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{54) Title; USE OF A COMPOSITION COMPRISING AN EXTRACT OF POLLEN FOR THE TREATMENT OF IRRITABIL.-
ITY

(57) Abstract: Use of a composition comprising, as active ingredients, a water- and/or fat-soluble cytosolic extract of pollen and
optionally pistils optionally combined with Royal Jelty and Vitamin E for manufacturing of a medicament for the treatment of irri-
tability relating to normal hormonal variations in women during ferfile, peri-menopausal and post-menopansal age.
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anmendments For two-|etter codes and other abbreviations, rdf@Eheg03 he

"@ui d- ance Notes on Codes andAbbrevi ations " appearing at the begin- ning
of each regular issue of the PCT Gazette. Z (54) Title: USE OF A

'COVPCSI TI ON COVPRI SI NG AN EXTRACT OF ROLLEN FOR THE TREATMENT OF

| RRITABILITY O (57) Abstract: Use of a conposition conprising, as active
ingredients, a water- and/or fat-soluble cytosolic extract of pollen and
optional |y PEFACOMESIHGHAMPHISHE AS EFRACTAR LIRS Fak THEREATMERCOPRIrABILTYE f Or
manuf acturing of a nmedicament for the treatnment of irri- tability relating
to nor mal MBENOFAHE BNVENTION i n worren during fertile, peri-nenopausal and
post - nrenopausal age. 1 March 2005 1 USE OF A COMPCOSI TI ON COMPRI SI NG AN
EXTRACT OF POLLEN FOR THE TREATMENT OF | RRITABILITY FIELD OF THE | NVENTI ON
The invention, relates to the use of a conposition conprising, as active

i ngredi ent Syrpa I t solubl e cyt.osolic.extract of pollen and
option- al I;r{%iIg\ﬁnﬁgn’?%rg(etgﬁ%hﬁ%%%f(g%ﬁ?ﬁpﬁéﬁ'% CURERYIE &%ent for the

treat nent &Clyeippredising, mywatee had/ ardatt solutde aetbsdiiorextaat ofailleabh@Bption: Wonen

during f er tlly pistiRSorvild masuRefiringdtd m&ﬂ&&ﬁé}ﬁ'}ﬁp&‘ésééat?@ﬁ o ND OF
THE INVEI\rr; . éoroder{f rleﬂllatl n .ttcl) nQrmal variation_ o the sex hor none
cycle of woren b FaP hermonal variations ju wopen; quriqedsrtiles 5 well agprat-iand

abdomi nal @P¥treenopeusydaghl oat edness, severe breast tension, headache or

m grai ne, edema, wei ght changes and sl eep distur- bances. The overall well
bei ng as G ' rof essional life may be in- fluenced. Al so
nenopause\,,\ﬁb\ﬁéfcgﬁoi S céggﬂé—g‘ﬂ@?@vﬁg&eri ng of the production of fenmale sex
hornmones at the age around 50, can to many wonen generate disorders such as
elde ma, d hot D"Sbt?mlatafggia@f@mﬁi v Hidh lofthe é@ﬂ%hﬁoﬁg g,ycﬁg 5?%91'[1%11 bgfept%le pain,

sl eep di s- rbances, . 1ori.a, _nervqusness, nood SwW ngs, headache,

pal pi t at i'(j@'}rée i{ﬁeﬁeﬁglﬁgeﬂgn¥%ggﬁ'ugﬁwoﬂf‘* %’éﬁ?’ﬁ“@é‘ﬂ%ﬁ"?mﬁ? '\ #&@%ﬁ%%@&%es and
pai n dur i rgFerstersesyhsedacheor migeaiye, dilehayrbagitochbigeh ans sktp Gizsur-

| ncont i nerkgeed. Aot RRAYIdG: JOHA o P 0Bl d pHd AR e 01y i, DI adder
and ur et hriﬁledurd ng the process of passing water C. hese di sorders
refl ect age P&i%t ed hor nonal changes which hitherto only have been

al ![evi at ed effe;j?j%vi! Kﬁiyﬂft he adgi ni stration of Lemalg_ sex lk)lpr nones |ike
estro- geniange ubé, kehicl QLY n_haye. di sturbi.ng menopause
di sorders . for at Izﬁst one year gg%Ii‘%@%ﬁ%ﬁo%ac\%?r?eﬁe%%ﬁg%‘ di sorders
for nore CERCREs\ALLRGazq propngdiS0, pan toBawhwhmen esoeratedispedsraierch and a

pgpul at i omdeha,hotillibhan attabiadd ﬂs&f&hﬁ?gfy:nkt]!scléﬁ]hdlp&@nﬂﬁj%iﬁ, si&@:lﬂﬁihé’ i ncl ude

about 200 e i Q ife re nopause.trouble is

di srupti n§9f% %é%lgrg”ﬁ]s? g.gn%l‘?gerﬁg ﬁsél%g &g, s%pgﬁ?%aﬁﬁaggﬁg?%ﬁaﬁe &flat ed

i rritabil {fEgugnsy ghheart ratel denmuces mambranes sndedalin Haringlistepmupey briand

post rrelnf)pﬂats?a*iismﬂ:rm:ra_ edRYCISAK §t@Ess :i[&ﬁui%@é@ ﬁ%eﬁlex%ﬂiaséin BShdd 0{1_ be: ng .

