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Nam e of Fnished Product:
N A. Volum e:

Nam e of Active hgredients: Page:
LAS100977 LABA)named Abedirml
Title of Study: A PHASE IA, RANDOMIBSED, SINGLE DOSE, DOUBLE-BLIND,
DOUBLEDUMMY, 6 WAY COMPLETE CROSS-OVER, PLACEBO CONTROLLED CLINITTCAL
TRIAL TO ASSESS THE EFFICACY, SAFETY AND TOLERABILITY OF 4 STRENGTHS OF
LAS100977 QD COMPARED TO PLACEBO AND AN ACTINE COMPARATOR IN PATIENTS
W ITH STABLE MODERATE TO SEVERE CHRONI OBSTRUCTIWVE PULMONARY DISEASE
(COPD)

hvestigators:
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Study sites:
an

0

ooa
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aa.

Publication (eference):
None

Studied period (years): Phase ofdevelopm ent: Tla

Date study hibted (fistscrenig):22 August2011

Date study finalised (Bstpatentbstvii):27 Decem ber2011

Objectives:

e To evaliate the pham acodynam s pronchodibton) of shigk doses ofhhald LAS100977 0625,
25,5and 10 ng once daily QD) n COPD patents.

e To assess the safety and wEembily ofthe LAS100977 doses 1 the sam e argetpopubton.

e To assess the pham acokhetics PK) of LAS100977 1 a sub-setofstudy patents.
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M ethodology:

This was a phase Ia, random ised, doubk-blnd, doubk-dummy, 6-way cross-over, phcebo
controlked, sihhgk dose adm histtation, m ulbdcentre clnical study ®© assess the efficacy, safety and
tokmbilty @nd PK 11 a sub—setofgatients) of LAS100977 0625,2.5,5 and 10 ng adm histered
Q0D by mhaktion from the Genuair device. There was also an active com pamtor, hdacaterol]
150 pg adm histered QD by hhabktion from the Onbrez Breezhakr devie.

After sgnature of the mfom ed Consent Fom (IF), patents were wihdrmawn from thei usual
COPD thermpy i accordance w ih the study protocol, pror o the Scrrenig Vist. Patients could
use nhhald shortactng B,-agonits (SABAS) as relieverm edication throughoutthe whol duraton
of the study. After washout from prbr and prohbied thempis, a Scrrenhg Visi ook phce,
14 *2) days before random saton. Aflerthe scrrenig evaluation, eligbk patients entered o a
14 *2) day mun-n perbd to assess patients’ clnicalswbilty. Atthe end ofthe mun-n perod, those
patents sdll fulfiling the mclisbn/kexclisbn crierh were assigned to one of the 6 treatm ent
sequences accordg to a W illiam ‘s design forcross-over studes and usihg a balbnced 1:1:1:1:1:1
random saton rmto.

The study consisted of 6 treatm entperibds of1 trratm entday each sepamted by a washoutperiod
of7 to 14 days. A m hinum of7 days between trratm entperbds was requird. Each treatm entperbd
conesponded to one study vt VEtl to VBi6) and the durmton of each vii was 36 hours. A
olbw-up phone contact was perfomed 14 @G2)days after the kst hvestbatobnal medihall
product M P) adm nstraton Vii6) to monior patents’ safety. Patents com pkthg the 6 treatm ent
perbds were consiered com pkters, even i the absence ofcom pkthg the folow -up contact.

Bbod sampks for PK detem mhations were drawn at each treatm ent perbd n the sub-set of
patients partcpating i the PK assessm ents.

Num berofpatients fplanned and analysed):

Phnned: Approxinately 92 patients were phnned t be screened to achive the goal of
60 random ked patients and 48 com pkters (8 patients on each ofthe 6 ttreatm ent sequences).
Screened: 87 patents

Random ised: 70 patients 0 patents particpated 1 the PK sub study)

Com pkted study: 63 patients

Evaliated forsafety: 70 patents

Evaliated Porefficacy (htentbn-to-Treat [TT] analysis): 70 patients

Evaluated forefficacy PerProtcol PP]analysis): 69 patents

Diagnosis and m al criteria forinclision:

. Adultm ak and non-pregnant, non-hctathg fem ak patents aged 2 40 years w th sebk m oderate
o severe COPD (@s defined by the G bbalhiktive for Chroni O bstructive Lung D sease [FOLD]
guilees).

