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to Reû¡ce Arhythic burd€o itr ICD/CRT pstistr6 (ERASeTrist) - e phrro III

Abbrevlatlons and Detrnltlons
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c\t C¡dlovasa¡lar

DCtl,l

Dt(A DlabeÙc Xob¡ddo¡l¡

EC6 Elsrl¡otadlog¡am

eCñF Eletlronlc C¡¡a Rônon Fonn

cGFR tute

EMA Euðpeon MedldneAsency

EudnCT Eurcps¡n Unþ¡r CllnlælTdab

FDA Food and Drug Admlnl¡traüon

FPFV ñftt Prüsnt Flrstv¡¡lt

GCP FTãßüs3
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lfr¡s lnstlüfüg¡rvc[hne

r(5 Koodlnlcrun¡rentrum ft r ldlnlrchr Sùdho
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MCI Myocadlsl lnhrttlon
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RR
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¡W su¡tãlnd wnlrlsul8f tadryEtdh

TIOM ms 2 Dlobctes MaÍ¡rur

TMF TrlslMaster Flle
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Ertuglifløin o Reô¡cs Aühythnic burdñ in ICD/CRT psdeotS (ERASaTrial) - a phæe t
sü¡dy

1 lntrodu¿don and radonale

Sodlum.dependentglucoee cotransportor2 (SGLllI l¡ malnlycpresed ln human kldnrys

and ¡mall lntestinel cells. ln the prc¡dmsltubule of the nephron SGtlì¿ ¡s responslble for the

rerbsorptlon of approxlmæely 9016 of the lTlbeted glucose. lnhlbltlon of SG[Tll was shown

to lncreate renal glucoce eraeüon snd to lower gluære. Subsequenüy, a nu¡rber of SGLT-2

inhibltors were developed and are armnüy approved for the hatm€nt of tyæ 2 dhbaes.

Cll outcome ùlaþ requfred by the Eumpean Medlclne¡ A¡ency {EMA! and Federal Drug

Admlnlstration (FoAf harc prwen addlüon¡l beneflclal efhcts on ærdlovascular outcome ln

various compounds of th¡t class. Empagllflorln could Even shor rlgntffcant poslüùe effects

on mortaltty(1). Mon corubtent and most pronounced un¡ the effect of reduclng heart

fallure hospl¡albdon. Mosrecantly, dota of dapanllfiorln uns publlshed IDAPA-HFIIZI

ertendlng these beneffdal cffests to nondlabeüc heart fallure padenB, slgnlflcantly

rcduclng the prlmary endpolnt of Cll death end worsenlng heart failure as well as CV-

rnortallty alone and even allcouße mortsll$. Ae doss-¡esponsc modelllng lndlcates that

ertugllllorln 5 mg rnd lli mg result ln near maxlmal urlnary glucose exoeüon (UGE) ln

paüents wlthtype 2 dlabates mellttu¡, provldlng8796 and 969iof ma¡dmal lnhlbhlon,

re¡pectfuely (product lnúomrüon Steglatrol, the lower dose can be expeced to be

comparably effrclent and wllltherefore be used ln thls study. Thls ls also mnfirmed by the

data of a rccent pooled analysls of prevlous phose lll trlals wlth erürglmorln showlng a

rcducüon ln HbAlc of only 0.1tú (31. Ventrlcular anhythmhs are s typlcalfeature of

advanced heart fallure wtth reduced eJectlon fracdon {HFTEF) or heert fallure wlth mld-

r¿nge elecüon fractlon {HFmrEFl, snd acæunt for a latre pmportlon of cardlac death ln thls

populadon. lmplantatlon of an ICD l¡ a slass lA recommendadon ln the ESC heart fallure

guldelhres both ln secondary prevenüon and prlmary prevendon llBfor DCxvl pðdentsll4l.