~general ly . Vi ssent i nQ négative pharnma- ceutical side
ef f ect, aﬁ%ﬁﬁg"&ﬁ%’%ﬁ%‘)coﬁs".q%‘%‘%ﬁtangf“ff%ﬁ%gi“% TOCRSOLARSTIPE MR SKoul d be

of a greafll #msﬁélspﬁierm&wbﬁgetmgi haomenal dhagrpodidh bithetapulydiang an

extract ObechmBinRe creliRly BPehdPidlihlsea000 B faﬁ%éeﬂ%éy%&&gls HRP <G8 "

extract, gl'«é%ya%lddlglﬁiig‘ and Vitam n E has been so tumn ar ma

Four out of five women have disturbing menopause disorders for at least one year
and 25% of women have menopause disorders for more than 5 years. Half of all

women have severe disorders and a population of 5 million inhabitants will con-




AB, Kungsangsvagen 27, 561 56 Huskvarna, Sweden, for the {MEHEM® of Pre-
Menstrual Syndronme (PMS). Said conposition was thought to be active agai nst
PMS disorders in general. SUWARY OF THE | NVENTI ON The present inventors
during research work found out that the nposition as dis- closed in the
application showed an unexpected advant ageous effect on sone di sor- ders
relating to normal variations in the hornone cycl e of wonen.

physi ol ogi - c#lenBainghslegbeut 30@-R09wareyyip tPéP%“%ﬂ‘lﬂflgF g@&rep?lggglzﬁlge ouhlg n
unaf f ect ed byiddiguptienadir.lifdhe present inventors thus found an unexpected
beneficial effect onirritability in relation to normal hor none vari ati ons
in wonen of fertile, as well as er| and_po sal a |ned by
the adm ni st eFT9RHs2Pavei6 RFBETEi ﬁt heymamely te‘éémtaol \/‘8 A i en?

wat er - and/ or whizh-as eleliftréleyd pabland restmempassal poirearman su - Tlt“? BW&!S}OJI

pistils, optignaldny onsﬁoﬁq;gmgr@,bpgnyvga@ BQ}{%J&ISE%%%O\&&@&RIQPME i n-

vention is based on thls di sgqver one aspect i NV n
provi des a usEUras ﬁ%l""f‘ﬁgﬁvﬂé@?‘?’ﬁ‘% te C%ﬂgwettile}?greﬁgmwogmﬁg

wat er - and/ orOﬂaegre&mahblferwhbsa@th@eM@ct of pollen and/or a water-
and/ or fat-sol uble cytosol ic extract of pistils fertilized by pol I en, said

poll'en and/o ol l en an istils bei gobt I’In’B.I’Il

‘bel onging to éﬁgm SO Qf"éﬁﬁ‘?g’fll?’%?fg E gl‘?ﬁﬁ Rbisned m%,ﬁ%&%ﬁ yaI
Jelly and Vi t:amlhn@ranfx extratrtaﬁg:f’deleuyang Viitomao. Eémsmﬁpldf@f Nefwenip FRarRa

of irritabilify &l %ﬂg@&g&aﬁ NOEBRI56 HQLRAR] s%@déxﬁtfduome thdatWeAEdT Frer

fertile, peri- menop nopausal a AndiBMS
present i nvenf Y &@5‘ 5% ?Pd\gg} g;abncg%’g%‘?sﬁ B ‘% %lﬁ?cb% %C(smggg

i ngredi ents, dasordihs argenarad/ or f at - sol ubl e cyt osol i c extract of poI I en and
optionally pi stils optionally conmbined with Royal Jelly and Vitamn E for
manuf acturing_of a i, can f the treatnment of irritability relating
to nor nal hoMf‘Rg‘éﬁﬁﬁwyﬁ{%nen during fertile, pen -nmenopausal and
post - nenopausal age The scope and preferred enbodi nents of the invention

are as defi nageiph wﬁg%pésm st M A0RB: Aol ERAZs dic-
PCT/ SEO1/ 01849 DETAI LED DES

PTI ON OF TH%p $I\/El\ﬂ'l ON Téx > Jater-apdf o
fat-sol ubl e GWS%H%aER]t‘?aé’(?P %}‘F’Wﬁ AP AR S h R ERATET B LT 8 et - erabl y
conpri ses an dexd relting of npahdlenriatidnpirsticlimrpPhe e olowirnerOhier rhysiolegit r act
of pollen gr, éf%'f &%}r d 56 Eh s RBkOWm BRI AH0RE bYfhext r act
may be pur- ﬁfa&r eﬁ'ﬁ] g?&%%%%{ %@ngﬁ%aaen 309, 262 92 Angel hol m
Sweden, a Ph&PRedy-ci a conpany. The pollens and pistils used for
manuf acturing of P182 and GC FEM extracts are selected and harvested
primarily fr? glegg&tsmv%%lt(%g 19 fotu &Qﬁa ﬁé&)%éﬁ {i%@h!&ﬁ’mal(e?@@p&@ﬁ')ﬂa%'lﬂg
processi ng, tHERE 1S per orme H open and re- n%ve t he
outer cell wedlationHenephaldtorgmsine vaslatlenwnmﬂ?ﬁl%t)ﬁ%tﬂﬁ acwell 28 PPRT JREPHYT | en

re- actions. m@ho;?a%séﬁag@ SHth2alHyahp ldhSfisRiBE ok a @¥inpasitioni comprisirgiper oxi de

glr errunts a:ﬁ d( %\ Ve pggre:ﬁé{gs,p%%%gif) ar @ ? orotjat-solu@[g cy%sgﬂceé;grayct '3%‘{:,81?&} &th Jﬂﬁl len

tionally pistils, optionally in combination with Royal Jelly and Vitamin E. The in-

vention is based on this discovery.

In one aspect, the present invention provides a use of a composition comprising, as
active ingredients, a water- and/or fat-soluble cytosolic extract of pollen and/or a

water- and/or fat-soluble cytosoiic extract of pistils fertilized by poIIen said pollen

family (Poaceae), optionally combined with Royal Jelly and Vitamin E, for
manufacturing of a medicament for the treatment of irritability relating to normal
hormonal variations in women in fertile, peri-menopausal and post-menopausal age.




. , e ... 1 March 200
pistils are allowed to react under very specific conditions. In the

reaction, the proc- ess of fertilization is initiated between pollen and
pistils, and the extract conprises ':f?e product thereof. Substances
obtained in this reaction are SOD mintés, flavo- noids, tannins and

pol yphenols. In vitro studi es have shown that the extract has high

super oxi de di snutase activity and prevents the formation of free radicals.

