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NFETEELLEBRLS, (FHomBEDORARES R—rhizt /L4
E JL(OP) RUEMIZIZAT L ASEER B OC) Mg h bl &
NREhi=,

Er P DOPRUOCEEZE FRITS1-IZ, BSYFERANTIE
ERPREAERZ EMEL 1=, M37, NERE (CSF) RUIKKES R—FD3
A= AUMIBIT 5 RBEOHEBRFRE BAFEICT 5 1-HIZ, &
HBMOOPRUOCEEZ BMELI=. COLI H7FO—F kY E ML
HEUCSFREMNSEr RHPBES THITHEMNTEELEERD,

ik

s FBASYMZOP#HABLMEOC (10, 100 mglkg, TV —_R—R B () %
EEIRNIREL, 515, 15, 309, 1, 2, 6 LU 8BS (& B H2PT)
S5y % BRL TR, CSFRURNAED R—rREE EmLT =,

- OP#5EABRTIX sz dichlorvosZFEIL, A EILASEILHSEY
R~ DMEEFIELTz, A EIILASE L RUSEH SR ED
AE [XLC-MSMSE%E L=,

« B, MBRUCSFREICOVTIITRMAEREEZ BT, it
REGHERTHD. |
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ﬁ% (1) @aw;y—-v
OCIKRE# DPK

10K 1100 mg/kg OCEARMIIZ 5.

- BESZRICIE, mEHEERBEYREZEFNEHNI13,900%
*278,000 ng/mLEEBES RLT-,

- MEPTERSHNBOHOI, FHEABHDOAUCO-nf) [TEFH
Fh 7,080% U 122,000 h-ng/mLTEH> f=,

- MIFPOBREELEEL T, CSFhE A BYMEELIR 559
BIZENENS57RTU,870 ng/mLERLT=, CSF/IEhERE
R, ERITEN o1-(R 5 £ 1ML T3% 55 5%) .
100 mg/kg#t 51 M CSF/MIEHRAUCLLEIL 1.1%Tdho1-.

-
wR (2 @ wam-7
OPRE#£ DPK

10% 1100 mg/kg OPEARAIIS 5

~ BE55%ICIE, mEdA b ILASE LEEE TN EH2,890
B 136,200 ng/mLEEEEE RL=,

— CSFHAEIIAIENRETMIEDREIZHERL THLAIC
B RRREETIhETN222 R1U3,020 ng/mLTH-1=,
100 moix 5 EFDCFS/M#EPAUCLLEIZH9% TH- =,

— CSFHEMHRBHMEEIXOPE100 mgkgit 5L -85S, &
B #&205MFE TIHRHSh, £ DBEX 58.5H 5235 ng/mL
THoT-, CSF/MITHBELLFEFIEEIZEBL, BRXTE13
%THDT=
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Pharmacokinetic parameters of OC in plasma and CSF
after single intravenous (bolus) administration of 10
and 100 mg/kg OC (free base equivalents) to male

rats :
Parameter Unit Plasma CSF
10 mgkg OC 100 mg/kg OC 10 mg/kg OC 100 mg/kg OC

Cmax [ng/mL] 13900 278000 57.0 1870
tmax [h] 0.083 0.083 0.083 0.083
t1/2 [h] 1.59 1.51 0.722* 1.45
AUC(0-inf) [h-ng/mL] 7080 122000 54.7% 1380
CL [mL/(min*kg)] 235 13.7 -
Vss [L/kg] 1.1 0.456

* Rough estimates

| R

[- 0 4

Pharmacokinetic parameters of OP and OC in plasma and CSF after
single intravenous (bolus) administration of 10 and 100 mg/kg OP (free
base equivalents) to male rats

