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¢ Active ingredients (F¥82)

Hs224 Yo B2YYE A g
MAERARANEE ofs
I

x}
RPN L]

SA|OEER ENE JE A EMEE fAERT & ZHQIXt (Phyto-SERM)
13 (250mg) = SOf (Cimicifuga) | yxeige =g (H) o2 Mexoz 22
< ma) = HZ BE BT (HHSE, 23, ZEEeHE 5)0|
=8548 anHoz 23

A S S E-E[524- 9444 (Hypothalamic pituitary

£ 0} trituration D2 25mg |
gonadal axis) 7|5 H43}

M| = of trituration D2 25mg Az oF (Sepia) s S S 8w iblm Bus BaK Lol SaS

O] 2 L}A| oF trituration D3 25mg ergt

M L2|of trituration D6 25mg O] 1LtA]O} (ignatia) ’fﬁfﬁ"l‘ﬁgé*"' 923, 03, 3015 24y,
FETEL EBURE WU 50 55, BEE, AUER,

dAgH 2t

(Sanguinaria)

*(SERM: selective estrogen receptor modulaton@ S4124 21 H0ll O A =271 22 LERIRI2,
AU FEEHE 0jojoiA| Bt

Ref) AA Zielinski, T. Ermolenko, V.V. Samsonov, N.V. Shapoval, E.V. Chumak Optimization of the climacteric

syndra in ynecology. Womnen's Health, number 6(72)/2012,pp.15
European Joumal of Endocrinclogy (2003) 149 361-362 ISSN 0804-4643 1) b Results
15 1"
Appl of E2
EXPERIMENTAL STUDY l 10 Appl of CR
g g sl s = 4
Evidence for selective estrogen receptor modulator activity § . £ 9 8.6640.34
in a black cohosh (Cimicifuga racemosa) extract: comparison : 2s sotsosz
" . 3 9120,
with estradiol-17 § E 7
Dana Seidlova-Wuttke, Oda Hesse, Hubertus Jarry, Volker Christoffel’, Barbara Spengler?, Tamara Becker and 8" 58108 2
Wolfgang Wuttke 80 @
Department of Clinial and Experimental Endocrinology, University of Gattingen. Robert-Koch-Stmasse 40, D-37075 Gittingen, 5 6.22:0.30°
Germany and 'Bionoria AG, Neumarkt, Germany N "
(Correspondence should be addressa to W Wutthe; Email: ufkendo@med uni-goettingen.de) 0 2 4 6 8 10 12 14 16 18 20 0 2 4 6 8 10 12 14 16 18
No.of blood sample (10 min intervals) sample number (10 min Intervals)

Objective: Some phytoestrogens are believed to have selective estrogen receptor modulator (SERM)

activity with no action in the uterus but beneficial eflects in the hypothalamo/pituitary unit and )
Appl of Crem