Ex- i ; | i .patient investigat. h that Pl 82
or ot oot st REe Bront kol alto AR\ Effhpaslieh orBncing ds Ftk bgpectents, 2
Fur t her nor &atqpt agd/ or fasrepheldle chwsclédexiesdt bf polRet A opldddfly pOMIOYbthaBY Y gEN

per fusi on t@mBinkd QAi@Nbovial 9 I er-sol ubl e gytosol | c extract
from pol | eg,, %@a%%ég(%pl%?aggﬁdem o? tfﬁ%&%ﬁagm% ngyclﬁ'ﬁleﬁﬁ tion to
the above-mentioned Subs gelating foyRorapal iermondl vesiptiony dr womsn alnging
protei n. H§rilaerarbmenoparse end pdst-medopdimabrsgeQf estrogen sub- stances are
found. GC FEM cont ai ns natural bioflavonoids, vitamns, enzynes and trace

el enent s. | Jel i.S a,prodyct of the processing of various plant
material s '@9%’%03.3 fﬂégg‘%ﬁrgd g‘é’g?éﬂ@?eéﬁﬂgf@le myptigerace as ofeshimehe apt i s rich
i n pant ot Hs#ided glejrds.(al so called Vi- tamin B5), further vitanins and
sterols. It is preferably included in the conposition in Iyophilized form
preferably concentrated by drying to a ratio of at least 1:3. Royal Jelly
may be purchased from AB Montoil, Box 24150, S- 104 51 Stockholm  Sweden.
1 March 2005 WD 02/ 17942 PCT/ SE01/01849 4 As a source of Vitamn E, use is
preferably made of Dry Vitamn E 50% Type SD, from F. Hof fmann-La Roche
Ltd., CH 4070 Basel, Switzerland. Preferably dl-al pha- tocopherol is used,
but other fornms m ght al so be valuable, Further, conmmon drug processing
conpounds may be included, such as diluents, glidants, |ubricants,

di sintegrants, flavoring and col oring agents well known to the man skilled
in the art of pharnaceutical sciences. The active ingredients nay be
included in formul ations of any form such as tablets, powders, granules,
and tinctures. They also may be included in foodstuff of differ- ent

origin, e.g. as functional food. Adm nistration to the woman in need

t hereof nmay take place several tines a day, such as 1-8 tunes daily, 1-6
times daily or 1-4 tines daily. A daily dosage may contain from60 to 960
ng of PI 82; from18 to 288 ng of GC FEM and optionally from2 to 48 ng
of Royal Jelly. Vitamn E mght be included in an anpunt of fromb5 to 80
ng. Preferably, a daily dosage may contain from60 to 480 ng of Pl 82; from
20 to 140 ng of GC FEM optionally from2 to 30 ng of Royal Jelly; and
optionally from5 to 60 ng/day Vitamin E. Mire preferably, a daily dosage
may..contain from60 to 360 ng of PI 82, 20 to 80 ng of GC FEM and
optionally from2 to 15 ng of Royal Jelly and optionally from10 to 40 ny
of Vitamn E. Most preferably, a daily dosage may contain 240 ng P1 82, 72
ng of GC FEM and optionally 12 ng of Royal Jelly and optionally 20 ng of
Vitamn E. It should be noted that, unless no statenent to the contrary is
made, all anounts of Royal Jelly quoted herein refer to freeze-died, i.e.

| yophi li zed, Royal Jelly. The weight of Royal Jelly before freeze-drying is
about at |east three tines higher, due to
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the water content of the same. It furthernore should be noted that all the

anmpunts of Vitam n E quoted herein re- fer to d-al pha-tocopherol, unless no
statement to the contrary is made. 1 March 2005 WO 02/ 17942 PCT/ SEO1/ 01849
5 The remgdy rising the active ingredients should b;(i gatered to

t he woman |?12912£eggd thereof daily durgng at |east one non 1%'% prefrerably at

| east two nonths. OQther excipients are included in amunts well known to
any one skilled in the art of pharmaceutical sciences. Test of the effects
on disorders relatin o nornmal variations of the sex hornobne pattern of

- women ofDE@ﬁlmD§§@EWH@N@%THﬁIWEﬂFLQN was performed to investigate the
efficacy and tolerability of the active conposition in conparison to

plLacebo b UIPALL7R! A1 SHLERL LA SR L BLRN oo SLARLHRG 3: 0, glckect fons

‘relating to normal’varl a ions
Pat i ent sCFRPIIFOaEBEISES ap SRirafidolarker apd pistids @i@?b@@@bm%@lﬁhmtragap%d di s-
orders apdlleafgraiat(GCOBEME6 shediSédherein bdlbBdthitypesifeRiiast Bay Wepght change

G 1 poleiEa sRUEANCRG b 9hAGhec @A S0 PR Aol R8EA0 o

di sturbances, det erl -“rate s el T ascy At era%%fg'ence W th

soci al aﬁacﬁ%ﬁ%%si onal life. A 10-cm VAS (vi sual anal ogous scal e) was used

~for all the investi gated di sorders except the weight gain, which was
measur e 4 years
(mean 36" 1‘21 sl;ﬂa \ﬂﬁtﬂghsg@ﬁrm{uﬁépﬁ gafﬁ%zvm%k; W?’%@i