Analyte: OP Plasma CSF
Parameter Unit 10 mg/kg OP 100 mg/kg OP 10 mg/kg OP 100 mg/kg OP
Cmax [ng/mL] 2890 36200 222 3020
tmax [h} 0.083 0.083 0.083 0.083
t1/2 fh] 1.58 1.00 0.406 1.04
AUC(0-inf) [h-ng/mL} 1430 18900 114 1820
CL [mL/(min*kg)] 117 88.3 - -
Vss [L/kg] 4,25 2,98 - -
Analyte: OC Plasma CSF
Parameter Unit 10 mg/kg OP 100 mg/kg OP 10 mg/kg OP 100 mg/kg OP
Cmax [ng/mL} 2150 255800 BLQ** 235
tmax [h] 0.083 0.083 NC *** 0.25
t1/2 [h} 1.48 1.86 NC *** NC *+*
AUC(C-inf) [hng/mL] 3340 43600 NC *+* NC **

12

* Rough estimates ** Below limit of quantification (OC): 10 ng/mL *** not calculated

10
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« CSFRMAEISIENRUEERSEYREIMREPREICE
BLTEETH =

- SEIOT—2IE, FEIFEE LRV EERESDEE DRKA~D
BTIEThThELSADZX LIZKYFIRSNTNDI EZ R
BL T,

"

ﬁ;ﬁ Qb 2 I
-BERLREHITONT-

« OPOERERIIFHRREIL, BLETHO0.2 pM, TDI35FE-AIEFEEH0.1 UM

- OCOEREKRIMIZFEEX. #1.2 pM (RIFFTRTHABES)

o FEMNTITSEESLUEOT—20 5, MRHREICHT 5 REREPRE
DHEL, OP,0CEL10%LL T EFRIThD,

s BANEELNEHEPRENRCERET S L. PESNSBERMBHNEEIL.
UTDESIZHES
- OP <0.01 uM
~ OC <0.12 uM

. BIERERREHET —SLBORREL ERT 5L BLREFENBERSATNS
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o HIREMRERANDEYBITHEL, MERKEEF O ZEMLE R VLB
EHEIZ K> TEES NS, KR EDOEMNIE, A EILEZEILOP) K
UE DEERBY(OC) N IRNNTEITT D8, sEBEEEINE-T
&EZxin vitroETIVE BLVTRETT 5 2ETHD,

 EFOLIT NOBEEREBEICL-> TH, NNEEFEAREEIRN
TEMIEAZENTTEETH D,

- BEEhEIEED X AEMEL T, P-#EERQ (P-gp, MDR1), 3LEER
& B (BCRP) RUEF ZHIMHREEZER2(MRP2) I EMHD, =
NoDOLTHAMAERKNEP (BBB) % HiBd AR EEL BEF Bf-9C
ERFLNTIND,

15

' S
Fisk | S

« YVARVEMRIZRBRL TS Bl SVAR—42—THD
Mdr1a/MDR1, Berp1/BCRP RUMRP2 [ZDULVTHEEILE=, Thib

DOFEREMIBIZH1T5, OPRUOCHEEE #HIXREZtranscellular
assay system# FLVCEHEL 7=,

« BEKRTHAHLLC-PK1 XIIMDCKIl Za>ka—JLELTHLY, OP
RUOCHZEhrgaeZ s ML=,

16
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* OPIEIR DA RUEIP-gpDRIFE BB THY, HEEBRERH, S ERE
B~ DEELEA10ERRETH 1A%, P-gpDBEEAITHS

verapamillZ&k > TELIZHEBS N -,

« OPI&, MDCKIHfaIZ BBREE-T I X RUE Berp1/BCRPX [
EFMRP2ZEEHREFE/ LD MEEGELENARFE TH e
B, oD SOAR—2—0ORB & 115 aTEEMETIELY,

» OCTI& Mdr1a/MDR1, Berp1/BCRP £L<I& MRP2 DL g hd bk
52 AR—E—IZHEE B R RS A T2,
« LWLGADS, OCHZBLEEEAES TEC, MBENEEANBES

hoZ &S, BEBREEED#ERE BE Hd T L TR CH- 1= (1
ZIE, LLC-PK1D B A # D ZEMLEZOPD40nm/si=xtLTOC
(34.8nm/s) .,

