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BAC ROUND OF THE INVENTION

Disorders relating to normal variation of the sex hormone cycle of women of fertile
age are tension, irritability, dysphoria, abdominal distension or bloatedness, severe
breast tension, headache or migraine, edema, weight changes and sleep distur-.
bances. The overall well being as well as the social and professional life may be in-
fluenced.

Also menopause, which is caused by a lowering of the production of female sex
hormones at the age around 50, can to many women generate disorders such as
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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frequency of heart rate), dry nucous nenbranes and pain during intercourse,
uri- nary disturbances such as stress incontinence, frequent passing water
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wel | as perr- pos nenopausal age, obtained by the adm nistering a
conposition conprising, as active ingredients, a water- and/or fat-soluble
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E, for manufacturing of a nedicanent for the treatnent of edema relating

t o nor nal. ek Eedaht ¥REhRE QRS bindeARMecktcl@Hehbcial 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.




peri-nenopausal and post - nenopausal age. 1 March 2005 2a ﬁgdb%%§%nt

i nvention also provides a conposition conprising, as active ingredients, a
wat er- and/or fat-soluble cytosolic extract of pollen and optionally
pistils optionally conbined with Royal Jelly and Vitam n E for

manuf acturing of a nedi canent for t treatnent of edema relating to
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Sweden, a Pharnma- cia conpany. The pollens and pistils used for
nanufacturlng of P182 and GC FEM extracts are select rvest ed
primarily Thosropr ant Sreerehgrhgdimenihef the a%@nfla%ar%/as @éagﬁ Bur i ng
processi Ngperdde@atdi@Bt is perforned on the pollen to open and re- nove the
outer cell wall thereof as well as to mnimze the risk of allergic pollen
~re- actions. Pl 82 is a cytosolic pollen-pistil extract rich in superoxide
di srutase (SOD) mmcs. The source of PI 82 is freshly harvested pollen
grains and pistils. The pollen and 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 the
product thereof. Substances obtained in this reaction are SOD m nics,
flavo- noids, tannins and pol yphenols. In vitro studi es have shown that the
extract has hi gh superoxide disnutase activity and prevents the fornmation
of free radicals. Ex- periences fromdouble blind patient investigation
show that P1 82 protects the body fromthe negative influence of free
radicals. Furthernore, Pl 82 inproves the red cell function, thus

i nprovi ng oxygen perfusion to different tissues. GC FEMis a water-soluble
cytosolic extract frompollen. The cytoplasmcontent of the pollen
contains, in addition to the above-nentioned substances, a high amount of
car bohydrates and protein. Furthernore, carotenoids and traces of estrogen
sub- stances are found. GC FEM contai ns natural bioflavonoids, vitam ns,
enzynmes and trace elenents. Royal Jelly is a product of the processing of
various plant materials within the sali-




_ 1,March 2005
vary glands of the worker honeybees. It is rich in pantot henl e <aci d (al so

called Vi- tamn B5) further vitamns and sterols It is preferably included
in the conposition in lyophilized form preferably concentrated by drying

a rati Qu@fapbsl €ast 1:3. Royal Jelly may be purchas Mont oi |,
Box_ 24350 " CEEET S ockhol m Swedgn. 1 March 2005 DS DR
PCT/ SE01/ 01848 4 As a source of Vitamn E, use is preferably nmade of Dry
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high superoxide dismutase activity and prevents the formation of free radicals. Ex-

periences from double blind patient investigation show that PI 82 protects the body

from the negative influence 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-

“armin Be); further vitamins and sterols. It is 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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in need thereof daily during at |east one nonth, preferabl yargt east two

nont hs. O her excipients are included in anobunts well known to any one
skilled in the art of pharnmaceutical sciences. Test of the effects on

di sordersvp@[,fﬁt.,bﬂg to normal variations of the sex hor poPfsier n of
wonen of fertile age A double-blind gtudy was perforned to |nvest|gate t he
efficacy and tolerability of the active conposition in conparison to
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(kg), edesphersMghisbadmtdtiaatrbRe mightedsd bd @gae, headache, sleep

di sturbances, deterio- rated overall wellbeing as well as interference with
soci al and rof essi onal life. A 10-cm VAS (visual anal ogous scal e) was used
for all 1 PRIBMOFATEE PEPCSBYIES Fempeyedmay ke inglndad, syeh as dilperth, was
measur edglid&nkafg luBierit$ mAmwgﬁmm ffe06:8E afd cA3ring BRhta gel kAbwhQo3He year s