Criterias égﬁveﬁem%ﬁrﬁ f’fgéP&SfA? the grass\{py r egul ar nmenses

conpl ai n(Pogceafe) Blfriegtprotessing] atamhetnm 1S/ﬁ&’rfc&h1&dm tha pollére t@eipdndsex hor none

pattern. Al ElizdnRy , hal f of
t he pat|%ﬁ?%ﬁ%&%gﬁi&ﬁ%ﬁfﬁﬁré&gfg%g%§t?ao ﬁrqs tvfsckz&{ciagl%f@&f)startl ng on the
first day*™ffer nenstruation, and continued this treat- nent for two
menstrual cycles, i.e. treatnent period 1. The other half (G oup B)

f ol | owedpit - VB t

cei Iy, SPIC%?E‘S?‘ZW"E%’% sﬁ% HERY RS ofeReReE cihthae D BMIRY 0 o
Royal '-’ySOéeﬁae af B aedtwaﬁr%wﬁ Shd it Toprpollenppdy | and

W t hout 1aatyls hvmalﬂmmnlt tb rpactiwdier vegaipegfio uqmdzﬁo:ss énl tloy sraction, tthe podsdqer

medi cat i R t&ﬁ@n riod 2.
Both gr o&gs?ff E%}bﬁit edHtq ; ﬁﬂ&em%éﬁﬂoﬁng%%gks de&lgae%re&g@c t Sl%g for mal

t
rul es f oSt MF"P%PF‘@F"F %t?lﬁﬁ &#F%ﬁ?acgo’a\ﬁﬁe RPOmgicRi #aV8r aw,  was
consi dermaddsdemsinarnd phypiieogeuinsviisio stitdiesintabolvndbai Gicieatractiesse recor ded.
- Statistigigh sapabyie i iibs a@ﬁ@&%a &e@ﬁp f(ﬁ%kﬁ&%eﬂréé Qgdid ank, matched

pai r anal ysi s or anal of, ditferences between treatment

scor es, SRR T‘Er‘f]tol"lgﬁ? Rl patient S?tégatlfn PR TRabiYs34 /s bests egardy

PCT/ SEOlﬂ@liSh@ne@hAe priiainge obfredreQiicaty. Fluedermears:, RUBP iredrayss tHeeredccept abl e
si gni fi cRNGBnRNE udMdttodihe RAEHfishtt| RfRlrEnf Rsugyal uation, a
day-to-day variation of 12% ype | error risk of 5% and a Type ||
error risk of 10% it would be possible to detect a score differ- ence of
16% To GefEM ism wessisbluble gapsojic ewerdt fofrh @ollen.iThewyoplismi dedethelt a

separ at ehe Hofibr é&ﬂtﬁﬁ's, BNAAHUBLS tme@b@mﬂéna&%&émm&sa& ﬁ%h%&ﬁ{tf or ned
(cf. Tables 1%’? ?SS%\ An i ndependent institutiqgn out sILeS%the CLI ni c

per f or rre?:f c?ﬁg BT"tﬂﬂa grmore, carotenoids and traces o ogen su
stances are found. GC FEM contains natural bioflavonioids, vitaming, enzymes and

trace elements.

Royal Jelly is a product of the processing of various plant materials within the sali-
vary glands of the worker honeybees. It is rich in pantothenic acid (also called Vi-

in lyophilized form, preferably concentrated by drying to a ratio of at least 1:3.
Royal Jelly may be purchased from AB Montoil, Box 24150, S-104 51 Stockholm,
Sweden.
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Drug formul ations, random zation and blinding The active conposition and

- placebo tablets were formnmul ated and packed to be in- distinguishable for
patients as well as for doctor and nurse. Treatnents were allot- ted at
random by oMb ger generation for clusters of four indiyidyals.,The code
list was generated and kept outsidesthe clinic until ]K stt’ y had been
conpleted. Drug fornulations were packed and | abelled for one nonth's
treatment, and with a code nunber identifying the patient. Results
Effects vvere anal )h(zed as _differences in various kinds of scores and in
wei ght r 2¥a80Wicr h Vitamip Eabebis ripliraiemede of Diy Viiemin EF%6 | Type §D,
conposi t fram, F. Hedpenhi-Me RychdXtdt, h[m—dom)Bdmssmzkrahﬁepﬁafaamyfdl@mﬂahe t est
pr ot ocol S:Mﬁl,ﬂqg §deV i_ent roduct significantly
reduced fogur as corr%abt'% to pP*n ghtt\?lfg%b%lvraél tagl lity (p<0.05), dysphoria
(p<0.02), feeling of being bloated (p<0.05), and edema (p<0.02). The
reduct i ouithers conmenahnp predstiog 3Gpouidomdi Ye anduded)nés peaiihataky. The
reduced m@mm%tsem BEES Talide 4 Borblife SIS GRHELLON  Bu@ai N 10

body wel &ndenm es of effécts are reast tension and
headache™ & the wtof phampacsiicRl $7€1% 50t significant”. A spillover

ef f ect mght be obtained from the treatnent with the actlve corn-pound to

the pl aCPROu 8 tngrdERadh ATt fibtln mul;@fymg o5, SEAGLEGln Tabl es

13 and 14 emar ain rrit scofe During
the firs¥ VE‘{?ES? @“T‘Hﬂ %/IE%I%T Iief’y’héeé( %’WY%’E&?S%‘?FQ pedsiefs Pk é’ﬂfr"lo) was
4.2 durémgriglmeabes fure:atonalﬂooé{sAchmmﬂm&dnttotBeﬂvomammglebd eadraeinbayi t h t he

active com pRESkiversl- tuﬂ-@e.eaﬁgj? 2R AR 4L Brdek dkiF S1-5Q4md ang oyl € was
4.4 for pl, cebo and 2.8 for the active conposition. The ference between
pl acebo "the active conposi- tion was statistically si gni ficant between

the two treatments during the second cy- cle, while there was a tendency of
i mpr overmagﬂ}dawgaganiap%maﬁﬁtfmn? 58 15660 g VB P 8L Sfrorl 1%%02%8'154 o a@ ficant

| OV U0 SRS DS G LY BOTROTLY BRSSP BRleg o L he

02/ 179429117aIP®T¢1SE@Iﬂ10§821@OMI e llrritability score (VAS 0-10) during
treatment with Placebo and the acti ve corrposi tion (n 29) at each nenstrual

cycl e. acehoAct acebo Active t C d Cycle
Mean4. 23Eer a?ng %éﬁd%@ 28 Y §° %t@m.) @g}/ %I%ng ég gér}ﬁ%m%% \}éﬂuensp <
0. 05 Dys‘pﬁ@fﬁﬁ f%@r@tm@néomtdwmg@ﬁobfdddﬂm @t)dspﬂrtmnaiiyméwvi sual
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Most preferably, a daily dosage may contain 240 mg PI 82, 72 mg of GC FEM and
optionally 12 mg of Royal Jelly and optionally 20 mg of Vitamin E.

