1
¥
E:

IR

S A, BOCW B 4, ZEE BB SR Uf .




o
0
%

AR ORI O TR

AT LR, M0 FLBEAT ARG TN, ST (B “Z2ph ey ) B HTIR A . Jor I B 2 M 1T 41 20,
RFPA LA 2 FEUR BRSO, I BT RAEE T B SRR ST ol 70 ibim P C e tieae” )
R AR AL AR A 5~ FN3RAT I i )2 < J AR 1 (MIMIPs) . MITINIZE S 1R AL o XA I RS A PN, AN KR
J7, FIRE T BRI

Y K2 Bk I 655 (M NS 2 RILE ISR AT
A ST RE S 32 RUSEA , L d5 5 UL IR 52 53 8 7 A2 5
Pl MR THRAEFE. BRI AT AR 5 KR R 3%,
UL, BEAE AT N ORI HUBAIR . RIEZET 104z
SRR LE SR Ko U A BeAl TaT LAERAR A, MU 2 fid %
RAENLN, b5 | R PERATR WS, T ER R BT

RN EER A A Ty T, 1T I EH AR 22
ORI , B I () 22 A8 P 2 T Bk

FATAE AT AN T 4 ) R AT 78%. [ IS KIS, 1141 HH175.5%0115-LOX
S HLE AR PRI, 0L AT DL R A 1A SR 22 4 5

R R IR B RE . WF TR WA 28 A R 0
HE 15.8% M2 28 “ BT %7 NF-kB [Grimm et al.,
2006]. WEH FINF-kBEE 38 T AT R PR 2 01
MG, AR R EE R ot T NF-kB40
HIVER,  ZEA AT 5 A4 P 1) S 95 40 Pt 2 A iR 2
(T4 B B AR (MMP) , #EXT R EEAN,

B AR KA R A RE

X B 2B R B AL [Grimm et al., 2006]. It Sk %4 7 o
YRR, E AR B 1 AR A Y COX IR R s

AR, ORISR T [ Schifer et al., 2006] .
COX
DR NS A0 P 2 10 98 P R A 4 1 40 M A T 5 -15%
%o, SR D ER LR PIRIENLG . A
BFANE T COX-2/ELL K 5-LOXAE M FLAPAE I &
B [Canali et al., 2008]. JUH JECOX-2(1) 3L H K ik

&

NE-kBEihl, Al 25485 K5, COX-2/E Rk T . J

0065 °

I Horphag Research-Geneva, ii- 1 Horphag Research Asia-Shanghai, H'[fl 1 Horphag Research-Hoboken NJ, 3¢ I www.pycnogenol.com I ©HORPHAG I 3



4

R

AT DB R R

SEE RN B RAERR S CRP

— TS SS9 ST AR AR DRI FUAF S ZE A e 8
1 BRART2% 1) S AERR EIC- N 1 (CRP)
UEAh, ZIUFFUE R BAE B T 5 s v AE AL
WIBEAK T 30%[Belcaro et al., 2008]. % & Hi45 FAF W]
T AR RENS A A B OGN SR I SN Tk

(" ™
B O SR A
A IR 28R b B ICRP
X £t
S V773

R AR T 5T R I I AT

ST 1, B ST SR I e i o 2 7 = 0
R SR IS A BIRAE . = IS
R 563 IWOMACYE A R MERR B X (144
SRTTGD WP SR B D) AT VA

O T AR TS 1 O )
TR AR 5

V) ST PN B RO 25 AT 1R 38— TS PR X 96 -
PR REME L5 1 OGN R B R A IR [Farid et
al., 2007]. 7EiZIAIH, 374 BE bR T Al LR
COX—24 1) 2 bRtk AR [ B 2 24 4h, AR T
PR RF], A=A R EA R EE A
A HJEEIRIEEAE, I H R 2 R4
HEETN. MHB3AAE, B RS R
PR R B R T RES8 B PR, 0ol T43%
v 35%M152%, T RFILTC I WAR L . A 2R
R, R R ARV 2 [ R 48 25 Bk B COX -2
FEIF T B R, I H R 25 7 SR OR Bl
HEA . M2, ERH=A ARG, %@
R 195 24 75 SR A7 B o

Y

55 IAT 910044 FE A B O AT
I R T e

5 WY HEAT T — 00 R ASE 58 K 1) 14 F 9T [ Cisar %%
N> 200841, ZWFFRAMANF 1004 B . L5
SR WIRME R 8. E A H IR IR
A8 R AR IR R R ORI T . (EAE
F A H R I PR S AT BTk, WA
JE BE WS RPN, S RmAtE, %
S HEA GRS