. Postsabutam ol red expiatory volime i 1 second FEV;) 2 30% and < 80% of predited
nom alvalie and postsabutam olFEV, forced vialcapaciy FVC) atscreenihg < 70% .

. Pre-dose FEV; valie of first treatm ent perbd w ithih the range of80-120% ofthe FEV; m easurad
at screenng pror © sabutam ol hhabkton [fe. wihnh the nterval: 0.8 x pre-sabutam ol FEV,
(screenng) - 1 2 xpre-sabutam olFEV, (screenig)].

o Cunrentorex-cgarette sm okers of2 10 pack-years.

. Patients w ih no hstory orcunentdiagnoss ofasthm a.
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abnom alices.

. No sgns ofa COPD exacerbaton withih 6 weeks prorto the Screenihg Vist.
. No evilence of chhitaly sgnifcant respiatory andbr cardibvascubr condibns or hbomtory

. No otherrekvantpul onary diease orhitory ofthoraci surgery.

Name:LAS100977 .
Adm h¥taton wute:0 mlhhabkton by G enuaxr nhakr
Dosage fom :Dry powder

Batch num ber:K20-175-L32 ExpIy date:July 2012
Name:LAS100977 R

Adm hitatbn oute:0 mlhhahton by Genualr nhhalkr
Dosage fom :Dry powder

Batch num ber: K20-167-L33 Expiy date:July 2012
Name:LAS100977 .

Adm h¥taton wute:0 mlhhabton by G enuar nhakr
Dosage fom :Dry powder

Batch num ber: K20-179-140 ExpIy date:July 2012
Name:LAS100977 R

Adm hitatbn oute:0 mlhhahton by Genuar hhalkr

Dosage fom :Dry powder

Batch num ber:K20-1821.41 ExpIy date:July 2012

Testproduct,dose and m ode ofadm nistzation, batch num ber, expiry date:

Dose and regin en:1 puffof0.625 ug LAS100977 atapproxin atel 09:00 & 1h).

Dose and regin en: 1 puffof2 5 ug LAS100977 atapproxin atel 09:00 & 1h).

Dose and regin en:1 puffof5 ug LAS100977 atapproxin atel 09:00 @& 1h).

Dose and regim en: 1 puffof10 ug LAS100977 atapproxin ately 09:00 & 1h).

Duration of treatm ent:

periods).

The phnned treatm ent duration for this study was 6 days (one per treatm ent period x 6 reatm ent

Nam e: hdacaterol

Dosage form :Drypowderi a hard gebtihe capsuk

Batch num ber: S0031-1.44 Expiy date: Septem ber2012
Name:Phcebo t LAS100977 .

Adm hitatbn oute:0 mlhhahton by G enuar hhalkr

Dosage fom :Dry powder

Batch num ber:K20-126-L31 ExpIy date:July 2012

Adm h¥taton wute:0 mlihhakton by O nbrez Breezhakr nhakr

Dose and regin en: 1 puffofphcebo atapproxm ately 09:00 & 1h).

Reference therapy, dose and m ode ofadm mistration, batch num ber, expiry date:

Dose and regin en: 1 puff 050 ng hdacaterw]) atapproxin ately 0900 & 1h).
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Nam e:Phcebo to hdacaterol .

Adm h¥taton wute:0 mlhhakton by O nbrez Brrezhakr nhhakr
Dosage form :Drypowderi a hard gebthe capsuk

Dose and regin en: 1 puffofphcebo atapproxmm ately 09:00 & 1h).
Batch num ber: 108F0227-1.42 ExpIy date:Septem ber2012

Criteria forevaluation:

E fficacy:
Prin ary Efficacy Variabke:
e Change fiom baselne to trough FEV,; on Day 2.

Secondary E fficacy VarbbEs:

e Change fiom baselne to trough FVC atDay 2.

e Change fiom baselne in nom alised FEV,; and FVC area under the curwe over the 12-h perbd
mmmedibttlyafferMP adm histration AUC,4,) atDay 1.

e Change from baselne in nom alised FEV,; and FVC area under the curwe over the 24-h perbd
mmedibtelyaffler M P adm histtation AUC,,,) atDay 1.

e Change from baselne m nom alised FEV,; and FVC ara under the cuwe over the 12-h
nghttin e perbd AUC,,,4) atDay 1.

e Change fiom baselne nh FEV; and FVC ateach schedulkd tin e pointatDay 1 andDay 2.

e Absolite FEV; and FVC valies ateach schedukd tin e pointatDay 1l and Day 2.

e Change from baselhe nh hspiatory capaciy () ateach schedukd tim e ponitatDay 1 andDay 2.

e Absolite T valies ateach schedukd tin e ponhtatDay 1l and Day 2.

e Change fiom baselne to the peak FEV; and FVC atDay 1.

e Tine topeak FEV, and FVC atDay 1.

