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edema, hot flushes, attacks of sweating, nuscle and possibly joint pain,

sl eep dis- turbances, dysphoria, nervousness, nood sw ngs, headache,

pal pitations (enhanced frequency of heart rate), dry nucous nenbranes and
pain during intercourse, uri- nary disturbances such as stress

i nconti nence, frequent passing water apd pain/irritability of the bl adder
and urethra during the process of passing water etc. All these disorders
refl ect age related hornonal changes, which hitherto only have been
alleviated effectively by the adm nistration of femal e sex hornones |ike
estro- gen and the like. 1 March 2005 2 Four out of five wonen have

di sturbi ng owRaUARSHc@oOteKSNG an BakaACEFPOLIBN POREB TREABMENT2E $bEMA Wonen have
menopause di sorders for nore than 5 years. Half of all wonen have severe
di sorders an | S mllion inhabitants will con- stantly

i ncl ude abg,%"ni%g?g%&%?@ﬁg&n the period of |ife where nenopause trouble
is disrupting their life. Fromthe above it appears that i.a. hornonally
rel ated ed is an affliction from which as well fertile as peri-and
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pistils coRBRmeY Rermal Bomsenad yarigiiorsin ssomencduritgdyrtileJas well amperiiangdni n E
has been gobteneopblasalmea. Phar ma AB, Kungsangs- vagen 27, 561 56 Huskvarna,
Sweden, for the treatnent of Pre-Menstrual. Syndrone (PMS). Said
conposition was thought to be active against PMS disorders in general.
SUMVARY @Aﬁﬁﬁmfmﬂ‘é@'@%nt i nventors during research work found
out that the conposition as dis- closed in the application showed an
unexpect eg: ffect on.so di sqr- ders relating to_narmal
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conpri si rfenged.acti ve ingredients, a water- and/or fat-soluble cytosolic
extract of pollen and optionally pistils, optionally in conbination with

Royal Jel and Vitami.n E. The invention is _based on this discovery. In
one as ped%l, 0 PHROBIPEG AR 1R eitsed ??Y SHBW?IH&Oféhﬁ Brpdgictign of faxpale £¢%,
conpri si Aprnages atdhe ege dnognddile nis o manptvemen aatiérate dimbrdend silddbeacyt osol i ¢

edema, hot flushes, attacks of sweating, muscle and possibly joint pain, sleep dis-
turbances, dysphoria, nervousness, mood swings, headache, palpitations (enhanced
frequency of heart rate}, diy mucous membranes and pain during intercourse, uri-
nary disturbances such as stress incontinence, frequent passing water and
pain/irritability of the bladder and urethra during the process of passing water etc.
All these disorders reflect age related hormonal changes, which hitherto only have
been alleviated effectively by the administration of female sex hormones like estro-
gen and the like.
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extract of pistils fertilized by pollen, said pollen and/or pollen and
pistils being obtained primarily fromplants belonging to the grass famly
(Poaceae), optionally conbined with Royal Jelly and Vitamn E, for

manuf acturing of a nedicanment for the treatnent of edema relating to

nor mal hor al varjiations in wopen in fertile, peri- no%aiusal and
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poll ens and pistils used for manufacturing of P182 and GC FEM extracts are
sel ected and harvested prinmarily fromplants belonging tp the grass famly
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react under very specific conditions. In the reaction, the proc- ess of

fertilizatig iﬁlﬂil.’. ' %,&g}ﬁ@ n pollen and pistils, and the extract
%ﬁe prog?ﬁ:?ﬁ?hereof. g

conpri ses ubst ances obtained in this reaction are
SOD mi mcs, flavo- noids, tannins and pol yphenols. In vitro studi es have
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--The present inventors thus found an unexpected beneficial effect on edema in rela-
tion to normal hormone variations in women of fertile, as well as peri- and post-
menopausal age, obtained by the administering a composition comprising, as active
ingredients, a water- and/or fat-soluble cytosolic extract of pollen and optionally
pistils, optionally in combination with Royal Jelly and Vitamin E. The invention 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 pistils fertilized by pollen, said pollen and/or pollen and pistils being

obtained primarily from plants belonging to the grass family {Poaceae), optionally
combined with Royal Jelly and Vitamin E, for manufacturing of a medicament for
the treatment of edema relating to normal hormonal variations in women in fertile,