in the bone and are presently the focus of clinical interest. In the present experiments, the effects 1
of the clir 'X{ﬂ%’ used Cimicifuga racemosa (CR) cxlrufl BNO 1055 in the ulFms,-hl the bone and on Figure 1 Effects of (2) 0.5 Ex, (b) 62.5mg CR extract and (c)
serum luteinizing hormone (LH) were compared with the effects of estradiol-17f (E) under acute g solvent (5% cremophor = Crem) on serum LH levels before and
and chronic conditions in ovariectomized rats. B10 after acute iv. injection of the compounds. For statistical reasons
T mean LH levels in the hour before and for 1 and 2h after injection
E of the compounds were calculated. They are shown as horizortal
Methods: Ovariectomized rats were treated either acutely (6h) or chronically (3 months) with E; or gs bars in each figure and the absolute values*s £.u. are also
the CR extract. Gene expression of some estrogen-regulated genes in the metaphysis of the tibia and @ given.*P < 0.05 vs pretreatment values.
the uterus was determined, Furthermore, bone mineral density was measured by quantitative com- .
puter tomography. 0 2 4 6 8 10 12 14 16 18
No. of blood sample (10 min intervals)
0.04 -
250 . 3 Results
E Results conclusion
?zuo 5 :
£ H
jo g o ,
- 100 £ 5 9%
H g oo ﬁ |——j %,_ w0 - In summary, we have demonstrated that the (R
50 2 5 pr ) Tl
) 3 & extract BNO 1055 contains as yet unidentifed sub-
£ E 582
B Control CR200  CR1000 2 ET " N g i
Conirol T E, oR Figure 8 The chonic pplaton o £ but ot f the CA extact i " stances which have estrogenic eflcts in the hypothala-
Figure 2 An acute Lv. injection of E,, the CR extract or the ‘over 3 months with the food stimulated the thickness of the é 30 / [T el ﬂ Ho n P M
e it St i vesgt oy oy erwmlothe  dormetiar ephnellem Spufoartys - < .08 13 sontol. mo/pituitary axis to reduce pituitary LH secretion a
CR extract was totally ineffective. *P < 0,06 vs control * 20; . h h 't ,ﬂl i tg ., Th CR
10 in the bone to partially prevent osteoporosis. The
@ ®) S : s
0 ™ e & ® extract BNO 1055, however, was devoid of estrogenic
% : 5 & &8 activities n the uterus, From these results we have con-
£ CE i = o g
. H f cluded that in the CR extract BNO 1055 estrogenic
L § - M compounds are present which have SERM activities
£ Figure  Trabecular density of the metaphysis of the tibia (MT) p i : ot
g 100 100 was reduced by more than 54% within 3 months after ovariectomy Wlth dt‘Sll'ZlbIE E"GCE mn lhf hypdha]zmm/pltunary
. This effect was signif nteracted by E; and to it and i i i
M (ove) Tis efec wes sigicanty courtorectod by £z and 0.2~ | unif and in the bone but with no undesirable effets
Y Coma &, GRam R0 5 CGRaw CR100 o the pelleted food. *P < 0.05 vs trabecular denstty prior to in the uterus
ovarlectomy. #P < 0.05 vs sham-fed controls (3 months after =
Figure 5 Chronic treatment of ovariectomized rats with E; or the CR extract over a period of 3 months (the compounds were appied overleciomy).
through phytoestrogen-iree pelieted food) yielded a strong stimulatory effect of E; on uerine weight, (a) an effect not abserved under
two doses of the CR extract (b) whie the E; and the CR atahigher dose reduced the dthe
animals. *P < 0.05 vs control.
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1. Controlled Study
Klimaktoplan vs. Placebo

3-1) Result | : MRS-1 &7 (Total Score)