AddlüonalCRTfi¡nalon ls a dass lA recommendatlon ln allof these peüent¡ wlth Qß9

duntlon >150m¡ ln slnus rtrVthrn(4l. Slncs arrhythmle¡ ocanr lndependent of tñe type of

cardlomyopathv (lsdremlc, dllaüvg ldlopathlclthe unlfylng phenqtype of altered

conbactltlty and elewted dle¡toltc pressure and potenüallY lncreased systenr¡c

lnflammatlon ltself must be regprded as the tlgger of the¡e anhythmhsl5l. Thereforc,

lÂPr¡ürhì lJ¡ frûõ[&rlrlcn.duclArrlûtlÍÈhrùrblED/qtPÚ.rìÉGnÑôlddl-¡¡ltælll3¡d1.6¡ A Vb¡br
lg/otl¿oll Pr¡rod¡6



Errugtinøin to Redt¡ce ¡lnùythnlc bt¡¡dsr in ICD/CRT pali€als Gn ASe-Trial) - s Phsso III
Sü¡dy

cvery lmproyement of heart fallure should re¡ult ln a reductlon of wntrlcular arÌùYtñmlas'

Thls hæ been ¡hown extenslyely br beta-bloctent6l, aldo¡tercnÈanÞgoni¡B{7;8}, and

ARNtslg; 1Ol. t¡ne outcoms str¡dles wlth ACE lnhlblton dld only glve llmtted lnslght ln the

hrpe of aúvümlcevent¡, tlulr causes, and the ffi of the üeatments(ll; lill, whlle

sn¡dbs analysl4 the rap of vemrlcr¡tar anhythmlas dld ¡how a slSnlficant redudlon ln

thesa ewnts(lill. PreYlous date strowed thãt SGtr¿ lnhlbltor d¡pagliflo¡ln IDAPA+|FI

lmproræd prlrrary outcome tn a HFrEF populatlon comparable to sacr¡bibllÁnlsartan ln the

PARADIGM ùlal(91 (both Ùlals stlth a NNt of ã4. Thereforc, a conrparable lmpact on heert

fallure morbldþ and ventflcular anhythmlas ån be asumed br both dnt6s' Moreorer'

Martensetal.reportedonahlghlyslsntflcantreductlonofvenHn¡lerarrlrythmlasafter

lnltiatlon of sacubltrluvabartan ln ¡ retrosPectlve anaþsls of 151 paüents wttñ tn

observ¿tlon perlod of 6 months. The number of WVF €pltode¡ dedlned by mora than hñ'o

thlds (101.

Mortallty ln potlents on ¡CD theråpy ls hlgh desp¡te opdm¡l medlcal treatment' The study by

Marteru ls a retrospectfve anaþls of dsta of patients that were followed throughouttte

observadon perlod of3õ4 daYs.

Therefore, savtrely lll patlents and at lea¡t those who dled nfthln these 1il months wera not

analysed. Obvlousþ these patlents tend to have the hfhest burden of ventrlcular

anhythmlas. Therefore, event rate ln the M¡rtens study ls undereÛt¡mated'

It¡lore rell¡ble data on event rale¡ dedve fÏprn prospectve nndonrl¡ed Ulals suúr as the

RAFT study. They æport a rate of ws of -2 per yeer (11278 appmpdde lcD detectlons ln

5933.6 po$ent-years of Íollow-up) ln a cohort of padents wlth Seærely Educed left

ventrlcular elecdon frac{lon (<¡¡09ú1. Wthln another lncrea¡ed'rlsk populadon trcaed ln the

SHIE]O tflal 5896 dthe gl¡cebo'goup e¡¡p€rlenced "¡ll'c¡use shocl6 plus symptomatlc

tachy¡nhythm¡ås termlnåted by ATP¡. The overall number of eptsodes wæ 1595 ln 214

padents (arærage of -7.5/padent and yearl'

såprrnSn L¡: ¡rùCFbrtoR.düflAnùrrhúÊuíb lr|rqrcrp.ütfÉGn¡$'Tlldl-'9hæll¡sü¡Úf' o¡tr

L9tæfã!4 n!¡7of 1t
d ldo.t



Erûrglillozin to Rsû¡c6 Ar¡byrhmic h¡rdsn in ICD/CRT pstimtS (ERASe-Tria$ - a pbase [It
Strdy