= I R 15644 A O AV A
[y ARG

B =IO T 2R AR 1 i PR AR B A T KR AT
TN RN 1564 H R REH . @341 HT
BRI E, EIRVE WCFE17.3 Gl T Refs
I3 N204Y, FROARMERIR) BRIRET. 75 o 1 2R
AEEEXF IR, PRV BN B, M7 1R
15.257 AR HIT AREMTE 2 N6.67 (VR0
800D BEAE3.14y, I EBIhfE M TH455.37 (U
I H0FE68) [ZE23.8% . ) M4 fH fEAei v 4 ¢ A7 A
th, BAESARINREVE b RN o . A
FHZEZ3Aa 1 255 P 5 1R 28 [ B v 2 259D T 58%
s TR AL FORD T 1% AZIRITGTE I 2 25
v b R E I I RE WD, X BT R[]
WV 9 2 ER A R k2>

FERXIFAI S, FRATTHLART T 00 X B AR A
AL D REMIANRFIE M . e G S KA A
HERES RS SAEXKIE S ARG S R ST 1k
Gb, WXL CEEHAE, WU, IS

4 : ™
8 =K %1564 5 fe
R REAH W5 R AR
I
i
-11%
o
s
-56%
EAA
3N A BT
® % & ® z5fte
\. J

I Horphag Research-Geneva, ii- 1 Horphag Research Asia-Shanghai, H'[f 1 Horphag Research-Hoboken NJ, 3¢ I www.pycnogenol.com 1 ©HORPHAG I



7D BEAT TR 2R3 IR AEGIT S,
RISSHREAARVE D AT BT TR, IR (31 .4

FE11.54%5 .

I AE 4 A T R B A R 135 )
PEREAT T PPAl . 23 AR @G e, B4
FBLUBAT (2 I 2 (1P 168 K 1 i 2 198K,

T B B AU 65 K 1 288K«

UEIEE AR B ST R A AT U = Il R IR S R A

Uistea
Farid et al.

Cisar et al.

Belcaro et al.

BFHH
37
100

156

e

R R

L33 IG5, R SR 2

IR DL (x Y72 AJR)

P KA
-43% ~ -35%
-40% : -40 %*
-55% . -53%

SAThRE
+52%
+22 %*

+56 %

PR R (B A
PR A BT g
s S Pk

IRRTT TR, AR T 1 5517 R T W R AL :

AP T N U | SRS P O R P S S ]
IRl D SRR T ) BER 2454

0065 °

I Horphag Research-Geneva, ii- 1 Horphag Research Asia-Shanghai, H'[f 1 Horphag Research-Hoboken NJ, 3¢ I www.pycnogenol.com 1 ©HORPHAG I

5



6

7% 3Lk

Belcaro G et al.

Treatment of osteoarthritis with Pycnogenol®. The SVOS (San Valentino osteo-arthrosis study). Evaluation of signs, symptoms, physical perfor-
mance and vascular aspects.

Phytother Res 22: 518-523, 2008.

Belcaro G et al.
Variations in C-reactive protein, plasma free radicals and fibrinogen values in patients with osteoarthritis treated with Pycnogenol®.
Redox Report, in print, 2008.

Canali R et al.
Pycnogenol® as molecular tool for controlling inflammatory pathways 5-LOX and COX-2 in humans.
Manuscript in preparation, 2008.

Cisar P et al.
Effect of pine bark extract (Pycnogenol®) on symptoms of knee osteoarthritis.
Phytother Res in print 2008.

Farid R et al.
Pycnogenol® supplementation reduces pain and stiffness and improves physical function in adults with knee osteoarthritis.
Nutr Res 27: 692-697, 2007.

Grimm T et al.
Inhibition of NF-kB activation and MMP-9 secretion by plasma of human volunteers after ingestion of maritime pine bark extract (Pycnogenol®).
J Inflamm 3: 1-15, 2006.

Schifer A et al.
Inhibition of COX-1 and COX-2 activity by plasma of human volunteers after ingestion of French maritime pine bark extract (Pycnogenol®).
Biomed & Pharmacother 60: 5-9, 2006.

Schéfer A, Chovanova Z, Muchova J et al.
Inhibition of COX-1 and COX-2 activity by plasma of human volunteers after ingestion of French maritime pine bark extract (Pycnogenol®).
Biomed & Pharmacother 60: 5-9, 2006.

0065 °

I Horphag Research-Geneva, iit: 1 Horphag Research Asia-Shanghai, H'[¥ 1 Horphag Research-Hoboken NJ, 35 I www.pycnogenol.com I ©HORPHAG

I






Horphag Research

Administrative Office

P.O. Box 80

71 Av. Louis Casai

CH-1216 Cointrin/Geneva

Switzerland

Phone +41(0)22 710 26 26

Fax +41(0)22 710 26 00 RWE5T /s 7] (Horphag Research Ltd.) [RIVESRd .

info@pycnogenol.com AU 6 B AU E b L R R

WWwW.pycnogenol.com

SRS BACAT Tl H 0o SCrR B R0 5 5 ST ARSI € S 2t i 3R s HAR ARSI e A AN ol SO, a7 0072 H K BRI A I SCR 38 A4 1528
S 7 A SR o SR, TSRS b 27 b A AR S 5 8 M08 2R SR A 0 BRI EH R St 2 i R 5 L LT i i i R