1. Controlled Study
Klimaktoplan vs. Placebo

3-2) Result Il : MRS-| HI2 &

Ref. Translation from: “Der Kassenarzt”, 2006, 15, Offprint pp 1-4

ESH, Progesterone, 17B—estradiol &= T 8 310] §2|-d 9l =Xt 0[7} 3 UCt

(ZZ g2y WYX 109136 po/ml. HZ FBHYEHE =81

z 2 7 pg/ml)
=4 BE0| Yol g K o 2R stol HEE s

Ref. Translation from: “Der Kassenarzt”, 2006, 15, Offprint pp 1-4

60,0 Intention-to-treat-Analysis, n = 233 2 100,0 Intention-to-treat-Analysis, n = 233 1 oET
o 2 1S DA = AF
50.0 — senEzey £ 800 2 fg@ij’l &4
g — glot = 4 287
5 400 a 60,0 5 AFae
g v 6 2852}
2 . 7|22 7l
5 30,0 40.9 + 15.7 points 40,0 7 4= BE
e (-9 points) 8 HI|A B4
) 9 2UZ
g %0 1 @E5/288
10,0 22.6 £ 15.0 points
(-29 points)
0.0
Day 0 Day 28 Day 56 Day84 (p<0.0001) . Sp|EEa Y - oo
Ref. Translation from: "Der Kassenarzt”, 2006, 15, Offprint pp 1-4 Ref. Translation from: “Der Kassenarzt’, 2006, 15, Offprint pp 1-4
1. Controlled Study 1. Controlled Study
Klimaktoplan vs. Placebo Klimaktoplan vs. Placebo
3-4) Result IV : 0| M2 U E 3-6) Result VI : £ & =2 Serum Hormone Level2| ¥ 3t
S2(0EEE F R0 9 ROl SEOfESEZ | PlaceboZ
EF e 118% 1152 (n=118) (n=113)
FSH s 22 14
O AtHES w7 134 A [/ 12 weeks 26 13
OIS WML Z 01 |3 (RE, mH Wil 5) 2H (BE) 17-estradiol o E 84 99
AT} Qe Ho2 B ’ - [pg/ml] 12 weeks 86 115
Chels A
YAAROI O[3t 233 3 24B(10 301N Yoo D, ATAA T} U= HOZ TEtel= S a
e Otiae e s o D R, SlaEAT ‘ - SRNIE YR AT T, SOITH S0 50

10-20 po/mlI2Ct Ch4 =&

2. Controlled Study
Klimaktoplan vs. HRT/HRT(E)+

Ref. Women's Health, number 6 (72)/ 2012, pp. 157-164

: B o]
£ 0
S
] = :

Mild Moderate | severe Very Severe
g Mi<11) Ml < 12-22) (Ml < 23-33) (MI<34)

Kiimakioplan
)

[remrs—

T

B5B{moderale)

; F & |
Klimaktoplan Hl@y Klimaktoplan Kiimaktoplan
2300)] 521 607} ZB(mKIoIN t ol
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3. Klimaktoplan in hypertension treatment in
females with climacteric syndrome

1) Objective
Ao o del aFY x| =0l S2otEETH HESEH 5aIE =
U SOt mL|E(DPM)E I AlE 85 (Heart Rhythm Variability) o] ERE R

2) Design

A" HE] : Open trial

A =27} : Ukraine

HHIIE  HRTE 27X = 82X 3 BE7180) L SYSnEU e S0l
EHEE|E 42-58412] 64

@ 12: 5108, 2ULSHH (M= p-ot=2 Lel=8H ALHH, &2l ol =H)

@ 22: 5328, SYTSHA A S20tEEXT YBF( (1312, 1233)

3-1) Result

DMP parameters in patients of investigated groups against 8-week complex therapy

parameters First group (n=10) Second group (n=32)
Aunte-treatment | Post-treatment | Ante-treatment | Post-treatment |

24 SAP, mm 148.6 +8.6 129.8+2.5 149.1 +4.3 1243 +2.5
24 DAP, mm 93.8+6.4 79.6 £4.9 88.943.8 71.843.1
24 FHC, b/min 88.7+4.7 765457 909429 70.3+5.6
SD SAP, mm 19.8 1.7 17.9+1.5 21.3+14 15.5+1.3*
SD DAP, mm 17.7 1.3 169 +3.1 155411 13.8+14
TL SAP, % 70.2+4.9 46.015.0 72.145.6 40.7 +6.1*
TL DAP.% 50.3+5.6 413477 356.546.5 38.6 +4.8%
| Dipper. % person 30 40 438 844
| Non-dipper. % person 70 60 56.2 15.6

MAPI AP, mm 378+11.4 264181 359179 18.67.0

Notes: * - differences reliability between parameters ante- and posttreatment.
- Differences reliability between groups if p < 0.05.

