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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), dry 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 hormenal changes which hitherto only have
been alleviated effectively by the administration of female sex hormones like estro-
gen and the like,

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-
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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.
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The present inventors during research work found out that the conposition

as dis- closed in the application showed an unexpected advant ageous effect
on sone disor- ders relating to norma variations in the hornone cycle of
worren. Ot her physiol ogi- cal paranetet8, such as heart rate and bl ood
pressure, remain unaffected by the renedy. The present inventors thus
found an unexpected beneficial effect onirritability in relation to

nor mal hor i At ' . of fertile, as well as peri-. _and post-
menopausal g e opt A EaR alsd S saratestionFopPra G At FEP Ui Si ng,
as active™Afgr avrl /o fa; sciubia cprosolimelioct biboliedl at Ehiforty Hldis SpidARY Of
pol | en andcafbinkd ol Rotrapirsily Biok0 in.conbination with Royal Jelly
and Vit ani ﬁle%ream:?m. #ﬁ&ve ti)’oéllflllﬁzil gﬂbasegqggnéﬁ?%?gacgfré%%[ear?‘?dﬁcﬁmﬁﬁEg’éspect ,
the present 1nvent!oft PF % selating to permeal bopmenlivianationsir weiney duasig
active i nglegideeprrsmenonvatsal andpdétemehapanel sl € cytosol i c extract of pollen
and/or a- water- and/or fat-soluble cytosolic extract of pistils fertilized
by pol |l en, i ollen_and/or pollen and pistils being obtained primarily
fron1planfgﬁﬁ%%gﬁa?%gn?%F?%g paEents ghthejnymsigacge ps defirédiratbleyape onbi ned
with RoyalPeydedglagmel Vitamin E, for nmanufacturing of a nmedicament for the
treatnent of irritability relating to normal hornonal variations in wonen
in fertile, peri-menopausal and post-nenopausal age. 1 March 2005 2a The
present invention also provides a conposition conprising, as active
ingredients, a Water- and/or fat-soluble cytosolic extract of pollen and
optionally pistils optionally conbined with Royal Jelly and Vitamn E for
manuf acturing of a medicament for the treatnent of irritability relating
to normal hornonal variations in wonen during fertile, pen -nenopausal and
post - nenopausal age. The scope and preferred enbodi nents of the invention
are as defined in the ap- pended clains. 1 March 2005 WD 02/ 17942

PCT/ SE01/ 01849 3 = DETAI LED DESCRI PTI ON OF THE | NVENTI ON The wat er - and/ or
fat-sol uble cytosolic extract of pollen and optionally pistils pref- erably
conprises an extract of pollen and pistils (Pl 82) conmbined with an extract
of pollen grain (GC FEM, as specified herein below Both types of extract
may be pur- chased from Al l ergon AB, Valingevagen 309, 262 92 Angel hol m
Sweden, a Pharma- cia conpany. The pollens and pistils used for

manuf acturing of P182 and GC FEM extracts are selected and harvested
primarily fromplants belonging to the grass famly (Poaceae). During
processing, treatnment 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 snutase (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 m cs,

flavo- noids, tannins and pol yphenols. In vitro studies have shown that the
extract has high superoxide disnutase activity and prevents the formation
of free radicals. Ex- periences fromdouble blind patient investigation
show that Pl 82 protects the body '
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fromthe negative influence of free radicals. Furthernore, 22 I mpr oves

the red cell function, thus inproving oxygen perfusion to dlfferent

ti ssues. CC FEM i S a wat er - sol ubl e cytosolic extract from pollen. The

cyt opl asmyeo the pollen contains, in addition II(tCl'/sIEGE 1849

above- rrentl one substances a high agount of carbohydrates and protein.

Furt hernore, carotenoids and traces of estrogen sub- stances are found. GC

FEM contai ns natural bioflavonoids, vitamns, enzynmes and trace elenents.

Royal Jelly is a product of the processing of various plant materials

~wi thin t RETARED DESCRIRTIQNSRF SHEINYENGF®®r honeybees. It is rich in

pantot henic acid (also called Vi- tamn B5), further vitam ns and sterols.
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't furt%ﬁlﬂﬁ&ﬁh%mo%%%teﬁaﬁerﬂ lon! {3GuMdPRRMiSsuRE. Vitamin E quoted
herein re- fer to d-al pha- tocop erol, unless no statenment to the contrary

is made. 1 March 2005 WD 02/ 17942 PCT/ SE01/01849 5 The remedy conpri sing
t he act i &€ FEMymediveter-sobtindeitytospdic agiract fsire pellert. T hehytapdammn contannefed t her eof
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of carbohydrates and protein. Furthermore, carotenoids and traces of estrogen sub-

stances are found. GC FEM contains natural bioflavonioids, 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-

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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O her excipients are included in amunts well known to any one skilled in