Safety and Tolerability:

Safety and toEkmbilty assessm ents hclided elring of adverse events AEs) and serbus AEs (SAE),
the m oniorhng ofhaem atobgy, bbod bibchem ktry and urnalss valies, the m oniorhg ofglicose and
potassiim valies, bbod pressure m easurem ent, recording of 12-kad ekctrocardbgram s ECG s), and
physialexam natbns. Pregnancy tests were perfom ed i fem aks of chibbearing potental

Pham acokinetic param eters:

T a sub-set of 20 patents partcipating 1 the study, the olbwihg PK param eters of the 4 doses of]
LAS100977 were detem hed hh phsm a foreach M P :

e AUC oy = arca under the plhsm a concentration versus tin e curve fiom zerw to the hstquantfeblke
tin e poit

AUC = arsa underthe phsm a concentratbn versus tin e curve fiom zer t© hfiniy

Chnax =M axin um phsma concentatbn

fax = tn e o rrach m axin um phsm a concentraton

A, = sm alest (em hal) elin haton mate constant

t, = tem haleln haton halflfe

A; = Bhrgest (fastest) elin hatbn mte constant

t, A, = elin hatbn hal-life assochted w ih the hrgestdiposibn mte constant

CL/f= talbody ckarance from phsm a

o V, /f= apparentvolm e ofdstrbuton durhg the term nalphase
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e MRT =mean resilence tn e
Tthe term haldsposion phase was wellobserved, A, t,,V,/£fand AUC were estin ated.

PK param eters of LAS100977 were analysed by approprate descrptive statistics and gmmphs foreach
dose group. PK evaliatbn and statistitalanalyses were caned outby the AIn ImI1Dmg M etabolsm
and Pham acokhetics Deparm ent folow hg the specifc PK protocoland rwsuls were presented 1 a
sepamte report.

Statisticalm ethods:

The analysis of all the efficacy varbabks were perfom ed usihg the II'T populkhton ({e., patents
who ok atkastl dose of M P and had at kasta baselne and 1 postdose valie ofFEV, fiom at
kastl treatm entperbd). T addidon, the prim ary efficacy varbbke was also analysed usig the
PP popuktion t assess the robustess of the findihgs from the I'T popuktion. Alldem ogmphic
and baselne chamcterstics, safety outcom es and othervarabks were analysed ushg the Safety
popultion.

ATl statistical com parisons were 2-sided hypothesis tests and the sPnificance kvelwas set at
0.05. Due to the expbratory nature ofthis study there was no m uldplicity adjustm ent.

The prin ary and secondary efficacy variBbls, except for time to peak FEV,; and FVC, were
analysed by means of an analysis of covarance ANCOVA) m odel or cross-over designs w ih
sequence, treatm ent and period as fixed effect factors, patient wihinh sequence as a random
effect, and the conespondig baselne valie ofeach period as a covariate.

Allbetween-group com parisons were tested ushg the approprate conttast ih the ANCOVA m odel
Between-groups kast squares (LS) means and 95% confidence ntewal CI) were gwven for all
paiw ise com parsons.

Tin e to peak FEV; was analysed descrbtively.

Safety outrom es @AEs, SAEs, hbormtory param eters, bbod pressure and 12-kad ECGs) were
sum m arised Porthe Safety popultion by descrptive statistics across treatm entgroups.

D ose-proportbnalty analsi of the 4 dose Evek of LAS100977 was perfom ed on the PP popubkton.
The analsis ofdose proportbnalty ©rAUC yand Cp . paam eters atDay 1 was perform ed by m eans
ofa fixed effectm odelwhih was carnred outih an expbratory m anner.