“Dalor Xl = Op7Ho] 9zt A7} 21 of(non-dipper]
AL AOAM (EE 70 AIuJJJMJ!JT'ulo 3|1|[1x[“ef 1uao|x|x|)42004

AP(arterial pressure): U 305 7H 579, 0§ 794 712 502 0|4 85 O 2 +43Ck

Ao U 27| (SAP 243]) ,21747| 9 (DAP 243]), AIQ*X 4l (FHC 2491] AP 154 (EF HAH- (SAP 2 DAP2| SD),
temporal load X| 5= (TL), ! OF&IAP 57} %= (MAPI) &

s10f 793t SAP 9 DAPS| 22l |4 (DI) 7H Sof xxg nrx|701\ H[5H 10-20% 24t BXHZ “Deeper”Q 2 T,

10% O|SHO 2 748 A “Non-deeper”S 2 BHL

3-2) Result

Patients groups characteristics according to HRV analysis against 8 week treatment
First group (n=10) Second group (n=32)

Ante-treatment Post treatment Al P
TP, ms” 2878+218 2022 +170 2674 +369 3961 #151*
LF/HF 37404 3.0+0.6 39+04 22408
%% person with 80.0 60.0 81.3 12.5

predominance of
sympatic impact on
cardiac activity
Note:*- differences reliability between parameters ante- and post-treatment; **- difference reliability between
groups if p <0.05

TP- total power of HRV: LF — HRV power in low fiequency range.
HF ~ HRV power in high frequency and ratio LF/HF

© Zelos 22 WRS0|ZR2)0IM TPSl fold St B19t LFMF HS el 2>

i
oz 20l 4% #50 olAlE ol FaES ool

@

|OFEZEHR HEE0]7(27)2 RO 68.8% MAISIE E oLt HAZGHA|
SR0T(1T)2 2Ate] 20%2H0] A ote|Qfct

o

(]

SPOESEEO] Yofd2 Dot en, 8F SO 0|4 B-S0| LIEILEX] BEtTt

4. Safety Study

1)Q1Zt QEEOHY| Z /Human breast cancer cellso]| Cj %t
2|0t Z2HKlimaktoplan®)2| &=4] Fa}

(In-vitro study on Breast Cells/Breast Cancer Cells)

18005 W MCFT Z2|0tESTS AR AT
160.0 4 W MCF-10A [ S|, Al Lol
S QL Z (MCF-7)2]

2 o0 ZAl2 ofF|S}H, H|oHA
i 1200 2 M HIZ(MCF-10)2
%‘ 1000 4 =Al S 0|X|X| ¥
5 200
3
T 6004
Q

40.0 4

2004

0.0 +

Ref. Arch Gynecol Obset DOI . 10.1007/s00404-013-2849-1

> S0 ME = EB|ETIZE| A0 EHE QI
triterpene glycoside actein)2 917t 2otoj Lt

sh=kstAo| S 1 EXl0|CE

£ 0}(black cohosh)= 0f| A E2 Aoz
Uiz 2E0) HES4 217 3

> 2|0} SakokM| = MDA-2310f X 2|51 ROSO| MAdu} g
MEXHAIS S =30

TRAIL (tumor necrosis factor apoptosis-inducing ligand)2| 24 &

S7HAI7|S WTLHRI 00| HIke HAMEO et S48 A2 BA
SWSHES HENZAE HHT o= REstEl RolS

Ref. Arch Gynecol Obset DOI . 10.1007/500404-013-2849-1

2) Effect & AE in MP women with HRT-dependent cancers

FYY E= KaUfge R FTE2 PH7| old 53PS oz S20ESHS
B2 125 50| =, 82.1%0| M 17| F4to| FaFO 2 MMe oz
_ EELEERD [EERY=N]
=} X3} o org = TS x
stes cemE sooig ozysiig
Breast Cancer 74.4% Tamoxifen 48.7%
Endometrial Cancer 23.1% Goserelin 7.7% Aver. 12 weeks
Hypertension 2.6% Letrozole 5.2% (4~40 weeks)
Type Il DM 2.6% Toremifene 5.2%

Ref. KFDA, Post Market Survey, 2012.
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O|AFRIO| MEHM O AEZH L£2H ZHA|
(I1deal SERMSs)