~the art of pharnmaceutical sciences. Test of the effects on disorders
relating to nornmal variations of the sex hornone pattern of women of
fertile agﬁoﬁz gybl e-blind study was performed to invesgi ofshte efficacy
and tolera Ity of the active conpgsition in conparison to p]I acebo in
outpatients suffering fromdifferent disorders or affections relating to
normal variations in the sex hornone pattern of wonen. Patients with
depression and anxiety were excluded. The investigated dis- orders and

af f ect | ofi® 2 REMEe Péﬁgtﬁ@hn E; pp¢ isaprieratly made ghbry Yitamin BO% Fxme S kg) |

edema, siehlH. pffrsinnald Rodhe g LH-40B0Bass, ShitadredePrefdrably dilagitia- bances,

det o1 | 0-oeaiinkiay aeal el o ARcll, @S dighieerence w th social and

professional I1f anal ogous scal e) was used for all
the investi gated d| sorders except the wei ght gain, which was neasured in
kg. The ¥uthdr, msmparcfrugm@te@nn@ﬁompmﬂs&g&ﬁlbaﬁdlm&msy&a%dﬂwﬁmﬁa 39.4
years), Midabts, igats, Y ﬁ%eg%lts q])é%fa% &g 8510{%8% Qgenl%%%u it &6 ki T O7

admi ssi on we years wt ar nmenses conpl ai ni ng
of affec’["iaﬂﬁg‘%tegn%ﬁéeomgé’%QQWQEBH@lsﬁen?% normal sex hornone pattern. 29

wonen conpl eted the study. After a pre-study screening, half of the

pati ent ST u@re&tgﬁé& rBaPhe ARk l_fmlaw&scc% aﬁg'f&xm e 'tagle&n the

first dgl%/ ter nmenstruation, conti nue eaf -
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Royal Jel | pand 10 mg of dl j;lauphast ocopﬁerylgacet ate. er ea%t ere@ and
wi t hout %"ﬂg "wash-out" period, each group crossed over to the other
nmedi cation for another two rrenstrual cycles, i.e. to treatment period 2.

?Slt 25 9 ][ oAl a&ﬁ&%g%ay%hme% LOO PRI RS sgt %%Bel ﬁ%@s i %?Gé:r'\gwf or \Aﬂg[s
consi dere %%6}'5’ yﬁ%’ é&%gg ?%533‘3& Eéﬁgg’fij recor ded.

Stati st |%a$mg¢m1qi§m@1;ﬁtn@ﬁ-rpar anetric nethod (WI coxon si gned rank, matched
pair anal ysis) was used for analysis of di fferences bet ween treat ment

scores, Qn.a n pn_to treat basi 02/ 179

PCT/ SEOT 6@@%@' BGEGAY QAR RSO RES i?rgrp qoeté’ ggg?%%%’t’é Zgjﬁgﬁéﬁ’cept abl e
si gni f i caaeeGLaEdL:, Omwvhﬂzgonp%\tq Shing @mwamue, émyt opticdalip tioon § ta

day-t o- GRymypddyatiteRinaf, 12% a Type | error risk of 5% and a Type ||
error risk of 10% it vvould be possi bIe to detect a score differ- ence of
16% To detect a possible "carry-over" effect, it was decided that a
separ at eMorgtpaefexably; g dadlyadopagesmey C@temp&wnmc'@@m)l ot Ph$2 @00t §fer f or med
(cf. Tabhgst G8 FM antdptiohany RSP A e ingl I RdyhidigAnaWticd il BEmCId Ni C
perfor rrecd he s{ ttl stigcal analysis. Drug fornul ations, random zati on and
bl i ndi ng 'f]' ealtive co]ig‘r‘p sition and pl acebo tablets were fornul ated and
packed to be in- distinguishable for patients as well as for doctor and

nurse. THeApEakslyMa®Rilgdoslge ﬁn@flc@{tmhégmﬁgw 800D uiLsf EREipAALON for
clusters %f &B'{ nd| O%aj‘% EOﬁ ated and kept outside
the clinfc. 0l 2§ bEER° % Eﬁ?%ﬁ“ ormul ati ons were
packed and | abelled for one nonth's treat rrent and with a code nunber

i denti f yit ﬁtgoun@ae patdderbit, Lﬂﬂ@éldosstatéﬁfeﬁeﬁéﬂwoﬁwisﬂs@h a8 ahdifrigs ences in

vari ous og qllgfqé%ge%rheesreﬁnr%fer to ?eez%hcé%c{ ?\nggﬁmpﬁllhged lé%:syai3 -‘I!e?lg’e’ﬁg and treat ment

wth the osi‘tion, esp
we1ght of Royal Jelly before freeze- -drying is about at least three timnes 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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O the disorders and affections fromthe test protocol, evaluated with VAS