(mean 39, ﬁ)mtﬂ‘ém ﬁ%%reuggﬂs eylg%s_cycl es of 24 to 34 days.

of
Criteria: o mssmnweeworrenae to 54 years with regul ar nenses
conpl ai ni ng of affections related to variations in the normal sex hornone
pat t er n. TiSacvaencredigntsahefbé hehsdaddy fordfdlations {rRyIbritysuebrgaabrg, hal f of

the pat 'gaur o G et 181l ARENG, AR B Spcal MLES, Bblite LKk N9 on the

first d 1 eér- menst’ruation eat - ment

nmenst r ud &g jas fdunqtiopgi #‘i’@ﬁ‘tA FERtipn tpiRe yopmen ipgieed (ﬂ@rseifgn@;

foll omedakhpla&amarelgnmema dhjc;ts'uhheiﬁ Metenaadizity) 5baires dailyadd Bl Sinhed ce
daily, e,%gj} tabl et conprising 120 ng of PI 82, 36 ng of GC FEM 6 ng of
Royal Jelly and 10 ng of dl-al pha-tocopheryl acetate. Thereafter, and
W t hout any "wash-out" period, each group crossed over to the other

nedi cat i ddaiyodosaige tiegyrconivin firens 60 mD6(ﬁ:yﬁg &P] 82} frem 1tol &R GPeri od 2.

Both gr o, &S&Bﬁﬁ&uaﬁl??f mug%&%ﬁmﬁ agﬁvﬁhmﬁlbﬁ be ihdffded¥g for mal

rules for with g@ er than own W to wthdraw, was
consi deraé'ﬂafﬁg’é’é"s%f ‘i}n I\TIBSEPr‘B%outs due to protocol deviations were recorded.
Statistical analysis A non-paranetric nethod (WI coxon signed-rank, matched

pai r anmﬁmvaaaﬁys&&a 4 R, %&edayéhém%omécﬁﬁlg sgkg&xsg%%rﬁ@t ment

scores nt’ion re Si's

PCT/ SEOTPE PEHE I*DEFé&AC’IfF lﬁ&"ﬁlfgﬁ’ g@”&ﬁ" |Pé§f§1%i’é' ally fie Sdecept abl e
si gni fi g/ dagvéitami¥Eh 29 patients available for eval uation, a
day-to-day variation of 12% a Type | error risk of 5% and a Type 11

error rigsk of 0% d be possible_to etect a s dlffer- ence of
60 To Mieduetetpfp e i iomes By gouais BpRA to 30 HES! HbEdR i
separ at eng of GCi FENM cald optidnply froof 2 & 69 pngﬂofa‘itd'aBJd]y@ddcbmlosneﬂja&opem or med
(cf. Tahhe® mgofPlamifik:. An independent institution outside the clinic
perfornmed the statistical analysis.

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.



Drug for mul at i ons, random zation and blinding The acti ve1(|:moarr%h05|ch on and

pl acebo tablets were formul ated and packed to be in- distinguishable for
patients as well as for doctor and nurse. Treatnents were allot- ted at
random by wompubg" generation for clusters of four '”d'li\:éﬁéﬁi/ 4l NE code
list was generated and kept outsidesthe clinic until e study had been
conpleted. Drug fornulations were packed and | abelled for one m)nth S
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conposi tion, respectively. O the disorders and affections fromthe test
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reduced four as conpared to p viz. Irrita
(p<0. 02)P aFE’é‘FF'HbcabFClB’é?q?g bl oat ed (p<0.05), and ederra (p<0.02). The
reduction in scores anobunted to 36% 41% 41% and 47% respectively. The