Transport of OP and OC by P-gp MDR1 / Mdr1a
using transporter expressing polarized cell lines

-~

(iey Qv ZR—~7

17

Substrate Inhibitor Cell lines used to study P-gp mediated Mean passive
transport (transport ratios in apical direction) permeability
(mean of 2 independent studies) Pe(nmis)*
Control cells Cells expressing human or Control cells
mouse P-gp
LLC-PK1 LLC-Mdrta LLC-MDR1 LLC-PK1
Digoxin{tracer) - 1.97 14.7 20.5
Digoxin(tracer) Verapamil(80u M) 1.13 226 1.36 47.4
OP({5uM) - 1.31 9.14 11.4
OP(5uM) Verapamil(80p M) 1.03 1.42 1.04 4.4
OC(5uM) - 0.94 1.16 1.05
OC(5.M) Verapamil(80uM) 1.23 1.04 0.87 4.81

Method: Transcellular transport of the radiolabeled OP and OC with the polarized cells expressing the transporters
was assessed. The transport was determined in both directions (tasolateral to apical and apical to basolateral) in
triplicates and the ratios calculated. The quality of cell monobyers was verified by the lack of Lucifer yellow leakage
and the expression of MDR1 was determined by transport of model substrates digoxin(MDR1) in the same study.
*Mean a to b and b to a of two experiments

18
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Transport of OP by BCRP/Bcrp1 and

MRP2 using transporter expressing polarized cell lines e
Substrate Cell lines used to study BCRP/Bcrp1 mediated transport
(transport ratios in apical direction)
Control cells Cells expressing transporters
MDCKII M-BCRP M-Bcrp1
(mean=*=SD; n=4 or §) | (mean, n=2) (mean, n=3)
PhiP(2uM) 0.97+0.124 7.55 44.5
OP(5.M) 4.44 +0.953 7.44 4.33
Substrate Cell lines used to study MRP2 mediated transport
' {transport ratios in apical direction)
Control cells Celis expressing transporter
MDCKII {mean, n=2) M-MRP2 (mean, n=2)
Saquinavir(3uM)* 1.52 5.22
OP(5uM)* 1.19 0.99

Method: The experiment was performed by the same method as Rgp transport assay, using MDCKII cells expressing each transporier.
The quality of cell monolayers was verified by the tack of inulin ieakage and the expression of each transporter was determined by
transport of the model substrates in the same study (PhiP for BCRP/Bcrp1 and Saquinavir for MRP2).

* Elacridar (1 yM) was added to block endogenous P-gp activity of the MDCKIi cells.

19
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« OPIIP-gpD BT EHE L75HH, Berpl/BCRPEHELLIEIMRP2D
EEEGHREHEILEL, mMIBRITT HRARELIENER
[EP-gpl=kY fim oHEifttch S -hEEZ NS,

« OCIZBEILT, KBS MDT=-DMBah~DZELEEEAELY
ZEMSFERE BT DEFEELLY, FSURFR—8—IZ & B HEEE
[FIELC EATRIEEINS,
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* T ELFZENL(OP)ZERERGEN-PERURASY
MR X OPRUEEKBEM (OC) AR ESh TS,

« RO BMIL, b THRESN-EFHABE DA, KA
TORBEMTHINEMNZDODLTDIEEE FH B
2, ERUVEBRASYE DR UVFIZE 54 EIEIEL
RHBR (A EIILFZIELTRTS—B) EHF5ETA o
ETHB,
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* InvitrolZE T B HES YMNNDA EILFIEIL TRTF5—
¥iEtEIEIEEIZIEL(< 0.2 pmol/min/mg) RSV KD
& (#50.6 pmol/min/mg) &Y HEHI ST,

- ERIZ. $1ESYRIFDin vitro A LS EIL TRATFS5—
+7E M ($50.3 pmol/min/mg) (£, BRSO EE
1.7 pmol/min/mg) &Y HIE{EZRL F=, LB REL TH
ELF-EFFDOIRTS5—EF L. 131 pmol/min/mg
THh-o -,