by pa- tients, the product significantly reduced four as conpared to

pl acebo, viz. irritability (p<0.05), dysphoria (p<0.02), feeling of being
bl oat ed and edema (p<0.02). The reduction in unted to
36% 1%;Qﬁ§&9 4796respective|y. Jhe reduced amaren%@@g%’ﬁg ema agrees

well with the 57@6reduction in gain in body weight. Tendencies of effects

are al sorshdl; % ﬁ?émteeaa Hﬁﬁtver g@ﬂaﬁﬁ% aEb;gm ﬁta%& ‘goigm?e' ow

means " not S'%ﬂ 1(:, %tl fai neq m the

t r eat ment® SeAARENE trie"’i%ﬁﬁﬁ nt%tth?e"eﬁi' B Bblepattvo mepidsdi ng to

| ater fol- | owup tests reported in Tables 13 and 14, remnar kabl y good
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posi tion. The corresponding figures for the second cycle was 4.4 for
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treat nme For g e secontdecy- cle, while there was a tendency of
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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.




I ng placebo treatnment as conpared to 2.4 during the act|v1eMcorrp2005q5t|on

treatnment. The corresponding figures for the second cycle was 3.7 for

pl acebo and 2.2 for the active conposition. The difference between pl acebo
andthea nposition was statistically signific the two
treatnents (wﬁ”?ﬁe first cycle and op the borderline o?rﬁ{%e Ye&6nd cycle
(0.054). There was a significant carry over effect. 1 March 2005 WO

02/ 17942 8 01849 Tabl.e 3 0 0 t r eat ment
oeth b e Bl SFORG OL RS i ReGple the B2 sl Bl Sl Wb { Loal &
Pl acebo Ptisnjeawmilabletior avaliation] gdapyeidey arrigijert eDH6 Gy Eymdir@yriske

Mean3. 9201”433/0 7ea1dza Ranos @rr 2k 3¢ 5@%91th Be %o&1ﬁe@3d9t%c@£s&r@‘cﬁ@ruep <

0. 05p = ore Dur. 9. the f score .(visual
anal ogue sca &3 lq?(ﬁ% ek 8 pgsaibig en 'Overl S%ec% t‘”raséjte%%&ﬁ‘?ﬁé eﬁﬁ%rtgd to 2.2
- duri ng tﬂéﬁﬁfﬁaﬁ%alﬁelﬁwéﬁirwmapﬁ@aﬁﬁéﬂ@ alsvrb@pe@f@rme@b@n’%ﬁhw ¥ eudes for the
second cy4)| &nWedepdndediGhstitubies BOtsidhht. clinfOperttficathé ¥RtisEQIRAGIyEisON. The

di fference between placebo and the active conposition was statis- tically
Si gnlflcant bet ween the two. treat ments during the second cycle. A

si gni fi camefony dpmis gadblindimg Tabl e 4 Edenm score (VAS 0-10)
during tTl&BﬁdtﬁBtcotMpbﬁlh%aaﬁ&@ﬂhoaﬁdtdﬂﬁﬁs&i&é BRmutasP asd photed( B 12%h- at each

menst r uak;

Gyt eand RO BN ALA Er b By YR P AT
p- val ue e ahrandpmby gpegyterZangption cﬁl‘éStEISFrq Aepningdividualy. Thg epde Hisle br east

t ensi on 't&aﬁx)geerre('a)tbﬁ Al kepadbwgide (i€ alirds uhtil he stady Bad bechitdriflefldabehig

treat neny, Elaﬁgﬁy@vre?éj §dked oa MDY ' SRR Ml BE RGP TR

posi tion. e correspg |gures or the second cycéle was 3 or

pl acebo BHBPY igentiigingthe rgledtve conposition. The differences between

pl acebo and the active conposi- tion were not statistically significant

bet ween ghekwo treatments. 1 March 2005 WO 02/17942 9 PCT/ SE01/ 01849 Tabl e

5 Breast_tension score_ (VAS 0-10) during treatment with Placebo _and the
ffects 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), 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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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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&Qﬁﬁﬁs%fcél@ 188 ﬁﬁfe%c%-@t@ee%légbb% &nd 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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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