1t should be noted that, unless no statement to the contrary is made, all amounts of
Royal Jelly quoted herein refer to freeze-died, i.e. lyophilized, Royal Jelly. The

weight of Royal Jelly before freeze-drying is about at least three times higher, due to
the water content of the same.

- It furthermore should be noted that ail the amounts of Vitamin E quoted herein re-
* fer to d-alpha-tocopherol, unless no statement to the contrary is made.
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rated overall wellbeing as well as interference with social and professional life.

A 10-cm VAS (visual analogous scale) was used for all the investigated disorders
except the weight gain, which was measured in kg.

The trial was performed on 32 women aged 27 to 54 years (mean 39.4 years), with
regular menstrual cycles of 24 to 34 days. Criteria for admission were women aged
20 to 54 years with regular menses complaining of affections related to variations in
the normal sex hormone pattern. 29 women completed the study.

After a pre-study screening, half of the patients (Group A) took 2 placebo tablets
twice daily, starting on the first day after menstruation, and continued this treat-
ment for two menstrual cycles, i.e. treatment period 1. The other half (Group B)
followed the same regimen, but they were administered 2 tablets twice daily, each
tablet comprising 120 mg of PI 82, 36 mg of GC FEM, 6 mg of Royal Jelly and 10
mg of dl-alpha-tocopheryl acetate. Thereafter, and without any “wash-out” period,
each group crossed over to the other medication for another two menstrual cycles,
i.e. to treatment period 2. Both groups started their medication periods at the same
time. No formal rules for withdrawal, other than the patient’s own wish to withdraw,
was considered necessary. No dropouts due tg protocol deviations were recorded.

Statistical analysis
A non-parametric method (Wilcoxon signed-rank, matched pair analysis) was used

for analysis of differences between treatment scores, on an intention to treat basis.
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Of the disorders and affections from the test protocol, evaluated with VAS by pa-
tients, the product significantly reduced four as compared to placebo, viz. irritability
(p<0.05}, dysphoria (p<0.02), feeling of being bloated {p<0.05), and edema (p<0.02).

. The reduction in scores amounted to 36%, 41%, 41% and 47% respectively. The

. reduced awareness of edema agrees well with the 57% reduction in gain in body
weight. Tendencies of effects are also shown for breast tension and headache. The
letters “ns” below means “not significant”, A spillover effect might be obtained from
the treatment with the active com-pound to the placebo test. According to later fol-
low-up tests, reported in Tables 13 and 14, remarkably good effects were obtained.

[rritability score
During the first cycle the irritability score (visnal analogue scales 1-10) was 4.2

during placebo treaiment as compared to 3.1 during treatment with the active com-
position, The corresponding figures for the second cycle was 4.4 for placebo and 2.8
for the active composition. The difference between placebo and the active composi-

o was statistically sighificant between tHE two treatiments dutinig the second ey

 cle, while there was a tendency of improvement during the first. The score was sta-
tistically significant lower during the second the active composition period com-
pared to the first {p<0.05), and a carry-over effect was observed. -
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for the active composition. The difference between placebo and the active composi-

tion was statistically significant between the two treatments during the second cy-

cle, while there was a tendency of improvement during the first.

Table 2 Dysphoria score (VAS 0-10) during treatment with Placebo and the
active composition (n=29) at each menstrual cycle.
Placebo Active Placebo Active
1st Cycle  1st Cycle 2nd Cycle 2n0d Cycle
Mean 3.1 2.6 3.9 2.3
. |Range 0-7.8 0-9.5 0-9.2 0-9.5
S.D. 2.7 3.1 3.1 2.9
p-value ns p < 0.02

Bloating score

During the first cycle the bloating score (visual analogue scales 1-10) was 3.9 dur-
ing placebo treatment as compared to 2.4 during the active composition treatment.
The corresponding figures for the second cycle was 3.7 for placebo and 2.2 for the
active composition. The difference between placebo and the active composition was
statistically significant between the two treatments for the first cycle and on the

. borderline on the second cycle (0.054). There was a significant carry-over effect.
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Edema score

During the first cycle the edema score {visual analogue scales 1-10) was 3.3 during

placebo treatment as compared to 2.2 during the active composition treatment. The
corresponding figures for the second cycle was 3.2 for placebo and 1.7 for the active
composition. The difference between placebo and the active composition was statis-
tically significant between the two treatments during the second cycle. A significant
carry-over effect was found.

Table 4 Edema score (VAS 0-10) during treatment with Placebo and the active
composition (n=29) at each menstrual cycle.

Placebo Active Placebo Active

1st Cycle  Ist Cycle 2n¢ Cycle 20 Cycle
Mean 3.3 2.2 3.2 1.7
Range 0-10 0-9.5 0-10 0-9.5
S.D. 3.4 3.1 3.6 2.7
p-value ns p <0.02

Breast tension score

During the first cycle the breast tension score {visual analogue scales 1-10) was 3.3
during placebo treatment as compared to 2.9 during treatment with the active com-
position. The corresponding figures for the second cycle was 3.5 for placebo and 2.5
for the active composition. The differences between placebo and the active composi-
tion were not statistically significant between the two treatments.
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Weight increase

During the first cycle the patients weight increase was 1.2 kg during placebo treat-
ment as compared to 1.0 during treatment with the active compound. The corre-
sponding figures for the second cycle was 1.4 for placebo and 0.6 for the active
compound. The difference between placebo and the active compound was statisti-
cally significant between the two treatiments during the second cycle. It was a sta-
tistically sign.iﬁcént difference between the first the active compound period and the
second. A significant carry-over effect was found.