peri-menopausal and post-menopausal age.
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GC FEMis a water-sol uble cytosolic extract from poll en. ﬁgccy opl asm

content of the pollen contains, in addition to the above-nenti oned

subst ances, a high amount of carbohydrates and protein. Furthernore,
carotenoi ds and traces of estrogen sub- stances are found. GC FEM cont ai ns
natural bioflavonoids, vitamns, enzypmes and trace elenents. Royal Jelly
is a product of the processing of varf Bus plant materials within the sali-
vary gl ands_ of the, wor a al so
cal ed vi- thgerseeas) Ve B EET s chhplud e R rBo e e 4

sterol’s I's. preferably included
in the conpagitamt)or iat-dojudfid tytbeddid ckonm of poliére pab byticailyarnstilappdor®ylydr yi ng
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PCT/ SE01/ o@@@eaﬁza%ofaﬁ%%re@ﬂag t%?%ﬁlﬁwEmB%]e"ﬁr@hﬁ?%F’e?’S‘B‘F? HEG8 of Dry
.Vitam n E &0, dorpmebbbaudat and BosthaédopansallzgeRoche Ltd., CH 4070 Base
Switzerland. Preferably dl-al pha- tocopherol is used, but ot her forns night
al so be val uable. Further, comopn ug. processing co ng

i ncl uded, Bersroas agf preiptred e P?’&h‘i‘i‘ft%“ tﬁam‘feeaﬁ?gfeeﬁng?‘ﬁl dPgﬁ%/’éP flavoring
and colorlpgnagen&asmell knomn to the man skilled in the art of
pharmaceuti cal sciences. The active ingredients nmay be included in

- fornmul ations of any form such as tablets, powders, granules, and
tinctures. They also nmay be included in foodstuff of differ- ent origin,
e.g. as functional food. Admnistration to the woman in need thereof may

t ake pl ace several tunes a day, such as 1-8 tines daily, 1-6 tines daily or
1-4 times daily. A daily dosage may contain from60 to 960 ng of Pl 82;
from18 to 288 ng of GC FEM and optionally from2 to 48 ng of Roya

Jelly. Vitamn E mght be included in an anount of from5 to 80 ng.
Preferably, a daily dosage nay contain from60 to 480 ng of PI 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. Mre 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 JeIIy and optionally from10 'to 40 ng
of Vitamn E. Most preferably, a daily dosage may contain 240 ng Pl 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 amounts of Royal Jelly quoted herein refer to freeze-died, i.e.

| yophilized, Royal Jelly. The :




wei ght of Royal Jelly before freeze-drying is about at Ieas%rc?%P%Se times

hi gher, due to the water content of the same. It furthernore should be
noted that all the anobunts of Vitamin E quoted herein re- fer to
d- al pha-t |, unless no statenment to the contraryp 1 March
2005 WO Ogﬁ(’i ?LHPCT/ SE01/01848 5 The renedy conprisin dﬁ%ﬁgﬁacﬁ ve
i ngredi ents should be adm nistered to the woman in need t hereof daily
during at | east one m)nth preferably at |east two nonths. Qther excipients
are included in ampunts known to al\)é one skilled in the art of
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affections were tensfon, irrita orla Wei ght” change (
edermn, SYRFPPRYY bl oat i ng) , breast tension, headache, sleep disturbances,
deterio- rated overall wellbeing as well as interference with social and
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of affections related to variations in the nornmal sex hornone pattern. 29

wonen cotfpf®¥ed the study. After a pre-study screening, half of the
patients (Goup A took 2 placebo tablets twice daily, starting on the
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rul es df q&%ﬂ\fsﬁﬁ%ﬁu@ blsngitagé adthap ahg r%‘t@ﬂietf‘énﬁé{ﬁbﬂ/\bﬁt’%etﬁdﬂaish ghxaw, vvgs |
consi dere nec r,0 u 0 a S r recor ded.
Srat1 ot IMERPRSERaTSe A unle A e e BeR RO T P POl G TRt che
pai r.. andkoms itl'ge) negasive tdfience of free radicals. Furthermore, PI 82 improves the red
cell function, thus improving oxygen perfusion to different tissues.