« FEBTAHWVERE L UHSIE S ABERFEMICEN.EZE
FHCEFIHRELTEY., TOFRERETHRDSY SR
ADFEERBLENBLDTHO 1=,

25

i

Esterase Activities of Liver and Brain S9 &w-n—-
Fractions Towards Oseltamivir and
positive control (Paranitrophenyl Acetate)

Gender Age Organ Paranitrophenol Oseltamivir Carboxylate
(PND) Generation Rate Generation Rate* (pmol/min/mg)
(nmol/min/mg)
male 7 brain 80 <0.2
female 7 brain 92 <0.2
male 42 brain 112 0.5214-0.06
female 42 brain 70 0.60+0.13
male 7 liver 467 0.33=+0.11
female 7 liver 538 0.34+0.13
male 42 liver 1446 2.11%+0.04
female 42 liver 1001 1.37x£0.11
Rat liver S9** 1282 1.42:+0.23
Human liver S9** 757 131+ 11

Incubation with brain and liver S9 subceliular fractions from 7 day old and 42 day old rats or with
commercially available rat and human liver S9 fractions.

*mean *=SD, **‘commercially available S9
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RBRE FEVAMNR DT F—EWFIc— 1 —n 8RR 7 45—
OP, OC:E IR DR

PREERICEEY S REREDNNA T4 T -Tot4A

AEIEZELRUZDFERBEYMD/ 152
—A—ERUMOSFIRNIZ T HIBERN
fERDOWME

HREUVEBREN s

« YUBAEIILAZE LOFEEREY (OC) XRNTRIRMGA > I
I/ A2 =F—EHEFITHD, Vo BAILFZEILOP) D
4 NARY WEE/ (55 =4 —EInd 5 BIREE 2T 5 1=
&, OPRUOCH Sy it R U PC12 MR/ 152 =4 —F
EEICHT S ERE REILT=,

« HIZ, PRV RUNMDAR B E DOIFE, THEESFE ST
1554— 7wk 39 5 BIRELRETLT=,
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« PC12fRa R Uy iR DES BHRE/ (53 =4 —tEHIcxt
§H0PRUOC OEEEAE10 MME THORETRETL -,

« B2, 155 Z—S I (1FEAEDEREE) 1233 H0PRIFOC(30
UM £ TRE) OFEZ%in vitro MG AV FEDBEESFERV BE
RIGIZTER@EL =,
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*  OPRUOCEDBITIO MMOREE T, PC12fiRaR U5y kil
BHER/ (5224 —EIIdL THERGEEERE RG> 1=,

«  OCIIoWTHEFon-FREABRDIERE, Bz FRFIDL

BEVIDAINAEHHIB/ 4152 =4 —EDFEHESEI TS
OCOEEREMNEL > T B ELSEBERIFTOEERIC— ﬁz‘cr
BELDOTHD. chioDERILIE, OCHEEE/ 153 =4 —
CIZHEETHREEIMENNCEMTREENS, .

YL MR V4D aVEF U (52254 —EE B
W=D74 07y FHBAEITHTHS .

15553 —47 Y ZH LTI, 30 uMFE TODREDOPKE FOCTHE
PREICRIREL 5 REFEEEEBD o hot=,
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Results (1) €
PC12 cell neuraminidase

500

ao0 D
o 300 —m— PC12+0C
5 —0—PC12+0P

200 =

—&— control
100 :
At —
0 T T ——rr—rrrrr
10 100 1000 10000
Oseltamivir {(uM)

Test of neuraminidase activity in PC12 cells using a generally accepted assay by
cleavage of a fluorogenic substrate 2'-(4-Methylumbelliferyl)-o-D-N-
acetylneuraminic acid. Control: Cell-free buffer with the indicated concentrations of
OC; RFU=Relative fluorescent units

Results (2) o

Neuraminidase in rat brain

. . . . 140.0 -
Neuraminidase activity | _ 100 - -
in the microsome (1) g e —E?ﬁ—\-ala%:—g:gﬁﬁ —
and membrane (2) 3 %0 e
fractions from brain * 0. S