reduced auREPARSHROL EAGIRBH EHIG) hotthhivRoR! 8 fieUekbARodd dai N I
body we gtjt [endenc ?s Oof effect [ tensi on and
headacheLﬂﬁ%—W@ma of ‘88| ow means "not significant". A spillover

ef fect nhgbublpdliodtstmdedad performddaotineatigan tthevelfbadyhendamidrakiligosfitheund t o
the pl acehie bombosife dimd aﬁé?ml ByfhcebOlba oh PatibRte! fiHfing EBROAIERRL N Tabl es
13 and 14, remara%gglg ECtS\é\’f btain Irrltalllt score During
the firsTSEFESLAEctony telame tooge ‘@r’mgaa} QYEoRE BREE™12110) was
4.2 durwwgerpllw;lebtﬁ with depession snd anpiatyedeteex8lutiedurhaigvestigatedstis- Wit h t he
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pl acebo A4 ﬁ‘ge i(@%a%rtﬁ)r%?f?#t CERRP &i&?gg‘f F FP gléﬁt’i‘ a?Fifnid?tieE‘Qnt bet ween
t he two tatslagvesit weltheinghas whid as sdenieiense with epcinhar deptofissionakldea t endency of
i nprovenent during the first. The score was sta 1 March 2005 WO 02/ 17941 7

PCT/ SE 84 tlc signi ficant | ower ring the second.the active
conposi t‘ége{ Y%‘%Z af%‘é‘lg@ Cc?ﬁ‘%il’f‘éasqule ox( B‘edg esﬁﬁﬂﬁgéli%?ﬁ over

ef f ect Waisembbewmt gBirs whidel wasverstBdin kg t he first cycle the dysphoria
score (visual anal ogue scales 1-10) was 3.1 duri ng pl acebo treatnent as

conpar e 6 _duri.ng the active co |t| tre nt. The |,
correspgﬂhﬁtnﬁl?vﬁﬁﬁ?%%g‘l’e OIEﬁ Wé’E’c?Br?&"@%ta @‘G?Br p#ﬁ%aégowatﬁd 2.3 for
t he act irggulepmgosirtiloeyclesing 24it6 £é deps é:rttenamqmmﬁ;en aveamwomke aged i ve
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the f1r e Sec%”dﬁ‘%yr@aﬁsPaﬁ‘"%%?éw%if%sc“%?a%fdﬁﬁ? FREY reat nent wi th P acebs
and t he .

‘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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active conposition (n=29) at each nenstrual cycle. Pl acebo a/&c Ive Pl acebo

Active 1st Cycl elst Cycle2nd Cycle 2nd Cycle Mean3.12.63.92.3

RangeO- 7. 80-9.50-9.20-9.5 S.D. 2.73.13.12.9 p-valuensp < 0.02 Bloating score
Buring theydidishecycl e the bloating score (visual anal olgéxle;? e 1-10) was
3.9 dur- ing pf’acebo treatnment as cogpared to 2.4 during the ag?slsve
conposition treatnent. The corresponding figures for the second cycle was

(3.7 for p k;a\?aﬁ?é)o ﬁs%i‘?esg%asta!a.??teé%tsltﬁgag%gw‘% Elégi%]ca;lr&el dh f{ahepce between

pl acebo a Ive Cco y S|gn|f|can bet ween
t he two E%W%vﬁl@bkcfpr ?‘f?éu#“t}%? daydpwlay yarighon Ael2%ot Gare § iEerdiskt he second
cycl e ( Oof(834,)andl€yee Wasronrisk 9N i Gd%caRtoutdibe yossible tetibret a sdabligfed- Bl oati ng

score (Vé&e%f:!lga/o %rde&% 5 ﬂ@n b erP c%b(e (ae& &a ataée\ﬁ a(iQrTDOSI tion
ce é‘%l\/e“%ﬁ o 29