GC FEM is a water-soluble cytosolic extract from pollen. The cytoplasm content of
the pollen contains, in addition to the above-mentioned substances, a high amount
of carbohydrates and protein. Furthermore, carotencids and traces of estrogen sub-
stances are found. GC FEM contains natural bioflavonoids, vitamins, 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-

“iginin Bg); further vitamins and sterols. Tt i preferably "iﬁcluded"'in"'{he"'composition
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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for analysis of differences between treatnent scores, on an In ion to

treat basis. 1 March 2005 WD 02/17941 PCT/ SE01/91848 6 A p-val ue of 0.05
or less was adopted as the acceptable significance level. Wth 29 patients
avai | abl e @h/p¥4! Uation, a day-to-day variation of 12%. @y error
risk of }9 and a Type 11 error risk of 10% it would %e posgll% le to
detect a score differ- ence of 16% To detect a possible "carry-over"
effect, it was decided that a separate stati stical analysis of Goup A and

B shoul dp for. 4) . . n t

i nsti tutl%ln%%ﬁbc% Og%m e cC }J%ﬁ:%’pre fabq%glc? L%%‘?P?Ag /gﬁl%lp $ﬂ1. Dr ug

f or nul at fromd- Hodiverm-baRpehe kdd CH‘H‘HH@ ﬁgsqlhéwmqﬂamé Bmfg@bbtdl@@fmﬂd pl acebo
tablets wesghdroliBuisad,ashialEbrAaGKeMhidR A bdwargiigd. ngui shabl e for patients
as well as for doctor and nurse. Treatnents were allot- ted at random by
conput er_generation for clusters of four individuals. The code list was
gener at BUARer: Repmog ArgE PEoeREng chmpeundi ey bhéncedady skl ap didnentsnpl et ed.
Drug f ogliahed, Tvihscants, eligaeiehts Thvbakehh@ dolbAhg agentswrllknswhreaheent, and

with a code o HiARE L Q&rgg & %%%Pgal%%ehgnt Results Effects were anal yzed

as differences 1n variou scores and in wei ght reduc- tion for
pl acebo and treatnment with the disclosed conposition, respectively. O the
di sor der’Bhesdivafitgredientiamby béridchelddds tfonptidbBat of s@fg’r&'bﬂﬁ,t saﬂ:hvﬂsttﬁbw by pa-

tients, i I C cebo, viz.
i1 b TS deg) agﬂfﬂ og.’%ﬁﬂ%ﬁﬁ% A e
(p<0. 05) Nt IFFITE Fefrds gy qndﬁthﬁwwépégl neRd Hheeef ey 36%
41% 1%&3@1&@8%V@81;1&ﬁé& atdhy, su'Ehels I8 dinseadiafival -6reass Qiilyagtena tBgesees wel |
W th theg a'ig,%reduction in gain in body weight. Tendencies of effects are
aI so shown for breast tension and headache. The letters "ns" bel ow neans
"not significant". A spillover effect mght be obtained from the treatnent
wi t h t heA daily desage magyaonthit drold&0 pd 6@ by dieS 82; RomorTio2Rs mglofitter f ol -

| ow-up t S @ﬂgl S were
obt ai nedﬁa?lrﬁcga &%afigﬂoc%?gplagjﬁ%gft %%ﬁs?ﬁcy KF%%J eglq'))rgr |%§%§f| ty score
(vi sual HhAPBERECITHRE Lo POTBS: was 4.2 during pl acebo treatnent as conpared

to 3.1 during treatment with the active com position. The corresponding

figures g@ferd til“ﬁﬁ?}& SOYE IS, \é@ﬁtaﬂlﬂ'of(noéOEJ@%ﬁgl toﬁ@'fiSQ Bom R 1ol active
¢

conposi ti on er lace actlve .conposi- tion
was st atP&ef s?‘t]:fﬂ"fiﬁ% H’E“ &% ey, lebellar retterelly fram g tPhe second

cy- cl e,60numg)dayt Videminds a t endency of inprovenent during the first. The
score was sta 1 March 2005 WO 02/17941

- More preferably, a daily dosage may contain from 60 to 360 mg of PI 82, 20 to 80
mg of GC FEM, and optionally from 2 to 15 mg of Royal Jelly and optionally from 10
to 40 mg of Vitamin E.

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.

It 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 all the amounts of Vitamin E quoted herein re-
fer to d-alpha-tocopherol, unless no statement to the contrary is made.