Oestrogen
in the CNS

pr
>

= =
¢ EOA S Antioestrogen
¢ [ue 30| ¢ -

U —— ° Lowers No DNA
¢ HEHX|EHAHEZS cholesterol adducts
& QAX7|SoX|(LE M) Maintains

bone density

No uterine

* No hepatotoxicity stimulation

Adopted from - Rita de Cassia M Dardes & V Craig Jordan

ER effects on different cell types

Collin's & Webb, 1988, Nature Med. 10 :1130

Plasma
b B0k membrane
LUpoae A00L0

¢ 2
N e \ = sl
Endothelial cell Neuron Breast cancer cell Osteoblast
ion i Cell cycle sti i Cell /

differentation
Bone conservation

REMIFEMIN

. -EnEeE: oo A7)
H . o | SHYEnolsAoR
remifemin’ | g3 ‘soKBlack Cohoshy

Tabletten !
Trockenextrakt aus Cimicifugawurzelstock I‘“ I‘"

- 50 HH 5 &5k 40%
= 2 T+HZ(propanol) 20 of| A
FESEFESEICR
(Isopropanolic Cimicifugae
racemosae)

S| TUA Do} ol
SEZ0f e MUl e
glo| gutet gixto| 4Z8S
E0FE A2 LEH
=
Hot-Flush 7{M &3} Uterine myoma 37|
IcR ABobRE =28 ¥ Group iCR Tibolone B
W39 N 3 1
Age (years) 526=3.0 515+46 0304 Volume (mm’)
(range 47 t0 60)  (range 41 to 60) Visitl 1787 (5% 6107) 1063 (5203 30660) 035
Duration of amenorrhea (months) ~ 31.5=230 3242257 0.896 Visit3 1086 (0; 5991) 1096 (448; 4695) 01
BMI (kg/m?) 231225 235225 052 ;’:::;::f:::;) NI SR Leazcasainy ] e
| =Y 24.9+6.1 262+59 0.409 | Visit1 187106 1654107 037
Age at menarche (vears) 149+21 143=138 0238 Visit 1514128 148485 08
Number of pregnancies 26=1.1 25=12 0754 Mean diameter change (%) gl 664547 (L
Geometric mean diameter (mm)
Serum estradiol (mg/dL) 540456 5632386 0835 B BB i o
Serum FSH (U/mL) 837=332 7852202 0518 Visit3 U8+129 144189 o9
T D) 20 —— i3S Geometric mean diameter Change (%) 2664488 +61£580 0016

« jk: KMI(Kupperman Menopause Index) 215 0|4f2l 40-604 HZ7|532 2 2449
« 2ojotg: o2l 2.5mg bidn=122). tibolone 1T qd(n=122)

PE(EIRRTES

+ Th4: KMI(Kupperman Menopause Index) 15 01491 40604 HA7IZ32 2%} 244%
« £0{0t2: 0|H Y 2.5mg bid(n=122), tibolone 1T qd(n=122)
SN2 12
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Estrogen level

Table I1. Effects of Cimicifisgo racemasa (CR) and low-dose wransdermal estradiol 'SEy) on lipid profile,

liver function and hormenes
(mean + standard deviation) following 3 months of treatment.

CR TTSE;
Busal (1=32) 3months (1=27)  p Value Basal (1=32) 3 months (1=27)  p Value
Towl cholesterol (mgdl) 22284331 2218+ 30.08 NS 744265 2304 4262 003
HDL-cholesterol (mgdl) 516+ 1.8 530217 0.04 024165 9.2 % 16,7 NS
LDL-cholesterol (mg/dl)  155.8+39.0 1461 + 3.4 0.003 15354182 1460 4 15.7 0,002
Triglycerides (mg/dl) U55£505 11254423 NS 12112635 12352614 NS
GOT (UM 146134 145438 NS 190+ 24 NS
an 20 - NS 254231 NS
5741139  59.6+17.1 NS NS
308 +10.8 NS NS
174-E; (pgiml) 187450 NS i 0.001
PRL (ngiml) 1041 NS 131449 0.005
13422324 1291 +4.1 NS 1220449 13022222 NS

1DL, high-density lipoprotein; LDI., Jow-density lipoprotein; GOT, gh laceti GPT, gh Py
wansaminasc;, FSH, follicle-s imulating hormone; LH, luteinizing hormone; 178-Ez, 17-csuadiol; PRI, prolactin; NS, not significant.