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 wasa  °

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 05-125 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 774 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)***
Stress incontinence or frequent 1.73 (2.3 8
passing water (polialiuria) .73 (2.34) 1.15 (1.44} 0.72 {0.85}
Dysphoria 3.41 (2.05) 2.16 {1.27)* 1.60 (1.22)**
DI_V Vaginal and mucous mem- 3.02 (2.88) 1.36 (1 31)*** 1.52 (2 32}***
branes and/or pain during in- ’ ' '
tercourse
Joint pain 3.94 (2.82) 1.91 (1.03) 1.48 (1.301*
Mood 3.05 (2.26) 2.72 (1.90) 1.73 {1.15)
Edema 6.04 (2.53) 4.48 (1.93)* 3.28 (1.59)*
| Energy loss 4.99 (2.19) 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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menst r ual nd one patient reported dizziness. i econd
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i ndi cat eMomr%t's%nmgerﬁo%v&ya DSy Bl AL AL AR B PIs! gk were the
effects were as good during the tirst nenstrual cyclé as during the second.
' The nodeEdFmacyatehratentign: Feycer /f mers Biam 30% steslitaad gcnene RAGHC As the
product mentisgbRre.A5uieep d00BRr ent natural constituents, each with a
t heoreti flut Ct: [ ' be a
reason f%lr% é&gg}sﬂ%l%gcﬁ nglgfl gﬁéﬁ‘r & igg%}tcés}g@tougrﬁ?gqgﬁq%%&g%? &@SEEM contain
SOD mi i @ B8P Ys flavonoids, tannins and pol yphenol s. These SOD ni nics
have an kfifadityoredhicatby &ofleqpkoOdramat p @@, 05Whi ch may be a factor involved
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o

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 kmow”
(p <0.05, Chi square).

EXAMPLE

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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t he wonen were subject to any hornone therapy. Each of the v%crren obt ai ned

one tablet conprising the active ingredients in an anount of 120.0 ngy PI
82, 36.0 ng GC FEM 6.0 ng Royal Jelly and 10.0 ng dl - al pha-tocopheryl
acet at e, i ily, norning and evening. The treatne i ~affect
pul se, or %@?gg‘?c or diastolic blogg pressure. The i m?é??%%%@%%? di sorders,
all relating to variations in the normal sex hornone pattern of wonen in

t he peri -an% osl-nenopause, were menopausal hot fl ashes, tendencies of
sweating, p f‘}é?ﬁ‘ “UEMSepy di sorders, vertigo, nuscle pains, head- ache,
di fficul ti e ROYALpIRIGfrevmet dnied) pol. }.aki.ur.i.a).,...str.ess..i.nconti.nenéd mg
(edema), irritability, and variations in nood. Evaluation of the disorder
was performed by use of a 10-cm VAS (visual anal ogous scale). Low val ues
express favdethabingradésnds:ts. Al |l statistical calculations are WI coxon test
for matched wridcsystdlfindadnudédeer, W, se. stated. The results, illustioahkng the
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(1.15) Ede 53)4.48 (1.93)*3.28 (1.59)** Energ
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(2.16)2.31(1.07)1.81 (1.63)0 :
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and p <0.05). Sleep disturbances show a tendency of effect but is not
significant. Mdod swi ngs: borderline significan fter t s s
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score" a clearly posi- tive effect is shown for 8 of 10 participants, only
two were unchanged. Thus, the inprovenent is significant (p <0.02). At a
di rect 3i nqui ry Dke abtortlig paclhin i2pahesimbiet hetivetingyedients aradndhgcddfant ages

or use of the treatnent f.t -] ear ' oY8Sm othid ecd answer ed
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GC FEM (pol I en extract) ) ]
R G;- e Use -aceording to claim -3 wherein the active ingredients.are included in.

:Iing\L ngraml\vfggqac ,rrg-éxfh 20 gg @Irvli\ll)cég)t/s ]'SZJ%ﬁZastgrg/fivSeEg ]djalq% %gagelgf £SSUHRS b 9 gdi ent s:

------ PI 82: 20 to 140 .mg of GC FEM; and.optionally 2. t0.3Q mg of Rayal Jelly and 510 6¢_ 0 ny

0,
VAN L gof Vitamin E.

cvvwvo... 20.0 ng O her ingredients: Mcrocrystalline cellul ose
""""""" 8¢ af %c%rging to claim 4 wherein the active ingredients-are included in. 87.0

the medicament in amounts such as to give a daily dosage of from 60 to 360 mg of

87. OpBh. 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 PI 82, 72

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
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o ' medicament-is admm1stered ina smgle dose: or 1n multxple doses, -1-8 times daily.. - - . . . ..
.............. approx. 0.36 ng Total weight

approx. 363.0 ng 1 March 2005 20 CLAIMS 1. Use of a conposition conprising,
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 and/or pollen and pistils being obtained
primarily fromplants belonging to the grass famly (Poaceae), optionally
conbined with Royal Jelly and Vitamin E, for manufacturing of a nedicanent
for the treatment of irritability relating to normal hornonal variations
in wonen in fertile, peri-nenopausal and post-nenopausal age. 2. Use
according to claim1l, 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 nmedicanent in anounts such as
to give a daily dosage of from60 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
ng of Pl 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 amounts 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 amobunts 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 the extract(s)
conprise(s) substance(s) selected from of SODm nics, flavonoids,tannins,

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

bi of | avonoi ds, vitanins, enzynmes and trace el enents. 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.