7 PCT/ SEOL/ 01848 ti sti cal | y significant | ower during the1énea(§%hn%loq5he active

conposition period com pared to the first (p<0.05), and a carry-over

ef fect was observed. Dysphoria score During the first cycle the dysphoria

score (Vi SiighyBhal ogue scales 1-10) was 3.1 during pl aﬁe[t;ﬁ? AGaL ment as

conpared to 2.6gﬁuri ng the active cogposition treat- nent. Le

corresponding figures for the second cycle was 3.9 for placebo and 2.3 for

- the actiyg & e s PN D LI ere | 0 | ve
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during t¥eesd fhstgoidaily duing, i ifast che Foniacrraforahin ahlopsiolwd Mprigsement duri ng

the first. Table 2 Dysphoria score (VAS 0-10) during treatnment with Pl acebo

and the oAt bXELERIIAS:L] (g/: t ﬁéﬁ{ 5 Active
Pl acebo Act |}ve 1,s]t Q/.clle%lg?e &cﬁ%ﬁgﬁgﬁgoﬁgﬁcﬁwge aﬁglﬂgﬂlgéﬁg 3
Range0- 7PBMgcsiicnl sgencas s p 2. 73.13.12. 9 p-val uensp < 0.02 Bl oating score
During the first cycle the bloating score (visual anal ogue scal es 1-10) was

3.9 dur-md r i iafiofls QEY fmdfd | Ve
"~ 146 Bl AEDQ oy BRI reATinG WAL Joltafiofls HfileNx WAL tycl e was

conposi tion treatnent. . The cor
3.7 for %L%BMW n.of 2%he active conposition. The difference between

pl acebo &ddubiadliadisivéy vaspedsitmednowasstigdtatihs tificady andiciprabiligasftthbet ween

the two éc!tl%é‘wﬁfli_{%s‘iﬁé:@ in ERBphdidodlto PrEdeBo BN GuQRLERS sultRhide bbb @R nt gleoz telcggd

cycle (0,,054). e .was significant carry-over effect. Table 3
score (\fﬂ%"ré%?d’)r E’%{?F’i“?fbs ’fe?"aéﬂ'{g%@ﬁ’f’r%gf‘f?rﬁ“ﬁe B there=dirsmgre PR Yonposi ti on
(n=29) awomeercPanentt with klepyesbien aRil ansioty Wertei oxelulded CBipoinAettigaiedliis- Cycl elst
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S.D. 3.02. .62.9.. . . , .
edema, swe%lmg {(bloating), breast tension, headache, sleep disturbances, deterio-

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 cycies,
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 to 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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Resulis
Effects were analyzed as differences in various kinds of scores and in weight reduc-
tion for placebo and treatment with the disclosed composition, respectively.

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), feecling 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 bedy
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.

Irritability score

During the first cycle the irritability score (visual analogue scales 1-10) was 4.2

during placebo treatment 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 betwéen 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. The score was sta-
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1st Cycle  1st Cycle 2rd Cycle 2nd 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 <002

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.

Table 3 Bloating score (VAS 0-10) during treatment with Placebo and the ac-
tive composition (n=29) at each menstrual cycle.
Placebo Active Placebo Active
1t Cycle  1st Cycle 2vd Cycle 2nd Cycle
Mean 3.9 2.4 3.7 2.2
Range 0-9.5 0-9.5 0-9.5 0-9.5

p-value p <0.05 p = 0.054




1M

; : h 2005
during placebo treatnment as conpared to 2.1 during treatneﬁ?cmn?% t he

active com position.

3.0 for
bet ween

significant

pl acebo and 2.4 for the active conposition.
Phés And the active conposi- tion were not
etween the two treatnengs. 1 March 2005

The corresponding figures for the second cycl e was
The di fferences

WO 1

PCT/ SEQ1/ 01848 Tabl e 8 Headache score (VAS 0-10) during treatnment with

Pl acebo
Pl acebo

- Mean3. 72Dvging shefirspayile theieityms: swor

c- tive conposition (n=29) at each nenstrual
acebo Active |et C?cletat Cycl e2nd | e2nd
9

9%& QS‘\QF;?

cycl e.