0.0 +— . .
(\NiStar rat). 10 100 1000 10000
N t th tth | bl Oseltamivir phosphate (uM)
ote that the soluble

protein fraction is Neuraminidase in rat brain
devoid of
neuraminidase activity
(not shown) ~o—pellet 1

—~o— peilat 2

. "
—_— (e L]

% of control
oBE28BEH

T

10 100 1000 10000
Ossitamivir carboxylate (UM}
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— PC12HIIBHE/ /53 =4—F

— 155 DA—H bk (IFEAE HERERE)

CDOEDD, OPRUOCIHBRETH>THRERE, 14 F+

R LRUBRICHL, BE8% REHIENAREINT-,
COREIZI, WRRUTELE DOk SHCNSHEEEIEET 5 =&
HREASH TG BLDI—FIEREEA TS A, SEDEEMID
(& A EILFZE WHCNSICHLEERT S CLEXR/THL 5L B
(DWW TDT—RE{OhEHh o=,
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DIMBERADELUEZHTIHE @ w7
RITJLEART OIS LEY
FELEE RS SRS R B BEERDE LD
o IILAS ENSH D W IEEOFE DI E R HFIREE hERGF v RILHERTITH) D LER
‘Ti{tb‘rt,\ng“%l:%%’é&ﬁ bt LSS E L3RS AANEIL 2Ly
e CRRRR hpumrORt Sy TPKEREORBCE. B
o gﬁ*ﬁb‘ﬂ OHENTL fF mHELE ICRBIZELWE A
1=
in-vivo SRER T, DERQTCHRIZH]
EIZRONWEA T
Dedicated QTEAER T (&, 450mg bid
for 5 days D 5B F TILHRIBIGE
ICEEFE5Z Ao
AERSER T3, BME1000 mg., k18
00 mg b.i.d. x 6 daysE TOHRSE T
DIERICEELL
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AEILAZELODIMERICET HRIBERTE
HF—aroBON-HMRODEH

hERG F¥ RIERBETIL, HJ ABROMBIALHE hof

— RELEOP)BIUEHRBM(OC) BEIL. TAETI7.56KT100 uM
F Gt

— CHOMRBIZRBIEHET-hERG F+ RILTHET

in-vitro BREECIE, RHE. BoELLICRYE AN GE Mol

- OPB&LUOCEEIX. FhEFh22.56KL1U100 uME THET

— Bt B XPurkinjelR# THREL

 in-vivo RB*CIX. DEEIQTJHBICREIAbhEhof

- OPB&LUOCHIESREIL. 23,000 ng/mL (74 pM) &L 11352,000
ng/mL (1,238 uM) & T#&&}

- HETAXTOC. RBETAXTOPHELUVOCHIERE &5t

BN BHRERE TARXICHEL-1EBTQTCOE{EA#H LN 5 ED&E
Tofzkl) BEGHETA R ERAVV-EECIEERTEGI > 122 L b . COEIL,
XERBLEELDTHLEEZLND,

(etsy OV oA

Expert report
BERZEMET—40o@80h-MROEL
Dedicated QT &

« FS547K, 75 mg, 225 mg, 450 mg, b.i.d. x 5 days

» BA293BDTHERBIZA L ILEIZE ILEEBE
— 450mg bidix SR DREE

- OP (Cmax,, = 352 [111-877]ng/mL; AUC 1, =822 [263-1550]ng.h/mL)
+  OC (Cmax,, = 2480 [803-4260]ng/mL; AUCq 151, =19,600 [5710-33,900]ng.h/mL)

- ARKEFMTDIERD S VIIQTCRIR FA LN T

- AW-BEETIOHRMEE (RICQTER) ICHTHEE
[EAHohT
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BRREZEET 400/ on-MEDERN