SUMMARY - CONCLUSDNS

Efficacy Results:
Prin ary effracy varabk : Change fiom baselne to trough FEV,; atDay 2

Before M P adm hitratbn 1 each treatm entperbd, m ean baselne FEV,; valies were sin fhracross all
treatm ents. Folbw g sihigk dose M P adm nEtaton, the LS m ean change fiom baselhe to trough
FEV,; at Day 2 showed a dose response of 0066 L, 0168 1L, 0.198L and 0223 L for LAS100977
0625 ug,2 5 ug,5ug and 10 ug, respectively, -0 .035 L orphcebo and 0.076 L for nhdacaterol1150 ug.

ATl doses of LAS100977 showed a sttsticaly spnificantly greater in provem ent from baselhe n
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LS mean twugh FEV,; ( <0.0001) compard t phcebo at Day2. LAS100977 10ug showed
sttstcally sgnificantly greater In provem ent hh m ean tough FEV, compared to LAS100977 2.5 ug
(east squares mean diference [LSMD] of 0056 L; p 0.0064) and 0625ug @LSMD of 0157 L;
p <0.0001). LAS100977 5ug and LAS100977 25 ug ako showed sttsticaly sgnificantly greater
In provem ent i m ean trough FEV,; com pared to LAS100977 0625 1ug LSMD of0132L and 0101 L,
espectively; p <0.0001 forboth).

W th the excepton of LAS100977 0625 ug, all other LAS100977 doses Q5 ug, 5ug and 10 ug)
showed sttstrally spnifitant greater in provem ent h m ean trough FEV; com pared to hdacaterol
150 ug GSMD of 0.092L, 0122 L and 0.148 L, rspectiely; p <0.0001 for all three dose Evek).
hdacaterl 150 ug ako showed statstialy spniftant grater In provem ent 1 mean trough FEV,
com pared to pbhcebo @SMD of0111 L;p <0.0001).

Treatn enc @)
o .
95% CIforthe Difference
Lower Upper
Prrary-Treatrentc PSR
TASIANGTT7 10 33t Db ook, O02EQ (0 Q200 0210 0209 00001
ASE 71019 E (o = 56001
“‘7\_\811’\(\0’7’7 L pg P‘I—\ﬂ =y 0222 ({‘\ o020\ 0 10/1 0272 fal r\nr\l
T7\Slf\(‘|0’7’7’)l:pg L'nm rm T :\n.n:n\ i =4 inmaTara: -
L‘7\_\Slf\(‘|0’7’7 0620 ug _P%& 0 lh’) (!‘\ o020\ 0062 hl/ll O r\nr\l
—ErdditonatTreatn-entr ofpardsens
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I S

S WAy M /1UUI 77 =)

Secondary efficacy VvarBbEks: Endpdiits Dased Ol FEV 4

AIM RALL B



FhalReportM /00977 /250000000000000000000000O0O0O0OOODOD00000000000000000000000o000000

Nam e of Sponsor /Com pany: hdividualStudy Table (For National Authority Use
goooooooooo Referring to Part only)

ofthe Dossier
Nam e of Fnished Product:
N A. Volum e:

Nam e of Active lhgredients: Page:
LAS100977 @ABA)named Abedirmwl

|| vs.hdacaterol | 0.019 (03350) | 0.089 0.0001) [ 0091 «0.0001) | 0119 0.0001) H

Study M /10097725

AUC 1.=area underthe curwe overthe 12-h perbd inm edatel afferm omihg M P adm nhistaton; AUC ;.=area underthe
curve overthe 12-h nghttin e perbd mm edbtel afferm omihg M P adm nstation; AUC jx.=area underthe curwe overthe
24-h perbd mm editely afferm omig M P adm hEtaton; FEV;=Fored Expiatory Volim e 1 1 second; M P=hvestgatonal
m edithalpmoduct; TT=htenton-to-Treat; LS m ean=kastsquares m ean;N= II'T popultbn sze of teatm entgmup.
Analses wer perfom ed on the II'T popukbton. Forphcebo,N=68; orndacaterol, N=68.

LS m ean differences and p-valies obtaned fiom an analsk of covarance m odelforcrwoss-overdespns w th change fiom
baselne 1 FEV, varabkE as rsponse, sequence, treatm entgrup and perbd as fixed effect factors, patientw thi sequence
as a random effectand the conespondig baselne valie ateach perbd as a covarate.

Sourwe:Appendk 16 5,Tabks14443,14453,14463,and 14416 3.