|
visgabamalegys, 35?@2.1%'&@5@813-6-%1%4&%5 ns

Sl eep di pladtivdineemefCa €orhpdinetigo RiTdhitgtheGittive cdhipositiOe predinsdrill Tivnces

Compar i e pofigE AR

conposi t1on.

cor r espoffpRFHg ke @%ﬂ@r@@%macwcﬁné the gctive compposifioncuppstatisr
t he act i tieallyciigiifidaint betweth @hé bhd aeemieds Hating aie lcane bocie il sighificast | ve com

T Erchalh iy S5 0 Blesoim sgent o

2.5 for

position g istigally significant between the two treatnents.
Table 9 %%ﬁ%gv %g?%ﬁﬁﬁﬁgéégécore (VAS 0-10) during treatnment with Pl acebo
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Placeho Active Placebo Active
1st Cycle  1st Cycle 2nd Cycle 2nd 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.

Table 5 Breast tension score (VAS 0-10) during treatment with Flacebo and the
active composition (n=29) at each menstrual cycle.
Placebo Active Placebo Active
1st Cycle 1=t Cycle 2nd Cycle 27d Cycle
Mean 3.3 2.9 3.5 2.5
Range 0-10 0-10 0-10 0-8.3
S.D. 3.4 3.2 3.8 2.9
p-value ns ns
.. \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-




p-val uens Safety, Heart Rate No statistically significangmﬁy?}%qgkces

bet ween pl acebo and the active conposition were found between the two
treat ments. Table 10 Heart rate after treatnment with Placebo and the active
conposi ti Qhy odfl539) after each nenstrual cycle. Pl acebohGddysisfd acebo
Active lst cyc ﬂ st Cycl e2nd Cycl e2ngl- Cycle Mean .........

7.4.2:76.375. 477 6 Range64 9064- 9456- 8868-92 S.D. 6. 78.58. 16.5 p- vaI uensns 1

March 20 0 oI|c bl,00 [essur
Statisti oA f;.gn ot el s RpihiR b bEeoRn el FRRH R0
conposi t Figkirallysigaificanhdifisene detwasa thebrat ﬂ%@m@t@mppaaﬁ@em@ﬁtim ¢ bl ood

pressur esébhera bigaficaRntarv-ober¥feacho foaddt he active conposition (n=29)
after each nenstrual cycle Placebo Active Pl acebo Active 1St Cycl el9t

Cycle2nc b.CLuu £ ettt 3 E
Rangea0 14486- 150%5%‘;35?@% 195 5‘, Ggﬁa;gg RASIE SR RERLHEND bstol ¢
bl ood priessure No q e B SF&WP??% ] bR €Y pl agebo and
the actilve conposition Placebo Active Piacebo Active
Ist Cycle 1=t Cycle 2n0d Cycle 20d Cycle
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p-value ns p<0.01

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
it was a strong tendency of improvement during the second (p=0.060). There was a
statistically significant carry-over effect between the periods.

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
1t Cycle 1=t Cycle 2nd 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
S.D. 2.7 3.2 3.0 3.0
p-value 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 correspondmg 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.
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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.

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
1stCycle  1st Cycle Ond Cycle 2vd 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

Safety, 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
1t Cycle  1st Cycle 2nd Cycle 2 Cycle
Range 64-90 64-94 56-88 68-92
S.D. 6.7 8.5 8.1 6.5
p-value ns ns
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~ Systolic blood pressure
No statistically significant differences between placebo and the active composition

were found between the two treatments.

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

Placebo Active Placebo Active

1st Cycle  1st Cycle 20d Cycle  2nd Cycle
Mean 114.5 114.8 : 112.1 113.5
Range 90-135 90-150 95-125 90-130
S.D. 12.0 13.9 85 10.4
p-value ns ns

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 Flacebo Active
1t Cycle  1st Cycle 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 co_mpared 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.

Jt 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 onsct 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 such 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 cffect.

Vitamin E is added to the composition as an active ingredient or as an antioxidant
and stabilizer.
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the acti V%voﬁ{?ﬁRHSi tion treatnent three patients noted Iacﬁmil{’]&&ed

menstrual cycle and one patient repgrted dizziness. During the second
cycle with the active conposition 5 patients reported a shorter nenstrual

cycl e than nor.mal art. fromthese events .
_ ycl e 05t o HIE eﬂecép on élsorders re atlsng 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-tocopheryl 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
scalej.