2 Südy ObfsctlYeû end Endpolnts

2.1 Prlnaryendc€€onderyobþcüYes

Tho primary objective ofûis etudy is to iwwligab lbe lnpact of Ertug¡ifiozin on iacident

suebined vcn¡igtltar tscbyc¡rdia or venticul¡r fibrill¡tion (sW\lF) ill psticûts wiü

ICD*CRT üempy. Sæondary objoctives inrcstigsts ltto iryact of Ertugli0ozin on thc

uumber of üruapeutic interveat¡on¡ of knpl¡¡æd dwiacq stiol fibtillstion, ud hert fh¡hr€

biomgúcrs,

2.2 Prlmary,socondory¡nd ¡afrtyendpolns

2J.l Prlneryerdpolnl

Ths primary eúdpoint is úemmb€rof i¡rsideot $¡sf¡ined (>30 sec@ds) ventier¡l¡¡

ucþcardia or veoficr¡lar ûhittdion (sVT/\tr) Êrom ra¡rdo'uiz¡tim to wæl¡ 52

L7-2 SsrordsryendpolnB

Secondary cndpoinb u'e as follors:

- The number ofincident nou.s¡¡t¡hsd wrriculartcåycudia (n¡W) ûom ¡¡ndomiz¡$on

toweo¡( 52

- Tbe uunb€r of ¡pprop¡iaCI lÇÞt€glncút opírodes ûom r¡ndomization to week 52

- Ttc nt¡mber of bocpiUlization dr¡e to hea¡t f¡ilrne ñom roAoniz¡fioa ¡o wæk 52

- The rotBl numberofbo¡pit¡liz¡tioo daya fmm rurdoú¡zst¡on to a,æk 52

- Tte cåange inNTproBNP û0m nndoüizatim to wæk 52.

'The chango i¡ tfbAlc þrßls ûon nndo¡¡ization ¡o wcek 52.

- Co¡diovsscu¡ar mortality fmn n¡domiz¡don o week 52.

?";2,l S¡þtyendPolnr¡

- All.car¡se mortalif

-N¡¡nbe¡ of ¡eríous advsr¡e evenb

- Nr¡nber sf hypog¡ycssmio oùEnb

- Numbcr of gooit¡l infectio¡s

- Nr¡mber of kcto¡cidotio wfib
- Cbanges in liver fü¡gtion pnrametert (AST' ALT, GGT)
3¡pr¡rr¡.rl L*crü$flohtoirdrr¡rMryrlurdcbudt||ürlcD/tßl'|ltüüsFF¡A¡!.fddl-lpùall$dl.D¡tr
rgruf¡O¡l Ptt!8d rg

d v.íl!o



Brürgl¡fl@in o Rsduce A¡rbÊhío hrdeû in ICD/CRT prtioots (gRASo'Tthl) - a pha.no llf
Shdy

- Chengee in reo¡l ftnction poranclerc (cr¡dinine, eGFR)

3 Study Methods - .,.

3,1 6enênl $þdï Dg¡lgn ¡nd Plon

Th¡s is a two su¡ rmdoaized Conmlled rnulti+r¡m, ps¡¡üst-gup. .bubl€'blínd€d fisl'

Tte oon¡ol go$ ls a p¡coüo and üre acated groç iB Ert¡gliflozin 'lbe ain of the hi¡l i¡ to

¡bow sup€riority ofErtrglifløin oærPlacebo in HFrEF a¡rd HFn¡ßF peiienf wftb

ICtlrCR'I thea¡y.

3.2 lnch¡slo¡rE¡rcluslon Otterla ond Genenl Strdy Populatlon

3¿t lnd¡doncrllsrb

l) HfrEf or HFnTEF o¡d ICIITCRT tl¡erapy > 3 months

2) At l€0st l0 documcoted noæ$¡stsin8d ws wiùin ths lEd 12 mothr pluo

- nt.proBNP> 500pglmL or

-LV-EF<35%or

- botpita[zaion for hest faihæ within lhe last 12 molh¡ or

- >lül¡sVT6 wilhin th lÉt 12 moalhs

3) hformod co¡sent hst !o bo giveo i¡ writt¡n fom.