Table 6 Weight (kg) increase in connection with PMTS during treatment with
Placebo and the active compound (n=29) at each menstrual cycle.
Placebo Active Placebo Active
1t Cycle 1=t Cycle 2nd Cycle 2vd Cycle
Mean 1.2 1.0 1.4 0.6
{Range 0-5.5 0-3 0-5 0-3
S.D. 1.3 1.0 1.3 0.8
p-value ns p < 0.01

it was a strong tendency of improvement during the second (p=0.060). There wasa  °

Tension score

During the first cycle the tension score (visual analogue scales 1-10) was 3.4 during
placebo treatment as compared to 2.6 during treatment with the active compound.
The corresponding figures for the second cycle was 3.7 for placebo and 2.5 for the
active compound. The difference between placebo and the active compound was not
statistically significant between the two treatments during any of the cycles, even if

statistically significant carry-over effect between the periods.
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Table 7 Tension score (VAS 0-10) during treatment with Placebo and the active
compound {n=29) at each menstrual cycle.

Placebo Active Placebo Active

1st Cycle  1st Cycle 2ud Cycle 2nd Cycle
Mean 3.4 2.6 3.7 2.5
Range 0-8.2 0-9.5 0-9.2 0-9.5
S8.D. 2.7 3.2 3.0 3.0
p-vahie ns ns

Headache score
During the first cycle the headache score (visual analogue scales 1-10} was 3.7
- during placebo treatment as compared to 2.1 during treatment with the active com-

position. The corresponding figures for the second cycle was 3.0 for placebo and 2.4
for the active composition. The differences between placebo and the active composi-
tion were not statistically significant between the two treatments.

Table 8 Headache score (VAS 0-10) during treatment with Placebo and the ac-
tive composition (n=29) at each menstrual cycle.

Placebo Active : Placebo Active

1st Cycle  1st Cycle 2nd Cycle 2nd Cycle
Mean 3.7 2.1 3.0 2.4
Range 0-10 0-8.9 0-9.5 0-9.5
S.D. 3.3 2.8 3.4 3.1
p-value ns ns

Sleep disturbances score
During the first cycle the sleep disturbances score (visual analogue scales 1-10) was

2.8 during placebo treatment as compared to 2.0 during treatment with the active
composition. The corresponding figures for the second cycle was 3.1 for placebo and
2.5 for the active composition. The differences between placebo and the active com-
position were not statistically significant between the two treatments.
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Table 9 Sleep disturbances score (VAS 0-10} during treatment with Placebo
and the active composition (n=29} at each menstrual cycle.
Placebo Active Placebo Active
1t Cycle  1st Cycle 2nd Cycle 204 Cycle
Mean 2.8 2.0 3.1 2.5
Range 0-10 0-8.7 0-10 0-9.3
S.D. 3.3 3.1 3.6 3.3
p-value ns ns
Heart Rate

No statistically significant differences between placebo and the active composition
were found between the two treatments.

Table 10 Heart rate after treatment with Placebo and the active composition
(n=29) after each menstrual cycle.

Placebo Active Placebo Active

Ist Cycle  1st Cycle 2m Cycle 2na Cycle
Mean 74.2 76.3 75.4 77.6
Range 64-90 64-94 56-88 68-92
S.D. 6.7 8.5 8.1 6.5
p-value us ns

Systolic blood pressure

No statistically significant differences between placebo and the active composition
were found between the two treatments.

Table 11 Bystolic blood pressure after treatment with Placebo and the active
composition (n=29) after each menstrual cycle.

Placebo Active Placebo Active

1t Cycle  1st Cycle 2md Cycle 2nd Cycle
Mean 114.5 114.8 112.1 113.5
Range 90-135 90-150 85-125 90-130
S.D. 12.0 13.9 8.5 10.4
p-value ns ns
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Diastolic blood pressure

No statistically significant differences between placebo and the active composition
were found between the two treatments.

Table 12 Diastolic blood pressure after treatment with Placebo and the active
' composition (n=29) after each menstrual cycle.

Placebo Active Placebo Active
: 1t Cycle  1stCycle 2nd Cycle  2nd Cycle
Mean 77.4 77.1 : 78.1 79.4
-|Range 60-90 60-85 70-90 70-90
S.D. 6.4 7.0 5.3 5.9
p-value ns ns

The results of a further statistical analysis are presented in Tables 13 and 14. The
analysis was performed in line with the Wilcoxon test performed above. In Table 13
results are shown relating to the participants who obtained placebo during the first
two treatment periods and the active composition during the two second treatment
periods, in Table 14 the results relating to the opposite group are presented. The
treatment with the active composition shows an unexpected and remarkably better
effect as compared to the placebo treatment.
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During placebo no adverse events were reported. During the first cycle of the active
composition treatment three patients noted a shortened menstrual cycle and one
patient reported dizziness. During the second cycle with the active composition 5
patients reported a shorter menstrual cycle than normal. Apart from these events
the patients tolerated the active composition very well. The lack of severe adverse
events is also obvious from Tables 10 - 12 above.

‘The results from these analyses show that the active composition had a very posi-
tive effect on irritability, dysphoria, weight gain and edema.

It is interesting to note that the effect of the active composition was more pro-
nounced during the second menstrual cycle compared to the first cycle of active
treatment. This indicates that the treatment should be continued for at least two
cycles before it should be evaluated whether the product works for the individual
patient. For one of the ingredients included in the active composition- PI 82— a
similar observation has been made regarding the effect on free radical formation.
The onset of effect is seen first after a month treatment. Another reason for this
may be that the effect of the active composition continues after having been with-

drawn. The observed carry-over effect may indicate this. This effect may be one of
the reasons why the efficacy of the active composition is not optimal during the first
cycle, i.e. it may be that the onset of efficacy for the product is faster than the pres-
ent data indicate. This is supported by the data from an open pilot study were the

effects were as good during the first menstrual cycle as during the second.