Change from Baselhe h Nom alsed FEV, AUC4,,AUC 155, and AUC,,, atDay 1:

A statstraly spnificantly greater in provem ent h LS m ean nom alised FEV,; AUC4,, AUC,,, and
AUC 44 com pared t© phcecebo LSMD ranghg from 0131 Lt 0290 L;p <0.0001) was seen atDay 1 for
all doses of LAS100977. W ih the excepton of 0.625 ug, all doses of LAS100977 ako showed a
sttstcally spnifcantly greater mn provem ent i LS mean nom alsed FEV, AUCqi,, AUCi,,5, and
AUC 44 com pared t© hdacaterol1l50 pg CLSMD mngihg from 0.095 Lt 0157 L;allwih p <0.0001).

Change fiom Basele to Peak FEV; atDay 1:

Al doses of LAS100977 showed a sttstially sgnifcantly greater LS m ean change from basele t©
peak FEV,; @LSMD mnghg fiom 0185L t© 0285L; p<0.0001) compard t© phcebo at Dayl.
LAS100977 10 ug showed statistraly sgnifrantly greaterm ean peak FEV,; com pared t© LAS100977
0625ug @©SMD of 0100L; p<0.0001). LAS100977 25ug and 5ug ako showed statstcaly
synifrantly greaterm ean peak FEV; com pared to LAS100977 0625 ug @SMD 0of0.070 Land 0.072 L,
espectively; p= 0.0004 and p= 0.0002, respectivel). LAS100977 25ug, 5ug and 10 ug showed
statstcaly sphnifcant greater m ean peak FEV; compared to hdacaterwl 150 ug @SMD of 0.089 L,
0091 L and 0119 L, respectvely; p <0.0001 for all three dose kvek). hdacaterl 150 ng showed
sttstically sgnifirantly greaterm ean peak FEV, com pared to phcebo LSMD of0.166 L;p <0.0001).

Absolite FEV,; valies and Change fiom Baselne i FEV, atSpecifc Tin e Ponts atDay 1 and Day 2:
The greatest LS m ean change fiom baselhe 1 FEV; occuned between 4 to 6 hours postdose across
alldoses of LAS100977, but occurned slghtly earler for phcecebo and hdacaterl1150 ug 1 t© 3 hours
postdose. Alldoses ofLAS100977 showed a satistcaly sgnificantly greater in provem ent hh LS m ean
FEV; com pared to phcebo atalltn e ponitson Days 1 and 2 ( <0.0001 to p=0.0114).

Absolute hspiatory Capaciy () valies and Change fiom Baselhe i T ateach schedukd tin e pont
atDay 1l and Day 2:Alldoses of LAS100977 showed a statstcaly sgnificantly greater In provem ent h
mean L valies com pared to phcebo atDay 1, 4 hours postdose @Ip-valies <0.0001) and atDay 2,
24 hours postdose fp-valies <0.0001 t 0.0004).

Secondary efficacy varBbEs: Endpoits based on FVC

Analys® of FVC param eters showed sin ibr resuls to FEV, pamameters, wih LAS100977 show g
statstcaly sgnifantly greater inprovem ent h trough FVC comparsd to phcebo p <0.0001 t©
p=0.0002), satistrally spnifcantly greater in provem ent ih LS m ean nom alised FVC AUCg4,,AUC 1544
and AUC ., 0 <0.0001) com pared o phcebo, statistically sgnificantly greater in provem enth LS m ean
peak FVC ( <0.0001 t© p=0.0110) com pared t© phcebo atDay 1. The gratestLS m ean change from
baselne 11 FVC occuned between 4 t© 6 hours postdose ©rLAS100977 0625 pg and 2 5 pug, slghtly
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bterforthe hgherdoses at14 hours postdose.

Safety and Tolerability Resuls:
Adverse events:

Overal, 32 @5.7% ) ofthe 70 patents who particpated i the study reported 57 TEAEs. The m apriy of
these TEAEs wer consiered by the hnvestbator to be of ether mid (@7 events) or m odemte
(17 events) mntensity, whik 3 werr considerd t be severr. The pewentage of patents who
experenced at kast one TEAE was 104% ,76% , 91% and 134% flbwihg LAS100977 0625 ug,
25ug, 5ug and 10 ug, respectivel, compard to 132% flbwhg phecebo and 14.7% HOlbwing
hdacaterl150 ng. The perwentage of patents wih at kastone M P-rehted TEAE was <5% foreach
LAS100977 dose Evel and was sinjbr to the pementages obserwed wih phcebo (2.9% ) and
hdacateroll150 ug @ 9% ).