Bk B R
o TRE GH/L22E LIRS HI$n=152) T, EHE O LERBIE
(BRANEERE. EYMBEER. EHEETH. 0FBRESD)
« 1688 (A ILAZE LR EHI%n=413) C. DERLEBERME S
X2l
- AEIL, BRI S5 T1000 mgET. ERTIE 500 mg b.i.d. x 68
T
— 1000 mg# R GHDIREE

«  OP (Cmax,, = 809 [449-969]ng/mL; AUC,,,=1624 [1140-2250]ng.hr/mL)
- OC (Cmax,, = 3955 [1763-7036]ng/mL; AUC,,; =40,646 [23,803-54,385]ng.h/mL)

- DERSITILOERODAESAHONGNIEEREE
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Expert report -
BRE2ET 2B oh-MRDEHN
EEEEHER (TS5t 244000, 23 T)L 37274)

« T3 ERABRAERARBIEZ BT 5H L DNEAARUMRE
E(IT S ARBREHIY L2V ERTEETH -

« DIFEBREEITAIEESLIUVUEHRBEZFICSVT, DONERAAUL
(Z#mliamh-o 7t

s 1BNDI7TBOEBTHE. DOBERAAVOEEET LT,
s AVINIVTREBEDH M DHRRELXTME TS HABRTIL.

TSR EARTHEIASE LBETHNMDERRFEEMEMT
B &3t hvot-,
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Expert report
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EERELET 4o don-8HROEDN
FEHE
o KEREBET—EIR—XZHAWV=E5REIFR—MNARTIE. AL

AT LEBEIN-1 0TIV HEEN=60,267) LBE5ENT
LVEULVEEE (n=175,933) DREIT. FFIR SRS K URIRSERIZL S
ETICIEERRONAEAI T,

o MiHANIAVITINITUFIZLBEEIE, TRTIEREHTHDL
- hi=:DTH-T=,
SEECSVTONERFRENAL VI L8R
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Cardiovascular Expert Report® & &f

NARENE=-XHRICEBEHEINW-BRABEIT/NMNROT—2%H
EL-HER. 9TERKRRAER. BRER. EEMROVT I
BNTH. FEIIASE WIS LETRIR. thDibER, &

UEARFEEDRBIZIZEERITBHONGE M=,

Ft-. ChoDT—4lF. 7 IR E LEFIRGEEINT-BX
AERIZBLWTIDA RV M 5 BRZENTEFSEE
W EZRL TS,
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« JUBAEILFZE JL(OP) RUE DOEHR B (OC) DFEEERIC
RIFTEHEE  DUXEET LY THH#%E AL TEMELf-. D
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Effects of OP on action potential parameterss =
at a stimulation frequency of 1 Hz

at1Hz OP concentration (LM)

Parameters Baseline 0.0075 0.075 0.75 7.5 22.5
APDjp(msec) 17.7+4.2 223185 19+5.4 19.1+6.4 204*7.9 23+8.8
APDso{msec) 169.6t11.4 185.7+12 194.6%+12.7 204.2+12.8 206.7+12.4 202.5+11.9
APD;¢(msec) 224+13.5 228.8+15 234.3%14.7 241.9+144 246t 13.3 244+t12.7
APDgp(msec) 255.8+17.8 262.6120.2 266.91+19.2 271.1+19.1 273.8+17.7 271.4+17.7
APD3p.90 (msec) 238.11+14.8 240.3+£20.1 24791171 2521171 253.4+16.4 248.41X17.6
Vmax(Visec) 415.1+54.1 413.41+57.3 442+ 547 456.5+52.8 458+ 57.1 448.6+51.9
RPM(mV) 89.6+2.3 -89.2+29 -90+2.7 -93.3+1.38 -91.2+23 -91.6+2.3
APA(mV) 123.2+1.5 125.2+2.2 1243122 127.3%£1.3 126.411.8 126.4%+1.4