Low values express favourable results. 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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GC FEM [ 6.0 ng Royal JelTy and|10.0 ng df-
| Energy loss 4.99 (2.15) 3.82 (1.60)* 2.72 (2.21)%*
Irritability 3.18 (2.55) 2.20 (1.78)* | 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)*

L Me=p<0.01

t = borderline significance

= p<0.05
** =p<0.02

*
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al pha-tocopheryl acetate, tw ce daily, norning and eveni ng. r%e treat nent

~did not affect pulse, or systolic or diastolic blood pressure. The

i nvestigated disorders, all relating to variations in the normal sex
hornone  Ra} §Hf4y0f wonen in the peri-and post-menopausgyy, ﬁﬁ&genopausal
hot flashes, tendencies of sweatingy pal pitations, sleep disorders,
vertigo, nuscle pains, head- ache, difficulties in passing water
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vari at i oneeaiRedeRirncicfapigailicer (BR0105 alixrogapnihes perforned by use of a
10- cm VARIfivdtonal manaileagdss rafrtion (bdrowlivmalsipagicexpr ess favourabl e results.
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conposi tPBRSSon different menopausal disorders, are conpiled in Table 15. 1
Mar ch 200saddhd 24ight dibniffealOl BH0T) /58 48 Med bwy adonthd, St andard devi ati on),

Tabl e 15g5Widh 8ad and /o 1) | | s@rd t
(o) act T a S e and/ o RO e BT Ml o0 BpARe B, G
(2.27) 2.°§i‘t'( 2.03)1.33 (2.00)** Sweating tendencies3.94 (2.29)2.75

(2. 37) 1.78phari&BigniPedrpi dfat boasd 66o fidnTHl (b. KB0X dndp)<0.3]. (1. 66) # Miscle

1 * %
(3. 20) +2 el og icode ienlilalcs U/ br pERAMBENS cLlnicle Ydtns oty 1 15
(1. 44) 0.°75 3¢ 18y BoHhs dp 58 OhpndrP tQBL 8 FsdRPtie%sphori a3. 41 (2. 05) 2. 16
(1. 27) * LoB8€ Hain:22gnificddrt aften grralontsdprOd®)s nem  branes and/ or pain during
in- 3. 03t 381 éigéﬁcéﬂt, Sbivever b fRodrdbis a{;ﬁ%e of about 40% is obvious.
Edema/water retention: reduction of more than 50%, significant after one and two
months (p <0.05 and p <0.02), _
Energy loss: marked enhancement, significant after one and two months (p <0.05
and p <0,01).
Irritability: reduced by 50% (p <0.01 and p <0.05).
Sleep disturbances show a tendency of effect but is not significant.
Mood swings: borderline significant after two months.
Oversensitivity: significantly better after one and two months (p <0.05 and p <0.02j.

If all VAS scores were added to a common “overall well-being score” a clearly posi-
tive effect is shown for 8 of 10 participants, only two were unchanged. Thus, the
improvement is significant (p <0.02).

At a direct inquiry of all ten participants whether they have had any advantages or
use of the treatment, 6 of them clearly said, “yes” while four answered “don’t know”
{p <0.05, Chi square).

EXAMPLE

Below is given an Example of a tablet used according to the invention.

e K ot ingredientsr
PI 82 (pollen-pistil eXtract]........ccccevriniiiinnniiniirininnerrene e 120.0 mg
GC FEM {pollen extract) ................. PP PP 36.0 mg
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At a direct inquiry of all ten participants whether they have had any
advantages or use of the treatnment9 6 of themclearly said, "yes" while
four answered "don't know' (p <0.05, Chi square). EXAMPLE Below is given

. an Exanple of a tablet used according to the invention. Active.
ingredients: Pl 82 (pollen-pistil extract)

......... e CLAIMS - - e e 120.0 o

36.0 nmy 1 Mar chy@@Ba \WonidklkitdddorREi4iSED 44 AtBvSingtedisetso adwrtyr #itft/&di ent s:

ROVAL f]aIE-LSIBTukgIL rc?t?ozsg]ig rezlct?'ggt of pollen and/or a water- and/or fat-soluble cytosolic 6.0 mg