The mode of action is with present scientific knowledge not known. As the product
contains three different natural constituents, each with a theoretically contributing
effect, the combination of these may be a reason for the observed effect. The con-
stituents PI 82 and GC FEM contain SOD mimics stich as flavonoids, tannins and
polyphenols. These SOD mimics have an effect on free radical formation, which may
be a factor involved in redistribution of fluids, including edema, seen under stress

situation. An improved oxygen perfusion may also be a contributing effect.

Vitamin E is added to the composition as an active ingredient or as an antioxidant

and stabilizer.
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Test of the effects on disorders relating to normal variations of the sex hormone

pattern of women in the peri-and post-menopause

Test mode

Ten women with an average age of 50.8 (range from 46 to 55) years were recruited
for this open trial. All of them had been diagnosed to suffer from climacteric disor-
.ders. The menstruation had ceased for 5 women while being irregular for 5. None of
the women were subject to any hormone therapy.

Each of the women obtained one tablet comprising the active ingredients in an
amount of 120.0 mg PI 82, 36.0 mg GC FEM, 6.0 mg Royal Jelly and 10.0 mg di-
alpha-tocophery! acetate, twice daily, morning and evening. The treatment did not
affect pulse, or systolic or diastolic blood pressure.

The investigated disorders, all relating to variations in the normal sex hormone
pattern of women in the peri-and post-menopause, were menopausal hot flashes,
tendencies of sweating, palpitations, sleep disorders, vertigo, muscle pains, head-
ache, difficulties in passing water {(pollakiuria), stress incontinence, dysphoria, dry-
vaginal and mucous membranes, arthralgia, water retention (edema), irritability,

and variations in mood.

Evaluation of the disorder was performed by use of a 10-cm VAS (visual analogous
scale).

Low values express favourable resuits. All statistical calculations are Wilcoxon test

for matched pairs, if not otherwise stated. The results, illustrating the impact of
active compositions on different menopausal disorders, are compiled in Table 15.
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Table 15
Mean value (standard deviation).
Menopausal disorders Without treat- | Treatment by | Treatment by
ment {cm) active comp. active comp.
1 month (cm) | 2 months (cm)
Hot flushes 3.08 (2.27) 2.81 (2.03) 1.33 (2.00)**
Sweating tendencies 3.94 (2.29) 2.75 (2.37) 1.73 (2.54}"
Palpitations 2.66 (2.74) 1.88 (1.37) 1.31 (1'.66)#
Muscle pain 3.40 (3.19) 2.19 {1.42) 2.08 (2.40)*
Headache 3.77 (2.84) 2.38 (2.20)% | 2.53 (1.98)***
E;ZS; ;;g;?ﬂ(;gﬁ;ﬁﬁ;luem 1.73 (2.34) 1.15 (1.44) 0.72 (0.85)
Dysphoria 3.41 (2.05) 2.16 {1.27)* 1.60 (1.22)**
ETY vaginal and mucous mem- | 3 g9 (2.88) 1.36 (L.31)* | 1.52 (2.32)*
ranes and/or pain during in-
tercourse
Joint pain 3.94 (2.82) 1.91 (1.03) 1.48 (1.30}*
Mood 3.05 (2.26) 2.72 (1.90) 1.73 {1.15)
Edema 6.04 (2.53) 4.48 (L.93)* 3.28 (1.539)*
| Energy loss 4.99 (2.15) 3.82 (1.60)* 2.72 (2.21)%
Irritability 3.18 (2.55) 2.20 (1.78p** | 1.61 (1.24)
Sleep disturbances 4.28 (3.89) 3.00 {3.07) 2.87 (3.09)
Mood swings 3.33 (2.16) 2.31 (1.07) 1.81 (1.63)#
Oversensitivity 4.03 (2.06} 2.70 (2.07)* 2.01 (1.79)*

* = borderline significance
* =p<0.05
&% =p<0.02

™ =p<0.01
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Below is given an Example of a tablet used according to the invention.

PI 82 (pollen-pistil €XITACL)....citiiimiireriiiiieiricieieeerearaie s esrrernresenneeaenas 120.0 mg
GC FEM (POI1EN XLIACE) ..covviriirriiiuiererirererivisesrersnrsssesosssssnesssnsenmusisres 36.0 mg
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vagi nal and nmucous nenbranes, arthralgia, water retention %nedcernag,
irritability, and variations in nood. Evaluation of the di sorder was
performed by use of a 10-cm VAS (vi sual anal ogous scale). Low val ues
express f e results. All statistical calculatio ,l.coxon test
for mtche_d&%ﬁgﬁ%, if not otherw se gtated. The resul tsr&ﬁﬁgﬂasqtgégati ng the

i npact of active conpositions on different nenopausal disorders, are
conpiled in Jable 15. 1 March 2005 WO 02/ 17942 17 PCT/ SE01/ 01849 Mean val ue
(standard d C&‘i‘cfaé'ﬁ}r?grﬁﬁ‘i‘té' 15 Wthout treat- Treatment by Treatnent by
Menopausal dREGHdEEIdefitcedeodriatt.i.v.e..comp....act.i.ve..conp....L..nont.h6(0cmk2 nont hs
(2.29)2.75 (2.37)1.73 (2.54)" Palpitations2.66 (2.74)1.88 (1.37)1.31(l
.66)# Muscle pain3.40 (3.19)2.19 (1.42)2.08 (2.40)** Headache3. 77
(2.84)2.38 (2heOymrederdg (1.98)*** Stress incontinence or frequent 1.73
(2.34)1. 15 (MicAst)feAllBnd Bs1BBdgé DASSI.NGg. water  (pollakiuria). Dyseherha3. 41
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(2.16)2.31(1'.07)1.81 (1.63)0 Oversensitivity4.03 (2.06)2.70 (2.07)*2.01
(1.79)** # xhntifigrline significance * = p<0.05 **= p<0.02 *** =p<0.01 1