Each data point shows the means+S.E.M. (n=6-8)
*Significant effect vs baseline, P<0.05
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Effects of OP on action potential parameter:

at a stimulation frequency of 0.2 Hz

Ciedn) D3 20—

at 0.2 Hz OP concentration(itM)
Parameters Baseline 0.0075 0.075 0.75 7.5 22,5
APDsg(msec) 23.3+6.5 24.7+10.8 19.6+5.5 18.8+6.2 34.8+13.3 38.5+14.8
APDso(msec) 175.0%22.3 200%21.6 227.7£18.4 220.4:+23.1 247.9:22.9* 228.3+26*
APDyg(msec) 2924:+319 303.91346 | 300.9%27 302.5+28.9 319.2+29.4 316.6+25
APDgo(msec) 345.5::43.2 345.5:42.8 | 341.1%37.2 357.643.1 360.5+40.8 356.5436
APD3.90 (msec) 322.2+35 320.8+41.2 | 321.5%20.8 338.8%30.3 325.7+34.4 318+34.1
Vmax(Visec) 413.2£55 413+58.4 442.4156.3 501.3+39 468X 57.8 462.3+53.8
RPM(mV) -88.2+23 -86.5+3.4 88238 -89.6%£2.3 -80.7:£1.9 90119
APA(mV) 122+1.7 1224+27 123.9%2.2 127.9+47 127.1%1.2 1258+ 1.5

Each data point shows the means+S.E.M. (n=6-8)

*Significant effect vs baseline, P<0.05
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Effects of OC on action potential parametersg, ...,

at a stimulation frequency of 1 Hz

ooy |

at1 Hz OC concentration (uM)

Parameters Basellne 0.01 0.1 1 10 100
APDjo(msec) ' 11.6%£1.5 10.6£0.7 10.8+0.8 10.6+0.7 10.8+0.7 10.9+0.7
APDjsg(msec) 219.41224 246.5+ 22 24731244 240.7+30.3 252.2+24.2 259.8+£24.1
APDyo(msec) 301.4+26.8 313.9+26.5 306.3+29.6 318.8+32.1 326.9+28.6 335.7+29.8
APDgg(msec) 331.5+35.6 3491+37.2 346.2+41.7 370.5+43.2 339.1£43.5 361.2+40.5
APDsg.90 (Mmsec) 319.9+29.9 338.4+29.6 33544326 359.9+34.9 328.3+31.2 350.3+32.5
Vmax(Visec) 493.4+34.2 503.91 55 507.8+554 507.2+£74.5 481.8+60 516+43.5
RPM(mV) -89%+1.3 -91.9+0.9 -91.812 -88+2.2 -88.6t1.7 -88.4+1.8
APA(mV) 124521 127.2+0.38 127.2+24 123.8+3.3 128£1.5 1234133

Each data point shows the means=*S.E.M. (n=6-8)
*Significant effect vs baseline, P<0.05
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Effects of OC on action potential parameters, .. .
at a stimulation frequency of 0.2 Hz

at0.2 Hz OC concentration (M)

Parameters Baseline 0.01 0.1 1 10 100
APDj3p(msec) 9.3+0.7 11.7£1.7 12116 12.8+2.6 12.8+3 11.6%+1.2
APDsp(msec) 249.61+38.6 282.1136.1 309.4+43.7 317.3+44.4 320.7+40.8* 342.41 46"
APDyp(msec) 433.4+66.5 425.7%55.8 411.8%£55.7 48491614 437.5+65.2 473.11£60.7
APDgyo(msec) 455.1+61.8 454.3164.5 469.6+76.3 520.8+83.1 430.7£79.6 483.5+75.8
APD3p.9 (msec) 445.8165.3 442.6+62.9 457.6160.6 508167.3 407.9+70.4 471.9164.8
Vmax(V/sec) 495135 518.5+51.6 5§07.3143.6 528.9+73 492.3+456 514.8:39.2
RPM(mV) 87.4+1.3 -89.8+0.8 -89.4%2 -87.712.3 -85.5+£25 -86.1+1.8
APA(mV) 123.9+23 126.5+0.9 125.2+24 126+2.3 1259125 123.8+28

Each data point shows the means+S.E.M. (n=6-8)
*Significant effect vs baseline, P<0.05
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