(n=29) at each_nenst rua ct| st Q/clelst
cycl e2ndStefieticd ﬁﬂa‘@?éoé%%éag

S. D. 3. 021493A0 2n@ependattingtitation @Etmde ﬂle(lfmﬂxclpévaﬂmlad m@&a\ﬂ&mmz@%

PCT/ SEOL/ 01848 Edenma score During the first cycle the edena score (visual
anal ogue_scal es 1- 10) was 3.3 dur| ng.. pl acebo treatnment as conpared to 2.2
during tHBigbrpnlatiogsyapdomization agd Blindinathe corresponding figures for the
second c'pmd@ctiﬂas:oﬂlpasihon apH atedebo mtﬂet%uiéré formiviiveted ehd peckeowpesnt i on. The
di ff er enge hatuean. ﬂirﬁa%%@&saa@%ﬁm £3F bt GRTRARC! 1AHBs Shedl bfige- L1 cal 1Y

significant ‘between e two treatnents t he secon cle., A
si gni f i c&fitt TRRAG by rerruter geperRen F?ILH%PteFFa‘%If@J’P 3. FEOUSAE 0- 10)
duri ng twasgmenstediand Kepaaabioleahel cldie vadil theestodyhad ibeem noripie®d) Detig each

nmenstr Uaﬂonﬁﬁﬁilti%ns %e?&ﬁg@éﬁ tah&@éﬂeﬁ@& %} d%ﬁetﬂ'x&?th’s treatment, and with a code
number identifying the patient.

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 cotiposition. The differerice betweet placebo atid 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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Placebo Active Placebo Active
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
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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-
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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

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-

'posmon 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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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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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-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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active ¢omposition- P82 —a [simrtar-obsgrvatromn nas—jbeen nade gardi ng
t he effeHPtfb%ﬁhfeﬁee radi cal fornat3.68(2.2The [or281 (203)f flect-3842. Q@)é‘h first
after a treatnment. Another reasonfor tnls rr%y Be That the affect of
the acti ‘é’e&gﬁﬁ}ﬁ’é U _conti nues vi nq2 8¢S t h- HYAWhSHThe
observed ver effect may ii ffect one of
t he rea<£@?»gﬁ_€%°§§.t_he_eu_u_gaq of rﬂb&iﬁ ?4)\/ nggélsi?’ 1%?2(1 gg}r al
during th@séitpata cycle, i.e. it smyDeof ndt é@@(PEQLr 0f2 6&{2.6gey |for the
pr oduct +s—faster—than—thepres—ent—data—tndi-cate s—+s—supported by
the dat gHéadanhan open pil ot st Udys.weyzs4he | .58, SO)v\Bre za.ssgngsh*ﬁui ng the
first mg gt%és%hﬁl 9¥C1Qe 9(;lkﬁsfg(:lureinﬁ [{;%@Hbund. Theodeof;actionmis~with
present It . ‘Qjﬂ‘é qt 34)As |t helPlbtitict | bR .88t Hree
differ e.mﬁ [pR gsltq}lﬁ;,_gnr steach with g theoreticallly contributling
effect, Dj?@hﬁﬁg‘bl nation of thege gmy bes)a rea‘@p@(lf Qf)*t He” p@éﬁﬁﬂﬁad&' gf fect.
The con DLI L UIIL pe) I'I 82 and’ \J\: II:E,\VII \;Gnt Oli H uw HA-eS—Stehr—as FI o OnOI dS,
t anni ns | 2R SHYIOUS M§fse JOOR (d.88)cS |hanss an3 Bifdctl.om (4.5me+r|adi cal
f or mat i PFERGHFMH FRF™ Herg Mctlor i nvol ved |in redistriBution of fluyids,
i ncl udi N CHE%_ seen under strless _situatilon. An im)rcved oxygen _per fusi on
may al SJJOQ@EI;«)&HQOM ributing effect n t mpQgsi tion
as an ae %3 !nv- ﬂnr.Elé nh 'Olﬁé]ﬁ' 8 ch 2005
WO 02/ 1édd PCT/ SE01/ 01848 15 T@@s of 24)he efg‘rm:tlsg@n di spfgl@lr §5}rel ating to
nor mal yartations—of the—sex—horone patt'l A—-of—werrenra—t-he pet and
post - nepiédemese Test npde Ten wonE04M2$8)an aviet® (Jeozjye of3. :5&)(185Q)r*ar ge from
46 to SJ%Pyears WET € recruited| tor_tnis open triral-—Aft—ofthemtrad been
di agnosEPE® 98¥fer from cli magt &9 (21 ¥or{ 3.82 (1.60)* 2.72 (221

Frritability 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)*

t = borderline significance

= p<0.05
** =p<0.02

*
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ders. The nenstruation had ceased for 5 wonen while being |rr(r:egu ar for S.

