} A o [

o aa 9 [ ! A d‘d [ 1 Yo = 1 1
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