W ih hcrasihg doses of LAS100977 therr werr no rkvant differences n the overall num ber of
patents wih at kastone M P-1ehted TEAE ,wih 1 5% ofpatents experencihg at kastone M P-rrhted
TEAE folbwihg LAS100977 0625 ug and 3.0% ofpatents olowihg LAS100977 25 ug, LAS100977
51ug and LAS100977 10 ug. The m ost frequently reported TEAES were nasopharyngis (15 events n
14 patients; 20.0% ) and headache 8 events 1 7 patents; 10% ), and the m ost fiequently reported M P -
rhted TEAE was headache @2 events 1 2 patients;2.9% ).

No deaths occurred durihg the study. Two patents experenced treatm entem ergent SAEs whith were
consiered notrehted to M P: 1 patent olow g LAS100977 5 ug (COPD exacerbaton) and 1 patent
olow g LAS100977 10 ng dizzhess). The COPD exacerbaton kd to disconthuaton fiom the study.
Three patents were disconthued fiom the study due t TEAES: 1 patentfolbw g LAS100977 0625 ug
thasopharyngiis), 1 patent olbwihg LAS100977 5ug (COPD exaceraton) and 1 patent folbw hg
hdacaterl1150 ng dyspnoea).

Safety Bbomtory resuls:

No cihirally rekvantchanges 1 haem atobgy, bibbchem stry and urhalysis pamm eters were observed at
the end ofthe study and no safety Bbomtory results constiuted a TEAE . No clhialy rEvantchanges
versus pre-dose and versus phcebo were observed I serum potassiim and bbod glicose over tin e
oIow g any dose of LAS100977.

Vialsiins bbod pressure):

No clnitally rrEvant changes versus pre-dose and versus phcebo wer obserwed h systolc and
dastolc bbod pressure overtin e olow g any dose of LAS100977 or ndacaterol Akono LAS100977
dose-rhted ortrratm entrehted trends wer evient.

12-Fad ECGs:

No clhially rekvant changes fiom pre-dose and fiom phcebo wer Hentfied for LAS100977 doses
and hdacaterolin ECG pamam eters, hclidihg heartmate, overtin e, and no LAS100977 dose-rehted or]
treatm entrehted tends were evident. No QTcF changes fiom baselhe >60msec and no QTcF
>500 m sec were observed 1 any treatm entgmup. The num berofpatients wih Q TcF >480 m sec and
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ofmak subpcts wih Q TcF >450 m sec was very bw, wih no differences or ttends observed between
treatm ent gmwups, hclidhg phcebo and hdacattwl As this was not a thowugh QT study,
htepreraton ofQ TcB and Q TcF data should be m ade w ih cauton.

Pham acokinetic Results:

Maxinum phsma concentatbns of LAS100977 wer rached between 05 to 1.5 hours folbwihg
dosnhg wih sin fbr valies for t,,, acrss all doses. After rrachhg Ch.x, phsma LAS100977
concentratons declhed 1 a biexponentilm annerdescrbihg two welldefined diposibn phases, the
fastest phase wih m ean assochted halflife valies (A;) of about 3 hours and the sbwest (erm hal
phase wih mean assochted halflfe valies () between 15 © 27 5 hours. Ther wer no mkvant
trends 1 the estin ated t, A, ort, valies, w th the excepton oft, atthe bw 0.625 ug dose, whith was
bnger 11 com parson t© the hgher 2.5, 5 or 10 ug doses. However, it should be noted that Iin ied
concentraton data were avaibbk forthe bw dose atthe htestknetic tin e points and thatt, coull be
only estin ated 1 five patients. T shoul ako be noted that hh allcases the t;, and tA; valies reported
were cakubted overa perbd of tin e of kss than two half-lves. St ibrly to tA; and t,, there was no
apparenttrend 1 the valies obtahed orCL/fand V,facrss alladm hstered doses, overallsuggestihg
a Inear PK behavbur of LAS100977 wihih the range of LAS100977 doses studed. Analsk of the
Cnax and AUC gy valies of LAS100977 showed that these param eters hcreased proportonally wih
adm histered dose w ihh the range 0of0.625 to 10 ng LAS100977.

CONCLUSDNS:
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