" None of the wonen were subject to any hornone therapy. Each of the wonen
obtai ned one tablet conprising the active ingredients in an anount of
120.0 g Rlo §%r70436- 0 My GC FEM 6.0 ng Royal Jelly and ﬂ&,&oqﬁsgl -
al'pha-tocop%ery? acetate, tw ce dailyy, norning and evening. e treatnment
did not affect pulse, or systolic or diastolic blood pressure. The

i nvesti %&t%sﬂhé‘%%ﬁ.ﬁéﬁntﬂ}g |<0 rO?Lgtrtérr}gmtrgm\é:ﬁgl ati ons I n the nor mal Sex
hornmone _patifern of wonen i n the perl-and post-nmenopause, were nenopausal
hot fl ash&@ingientranicsesienificanidnPilp) afier proamendss, sl eep di sorders,

verti go, Paipitationspaiorsthanesids raltiedon @hdrfiédink sigasidant)passi ng wat er

ol | akif,i StLr | t sphoti - .vaagi.nal _and mucous
ronbr ancibbdd penk! SamaLAD 0N fter RIS dha Skl BAR SN T

vari ati S npod. Eval uation of the disorder was performed by use of a
10- cm VAB:ddetis dlighay algndfivant (psaad B )aftet o1e WAl @6 nioxli2ss favourabl e resul ts.
Al st atdgisddsGalonsRbaM 2td ] : o ?E g, 1f not

ot herwi se st at e%ll. The res@??’g,ﬂéllﬁF%'srfggg‘?l?or%&ts bgullﬁgg.g?&g:{éﬁﬂ?g Ve

conposi t98hs on different menopausal disorders, are conpiled in Table 15. 1
‘Mar ch 20DgspWari&NidniBddnt kfitePGié Sinf) i@ b4 8hMpatd. 0B hnd p(«Btedar d devi ati on),

Tabl e 1pMiBoUl of £8Rbas I{eﬁ?otrﬁ?é%ta:ﬁ%’/gg %%%td}ﬁ%%n’? S %%%@‘?‘ﬁ?‘i‘% %gcéldggs e

(cmactivé conp. active conp. 1 non 1 ]
(2.27)2.%%F %ﬂ%ﬁﬁ?@és@ BOLandREdP P Yo rfsiPRs3. 94 (2. 29) 2. 75
(2. 37) 1.Jeni(RirsAignifRadntiafiat twns@nds (200 1. 88 (1.37)1.31 (1.66) # Miscle

in3.4 : i a\fay e 04s i6u S8
o B Ul S i s L W

(1.44)0 REoRReAStos of TpeTe thRp FOe i g%?s?%la’tdz?"t%) 2.16
(1. 27) * meghé tp 20P5andrny <@.88). nal and nmucous nem _

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




‘branes and/or pain during in- 3.02 (2.88)1.36 (1. 31)***1.1%3?5.23%***
tercourse Joint pain3.94 (2.82)1.91 (1.03)1.48 (1.30)** Mod3.05 (2.26)2.72
(1.90)1.73 (1.15) Edenm6.04 (2.53)4.48 (1.93)*3.28 (1.59)** Energy | oss4.99
(2.15) 3. 8Ryd doy @8 * 2. 72 (2. 21)*** Irritability3.18 (2. 558101848
(1.78)***1.61(1.24)* Sleep disturbanges4.28 (3.89)3.00 (3.07)2.87 (3.09)
Mood swi ngs3.33 (2.16)2.31 (1.07)1.81 (1.63)# Oversensitivity4.03