-------------- fria: tongi - the grass family (Poaceas), eptionally. . . . ... ..
...... ‘?l?t.a% er?garg Eré)%n Plr%l}t% fgr?_sﬁg Y cro’c’({:rryst al ,Iji’ gu% cel Idlul 0Se . ror
..... . combined, with Royal Jelly and Vitamin E, for manufacturing of a medicament for == g7 g

L D gal GLWHANATRARES relating to normal hormonal variations in women in fertile,

42.0 9 Unc8g‘t3 ggcotrgglgego é’fgin?q'f wherein the extract of pollen and pistils is PI

T 'ﬂ;e' medican?e%‘?'ﬁ?)émo%n?tg sﬂghggttﬂlgiw)’@é QQﬂy dosage of from 60 to 960 mg of
appr oxPL 8531 D138 e HCHDY; 20d cptiphaliy 2 gt Bre o Rayahoe P37 S8t i si ng,
as aCt&éeoJi\fiﬂ{rﬁﬁi gnts, a water- and/or fat-soluble cytosolic extract of

n

pol I en /or a water- and/or fat-soluble cytosolic extract of pistils
fertilized by pollen, said pollen and/or pollen and pistils being _obtained

primargly from pkaatsrialongilagn Bovhaeigtasacthenngrediduacsadclugpd ivnal | y

conbined with Royal Jelly and Vitamn E_ fqr f [ gi cament -
for tthe medispmant 1B SPgbzftsﬁﬂg@ & H@?ﬁadpng%r%% d\gﬁc’?i%(?ggoé (ﬂ women
in ferpj$®,20 peLi6 mENOPEUKEMaand ppsionaiiy Gpaithingagdioyal Jeleand coiodithg to
claim 1,Wrein hL‘he extract of pollen and pistils is PI 82 and the
ext r acPEH YT E™i s GC FEM 3. Use according to claim2 wherein the active
ingredients are included in the nmedicanent in anmounts such as to give a

dai |y dosage of . t 0. 960 Bl 182acthR ihoretBéhteBroindiudeE and
optiondlly 2 t oUTftég‘?rag"@g%"%é’ycg%‘g ellﬁ/e_rgnd 5 1o 80 Br 60 10 Of
the medicament in amounts such as to give a daily dosage of from 60 to 360 mg o

PI 82: 20 to 80 mg of GC FEM; and optionally 2 to 15 mg of Royal Jelly and 10 to 40

mg of Vitamin E.

6. Use according to claim 5 wherein the active ingredients are included in
" the medicament in amounts such as to give a daily dosage of 240 mg of P1 82,72

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

s : USC according to any of the claims 156 Wherein tHe extracts) s

comprise(s) substance(s) selected from of SOD mirmics, flavonoids, tannins,
polyphenols, carotenoids, traces of estrogen substances, natural bioflavonoids,

vitamins, enzymes and trace elements.

AMENDED SHEET
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“"ng of Vitamin E. 4. Use according to claim3 wherein the1gcl:atr?t3/%00|5ngr edi.ents
are included in the nedicanent inzanounts such as to give a daily dosage
of from60 to 480 ng of P1 82; 20 to 140 ng of GC FEM and optionally 2 to
30 ng of Royal Jelly and Sto 60 ng of Vitamn E. 5. Uﬁe accor itﬁng to

cl ai ng 4 wher ei Jsehecanting o angoédhentnimarle? i Waeisi ghe F}a‘i’ﬂgszi%;lajﬂ;arrent in
anmpbunts .such as_t j > il 1 9RO dbses3G08 neesfdailp] 82; 20
to SOMRHGM I%Eﬁﬂ&é'\é%%%?l?gna 93%%@?89%%@\311& 'Roygls Jelly and 10 to 40
.nmg of Vitamn E. 6. Use according to claim5 wherein the active ingredients
are included in the nedicanent in anbunts such as to give a daily dosage
of 240 ng of PI 82, 72 ng GC FEM and optionally 12 ng- of Royal Jelly and
20 ng of Vitamin E. 7, Use according to any of the clains 1-6 wherein -e-

- Tae conprise(s) substance(s) selected fromof SOD m mcs, flavonoids,

tanni ns, polyphenols, carotenoids, traces of estrogen substances, natural
bi of | avonoi ds, vitam ns, enzynmes and trace el enents. AVENDED SHEET 1 March
2005 20 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 tinmes daily. AMENDED SHEET
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