Ð€GIIR> 30 mVmin/1.73m2

5) Blood prcsnrru boforo firs dn¡g dosing: RRryunlic >100mllHg

Q Blood pæesnrebefo¡o ñrrtdtr¡g doein$ Rnd¡astolic >dlunHg

Ð l8 - t0 yeslÊ ofsgp

t¿¿ E¡cluCon crhtls

t) Aûy otù6 form of diabcroc r¡elllh¡s ü¡¡ t!?e 2 diúeæs mcll¡üs, history of diabetic

ketosEidogig

2) Ongoi$ væùiculr ¡nt¡íümi¡

3) Ihowu allerry !o SGLT-2 inhibiton

a) Hsnodyn¡¡¡io irstability ar dcfined by i¡brv¡oor¡s adninisrnt¡o'n of c¡techol¡mine'

s¡lcirtm-s€ositizcñ or phoephodicstøase inlibiors
sîpËÈñ ¡¡: t üündn .o n¿Å ¡,fi fra. hn¡,t ¡, lcg/Émr.¡ít5 (3n stfí¡û-rrùst m5df' 0¡E ol

t /@,tE,l - P¡lt9olr¡
\¡.rún



Ftr¡t|noøa b'n¡ùso.túytü¡¡fo ttrdä¡ h l@rcHf prürrils FnASÞTlf al) - ¡ ph¡¡c III
$ury

5) >1 çsirods of aaur fu¡poghrc@ir sith¡n fu f¡ú ó møù¡ rpld¡rlnqtud wt .Ê ¡Dslfil

oruúhrylm
ú) ptmd úri¡h ¡bldæ fin vuüfculr lú¡thmiÊ
7) plrm¡dcryh¡dgion ofltD, upl¡u¡ôrptalo sndohlûun CItI;Þ d*ic¡.

l¡3 nm¡CamHon

Atu m¡æfug ¡It qtÍgüþ¡@ frrturdst wilt ü¡rú¡dddinlc os oflhc twt 8nã

dfûË@rlrneËmlry r¡ql[FlnsüdÊftlfdellffimrfic*üldållímu¿
I¡ommwdtn¡ rrcdml m¡¡tr¡S orrgns' ¡ry/erns"ffie'üb *hilch witt bs

tr$FtlEd"/i&:¡mdFrûIdþtr¡ù¡ihlanrovtd¡iltr ofudrymtutsüü¡üdüt ThË

r¡¡dod¡gon *ilt:bs¡re[firû]y ¡lb W æ ã d¡abffi ¡¡d ty !trR< 60 w ä 60"

gnlv tg'aüxt¡mbæ*tlttar¡aa¡tr i¡th¡ c¡¡s ¡rnortfu (cffl' Tt¡cfurËd8$ûr ìflilt

mdoüin r¡nt¡ø¡l'güF.=t{ii¡rqffi6El[,ot¡ ti6 (q¡hitrtruútûE wle tu concrpmdïng

snbtc*lr@ls ø¡tilófÉllrù e h fib0üfrÈd.

t¡ S$dyâüürrn.nt3

Dü b sûllocbd'cæltd¡sgto'tlc fttlowhq ¡obcúrla:

cflüúrt It

¡(

t(

¡(

¡t

x

t(

tâtffir¡¡¡-tûffinrorr¡rrüüffiËhn¡r[rttÌtf_Ë|n*rffi¡þr|q-rËbns¡ü.0üt I tJl|{ct

iÐ¡Þhøt l*$!mt
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4 SampleShe

Previor¡s drb showod th¡t lff/W cpi,eodor a¡o desr€ase by tro tbird¡ wilhiû 6 mouthe aftsr

initisüot ofssflblúlt/wlsaftrn ln tGDrúIfT pudcuu (10). s\/T/\/F þiædca dcclincd by