- (2.06)2. 70 (RcHAard ithbkedidntdd) ** borderline significance * = p<0.05 1 March
2005 WO 02/ 1794 ?ﬁ%@()ﬂl/o 8%& 17 Hot flushes: significant (5 <0. 02)
after two ; F??gdl"f denci-es:signi-ficant - p-<@:-05y- 8 BE two
nmont hs.  PalVBTAMIN &% nor.e..t.han..50% r.educt.i.on..(.bor.der.l.i.ne..si. gdidfmgant ) .
Muscl e pains: significant (p <0.02) after one nonth and borderline after
two nont hs. adache: highly significant (p <0.01) after one and two

nont hs. Stré)stggﬂ?@’é‘ﬁﬁ?%@'nce and/ or pollakiuria: reduction of about 60%

bor der | i ne MigrictystalbantelhiBsephor.i.a....si.gni.f.i.cant...aft.er...one..and87Owogmont hs
(p <0.05 antipalsidndghosphae, v.agi nal  or micous nembranes and/ or spaggduring

i nt ercourse;,, Si %ni fl ctant tafter one and two nonths (p <0.01 ang p <0.01)
>50% r educt i OfF 301 ht CpR i gni-ficant after-two mont s (p <o’ 82131g Mood:

not significant, however a favourable change of about 40%is obvious.

Edena/ wat er UrbeRtitaet wedhc!.i on. of . _more than 50%..si.gnificagkoafher one
and two nmonths (p <0.05 and p <0.02). Energy |oss: marked enhancenent,
significant after one and two nonths (p <0.05 and p <0.01). Irritability:
reduced by S®ig <0.01 and p <0.05). Sleep disturbances show a tendency of
ceffect but ishenad..si.gni.ficant.....Mod. sw.ngs;..barderlineagh@ri bisaant after
two nont hs. Qer sensitivity: significantly better after onreﬁ(ﬁg%estwo nont hs
(p <0.05 andop 207 02) " I'F 4l VAS §¢6F &8 Were added to" BPESFhOn O BYer al |
wel | -being score" a clearly posi- tive effect is shown for 8 of 10

partici pant otadRejghi W0, WeL.&..unchanged.... Thus...Lhe.... . L.MNr aypeRRNB68.9 mg
significant (p <0.02).
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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 fQqr f [ is@niEed cament
for tthe medispmant 1B SPgbzftsﬁﬂg@ & H@?ﬁadpng%r%% %ﬁoﬁa%i gﬁ%(ﬁ (ﬂ women
in ferpj$®,20 peLi6 mENOPEUKEMaand ppsionaiiy Gpaithingagdioyal Jeleand coiodithg to
claim1l, d}\ﬁﬁ{grein hL‘he extract of pollen and pistils is PI 82 and the

ext r ac®é ¥~ s GC FEM 3. Use according to claim2 wherein the active
ingredients are included in the nmedicanent in anmounts such as to give a

daily dosage of it o %nﬁla Bl 1182acthR ihereiéhtiBroindiidedEM and
optionally 2 toU%%%o@gp%Sycg elﬁérgnd 5 ?ilco 801 gétmf of % ta%i?p E & Use
accor dihegnedicairaintis amwaings suchasdetgiveea dady dapagn & 58 950 (e is A

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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t he nedi canent in anobunts such as to give a daily dosage 34 rom 60 t-0.480

nmg of = Pl 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. Use according to claim4 wherein the
active ingredients are included in the nedicanment in gﬂngnts §%g€eas to
give @ daily domagecofdifgoombg of thaeing lof, wheregp thodaty 8@%\39@; GC FEM
and.-optionally.2 to. loY i 11i91d Qost3, 1mytiefes\datlami n E. 6.
Use a@E81CAMf f%aéF%%%F%E%E%FE?%E%H%%28¥E§EQ%ngredients are included in

. the nmedicament 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 Vitamn
E. 7, Use according to any of the clains 1-6 wherein -e- Tae conprise(s)
substance(s) selected fromof SOD mimcs, flavonoids, tannins,

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

bi of | avonoids, vitam ns, enzynes and trace el enents. AMENDED SHEET 1 March
2005 20 8. Use according to any of the clains 1-7, wherein the daily dosage
of the nedicanent is admnistered in a single dose or in nultiple doses,
1-8 times daily. AMENDED SHEET
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