% s,

Soon cR

151 vAsoMOTOR SYMPTOMS
0 l

5

HOT FLUSHES

S

°ofg
CRZ - 40mg iCR/Y. 36t 58

Estrogen0f 2t =&

BT,
Her

Seore Score

15, ANXETY

lu‘

51

0+ .

TISE2Z - 25mcg TTSE2/% 327t %8, 0pX|9} 122 59t dihydrogesterone 10mg/2! &

FY=E (2o et

- Cha: HF7] x5t 65
* F0{°2: O|H Y 2.5mg bid(n=65)
< 712670

PMS in Breast ca

= ol fivshes, swealing

e ciabilly

e physical and menal exhausiicn ===—=sexual prablems

blagder problems

=—joint and muscular

——hoan dcomiort ‘
—arioly

—iyness of vagina

discomfort

/

symptom score
e
W

u

s
>

Symptom scores under treatment with black cohosh extract
th=day 1; 12 = day 28 +7; t3 = day 90 +14; 14 = day 180428
« O 4: Tamoxifen X|22 @3 Y= GUAER 508
- Solot2: Y O|H Y 1-4T (n=50)

<71zt 674

last observation

WA S HESER (EstroGe)

el Hiolx] Al S HZ2 IYHS MAR > 53] L2 ofd Wii7] S| £20| B=vIsE R

9 £ E
Cynanchum wilfordii

GHER ‘
ngelica

7|5°d A7 HM|A Z{chAIZ
0]Z2] FDAZ £E{ NDI 59!
(New Dietary Ingredient)
Health Canada- NPN £9!
(Natural Health Product Number)

S 71246007} HoFAL 6007) Hto| 24 F
120074AHE ££2 50| ofolX NS

B FSAA HEES

I

A TOF ! AL NOW Foods §)8 HIE,
3001 7HO] K71 BIO|X] &|AfQ+ Costeo, Samis Club,
0= 0¥ e/A S0 {E 701 0F

sl Ho|HE|ALR SEElE=
U 13 Aok {7 X

)
(G
20 2% Aopy
of4471z B 7154 Sl
OlEeIE H 2010-208)

AU /2Bt ch2] Fuf 7| o) A HiZ2
L0j F0I0f HBQ| BST FI% L+4S
gHoR

THORA CHELE 0N DHS 191 BR

343l ohEiNo| A E
270 2R Y AT
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=
Ci¥AUJI0] HIDEE ASK|Z /8 4 8
=
SHAE AN
== = = I~ = S
53 U 435 W] SHEEE AIUA) HM S5 ol
ANEEZ
S84 Z21t
*ngs
. KMI g
EstroG-100 Placebo 335 single Oral Dose
Mean+SD MeantSD X 39 . 4,000 mg/kg Approximate lethal dose 4,000 mg/kg
= K - -~ Toxicity study
Week 0(Baseline)  29.45+7.39 29.16+655 g 25
g
+ + 20
Week 6 13.6247.61 23314896 £ Ames Test 5,000 uglplate SHREEH| 9w 84
Change frombaseline  -15.83+0.10** 1" # _5g4+615% £ 15 ¥
= N
Week 12 11.31+5.78 23.66+7.68 £ 10 EstroG-100 Genetic | Chromosome
25 ~&-Placebo
i 1 # # g i 5
Change from baseline  -18.14+8.46%* 5.50+5.34 5, | Toxicity Aberration 5,000 ug/ml MK O|AtS QuUSiX| Y2
Test
pgm———— ’ ° " sty
{1700t comparadbatveen groups by Wioson e s s Time (weeks) Micronucleus | OpQA B4HEQ| 280
mg/kg
Test ' ge x| B