................................................................................... approx. 2.64 mg
......................................................................................... approx. 0.36 mg

Total Welght.. ..o rerrrrsrrr s st e s e st s ee e e ee e es approx. 363.0 mg
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18 Hot flushes: significant (p <0.£)2) after two nonths. Swgéﬁhl ng

trendenci es: significant (p <0.05) After two nonths. Palpitations: nore

" than 50% reduction (borderline significant). Miscle pains: significant (p
<0.02) after one nonth and borderlifjepfd er two nonths. Headache: highly
'significant (p <0.01) after one and two nonths. Stress incontinence and/or
pol I aki uria: reduction of about 60% borderline signifi- cant. Dysphori a:

si-gni ficant aft gf.Qpg RnthdstorBohBsiskiy, 26 @fvanthrpdisitd)2) watdryandfirnal or

" mucous itenbr anes and/ or pain_dyrin tercourse: .signifigcan one and
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after LyQadathstllert0iz62 )byulidn, said sillgni dridyan pollbwwedaisalsipietr abl e
O cbtai S bi oat P bslcaf BT T M ash Bl 1Bk pkiromol more
Ener 9y chmasicamithdchyehuiahoond ttarsingh b cxnulageriotie e SRS, he (p
Srep BRSPaREAMCY ishiLY Rty LFRLY POPART YO LTS R Can . b
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VAS scores were added to a comon "qverall well-bejng.score".a.ck |y
posi - Rive eff eblseagcaiiiihtd o lywhegew, ieéfrﬁﬁﬁf%l?g%?ﬂ ?/n(?\%&vl\gl}sgpf
unchange G d b extile of hAIMIOMEEIREMS signi ficant (p <0.02). At a direct
inquiry of all ten participants whether they have had any advantages or

use of the treatnment, 6 of themclearly said, "yes" while four answered
"don' t gknow' ( Pss@c@idignio dgimleyheEANRt &t pgrddicnfisasn BAEAUERAMDl e of a
tabl et .used .accordi.n i_nv. i i i e ®io 860 of

(pol | emep{n&iﬁange)a I;ré%tr%o%r}tg%ucﬂ LN Sk 2 AGhY U sh b e 82

...... PI 82; 18 to 288 mg of GC. FEM; and optionally 2 to 48 mg of Royal Jelly and 5 to §04 o g

ng . Dical ci um phosphate

""" SR 0] - atcordinégrto' claim 4 wherein the active ingredients-are includedin . . . . . ..
ng Magnesium steatrate _ _ ]
the medicament in amounts such as to give a daily dosage of from 60 to 360 mg o

mg GC FEM, and optionally 12 mg of Royal Jelly and 20 mg of Vitamin E.

7. Use according to any of the claims 1-6 wherein the extract(s)
-~ -comprise(s) substance(s) selected from. of SOD.mimics, flavonoids, tannins, ... .
polyphenols, carotenoids, traces of estrogen substances, natural bioflavonoids,

vitamins, enzymes and trace elements.

AMENDED SHEET




~ approx. 363.0 ng 1 March 2005 20 CLAIMS 1. Use of a conposition conprisi-ng,

1 March 2005

" as active ingredients, a water- and/or fat-soluble cytosolic extract of
poll en and/or a water- and/or fat-soluble cytosolic extract of pistils

" fertilized by pollen, said pollen an#¥or pollen and pistils being,  obtained
primar8ly from fsemeccopdingrigiamy af he elaigsakd, Fhereip thpsladg sepasopt thénal |y
combi NGd el ROY Uarhild drcANe AAihMH dbde o A mTRIBE 864K, 110G thheidaiyl canent
for the treatment of i1rritability relating to normal hornonal variations
in wonen in fertile, peri-nenopausal and post-nenopausal age. 2. Use
according to claim1, wherein the extract of pollen and pistils is Pl 82
and the extract of pollen is GC FEM 3. Use according to claim2 wherein
the active ingredients are included in the nedicanent in anobunts such as
to give a daily dosage of from®60 to 960 ng of PI 82; 18 to 288 ng of GC
FEM and optionally 2 to 48 ng of Royal Jelly and 5 to 80 ng of Vitamn E
.4. Use according to claim3 wherein the active ingredients are included in
t he nedi canent in anounts such as to give a daily dosage of from60 to 480
mg of PI 82; 20 to 140 ng of GC FEM and optionally 2 to 30 ng of Royal
Jelly and 5 to 60 ng of Vitamn E. 5. Use according to claim4 wherein the
active ingredients are included in the medicanent in anmounts such as to
give a daily dosage of from60 to 360 ng of PI 82; 20 to 80 ng of GC FEM
and optionally 2 to 15 ng of Royal Jelly and 10 to 40 ng of Vitamn E. 6.
Use according to claim5 wherein the active ingredients are included in

t he medi canent in ampbunts such as to give a daily dosage of 240 ng of PI

82, 72 nmg GC FEM and optionally 12 ng of Royal Jelly and 20 ng of Vitamn
E- 7. Use according to any of the clains 1-6 wherein the extract(s)
conprise(s) substance(s) selected fromof SODmi m cs, flavonoids,tannins,

pol yphenol s, carotenoids, traces of estrogen substances, natural

bi of | avonoi ds, vitam ns, enzynes and trace el ements. MENDED SHEET 1 March
2005 21 8. Use according to any of the clainms 1-7, wherein the daily
dosage of the nedicanent is admnistered in a single dose or in nultiple
doses, 1-8 tines daily.