OTHER ALTERNATIVES

50.00mg

50.00mg

2zzEEE  |3500mg

7HR7mFEEY | 17.50mg 5

& B, isofraxidin

HIEFDI B 0.7mg uggu el zen Em Ereyry

2T BH B

25.00mg [z2 &Rg3

17.50mg

orEae 128mg

i
szazzzy | 2mg g
- 8% B
EzlET b2 =ccioon wam ayos et Nzgaz
ElEw DAL TEI TNRQL0 102mg (3} Di
o LoL et wm
y sl aem ol gs 2anz
g2as ol =g
mEcwsese | somg FRESAVNSSERASD
[2atHE £+8 20 8 5 2aAHE AN
/ Leasw smg
13 ‘ =
B olaseke e Bs 07mg [FSE 2 0=t 0180 Ba.
@I58 9 [zmolzeniny s22 sz SAsed 2R
HIEFDI By O7mg_[EreEEE 0K G40 3
ssoase | 2smy |35 489 S 0 ge

W E =

clgz=2ol oASZAL SAR 72

712 23

’5‘°|(1|’5'°||A1 o|&~Z2tdl
=E5A|E(deoxypyridinoline, DPD) Zt4&
=3 M A& (Osteocalcin, OC) &7}

CER

A|H/4&: Linarin
EEES
FERS oz AZNM
250 mg

oo A8

OI2RE FFEE, 43, 29

22 AP

e, IEHE 23 oA 28 &

Mo
%

al X Ok
HXFERY

Uch olc/GCWB oz 2

> BE Y $Y/UE 42 ¢

B

=
G

1.iNOS x| 1}
2. Cox-2 H| E1}
HZ4 Cytokine (IL-1p) x|

g

1. MMP-1,3 oixj|
2. M= 23 A4H
3. Trap activity 2ix|

1. Arthritis score 2|

2. Paw swelling (volume, thickness) x|
3. 53 oH =21t
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Mouse Collagen induced
Arthritis (CIA) model

4a 5 6

1. Normal

2. Vehicle

3. Celebrex 60mg/kg
4. Water ext 10mg/kg

5. Water ext 30mg/kg
6. Water ext 100mg/kg

<GCWB 23 A" Zap> <Serum>
CIA ‘
B Celebrex czwe 600 | |
Normal Vehicle (60mgikg) (100 mglkg) Z so0 |
B 400 ‘
¥ 300 | |
£ 200 |
100 | ‘
%
5 160
212
8 A 4 140
@ %y cmmanpg 2120
R 3 ey £ 100 .
H A5 cvevanga £ .
<4 % 60 -
) :
0 20 I
21024 27 N B/ B/ H L2 0
1.2 3 4 5 &

Days after 15t immunization

*,p<0.05, % p<00L ™, p<0.00L vs vehicle group

2

EEGEL R

>

:10

SHM S OOHL A E R

(¥ |

o= 4

v
~

=
=

0x

HHE DS LiE

4 o= J|hE

sS4y uAg A5

EZAZ2EZ [50.00mg|

110] 242EAERA0] Lhgt cortisol 2
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M baseline W affer

MRS-psychological
* *

MRS- somatic
* *

8 8
6 6
4 4
2 2
HPE placebo HPE placebo
MRS-urogenital IfRS—ToTaI .
8 t
24
6 20
16
4 12
2 y
HPE placebo HPE placebo

*: P<0.05 by paired samples t-test T: P<0.05 by ANCOVA (adjusting age and BMT)

Supplements
* Ginkgo extract
% Lymphatic circulation: Entelon 150 mg bid
* Minerals
- Mg: for metabolic SD
- Zn: for hormonal secretion

R k3
"

®

< Antioxidants to reduce oxidative stress
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