625%wùof€tsnsvT¡'æelFpcdby-lWo.Basedoncøprrableefrcg{sonhea¡tÈiltre

norbirlþ wiù either SOLT-2 i¡hibition or ¡¡sub¡liUvslsurttrl Eedlmcnt wo cpec't a

p¡ofor¡¡d ¡cdustion in s\ftlVF iu the üe¡he¡t ¡ro" Sine rhtr of Üe lslgs SGLTz outsome

ui¡ls uåioh did ¡ot foc¡t¡ on aúythmiac and their detectios bül @ly cou¡ted cases of

$ddeú cs¡d¡as dealh bsve a ¡igDd of cmslter sffesls we crlsr¡lde wilb s dcc¡æ¡¡o ln the weot

r*e of 3Øo. Mo¡sovcn, fho rüocpoc{fue malysir by Martmr ot al prrovidee s rttbä lolt e'vcrû

rato in &oir popularioa" Eowwer, as poinÞd out i¡ the htroû¡ction other prcrpeAivo

randou¡zcd ü¡8¡s h¡ys cotrsid€ñbly higtlr evenl tür. Tñe ranple ¡izs c¡lcrrlatioa b b¡sd
3lP!f,ttoñ tl:ttû[[lÈ!l¡ûBú¡llntrl¡bh¡fuiln lcglËfÎtoüttúGnA¡È'frl4-ttàæl[$rtf'or¡ d t'oilltr
tg/u/rEr ?aatlld¡8



Enryliflozin lo Reduce Anùylhic br¡rdsn in ICD/CRT pr¡ÍÊDfi (ERAS*Tríal) - a phasc Itr
Study

on the m8lhermticat formuta prcvided by Zhu a¡d l¿kki¡ for oomparing weut rates of trro

negairæ binomial distrrtütion¡ (l l). we t¡¡ed the finc'tion powermb.Est of the pactnge

MKmiec i¡ R lbat iñplemefltl lhc r6dls of the prper cÍtcd sbove. According to thnr formulg
the parameten neðded o calcu¡8t€ the oemplc ¡izs r¡ü The erpected yssrly rate of WVF
episoilæ in lhe conbol grcup (r0), The nrininnl qlin¡csl rstev¡nt etreü (RR) dof¡ned heæ ¡s
lhe ntio of oxpocted VrryF epirodos rater (RR = orpectod rato in t!f,tad/ecç€cûed rato in

conüul =r1û0), the avelage frllow-up orüestment duradon (únation), the negrtive binomial

d¡¡p€rÊ¡ori pa¡amctr (k), üre [ae I erru probabi¡¡ty (s) ¡nd tho powcr (l . F). To derest E

3070 rcducûion in VTAtr episodos raÞ in tùe ertrgli0ozin gfoup æ compared to tbe placebo

gFoW (i.c, ruing RR :0.70), wilh a power ol SW/oand m alpba-levol of 0.05%, a sample size

of l9l patients in each g¡oup ¡s needed" ln lhir sanple sizs calcrrlstion, wo ¡ssumed üo
dispcrsioa pannrctcr k ûo bs 1.0, the eoçecæd yeuþ r¡ts of VÎ/VF ep¡sodcs ln ths contol

¡roup (Le. ú) to be 1.3 and En svtra8e foltow-up of I1.4 month¡. To acco¡¡nt for adropout

rate of abortr 5% in ea¡h gmup, we will nccd of¡t02 puíeor in ûobl.

5 Statbücal analyslg

Tbe Negotivo Binoü¡al Regressim model will ba üsed to alelyse rhe primry cndpoinr

(rumberofsVT/vFcpisortss ñon randomization loweok 52). Thcscmodels ue¡u¡tableuåeo

comprring resuritût eìrsntrstes in diffsmnt Foups.Thry ¡ttow ínvestigntion ofths tmtment

eFect üd confonnding vuiablc, and adJuS fsr vüísble fotlow-up timos þ rsing timc at risk

a¡ the offiettt. Tbe,y ale a geooraliz¡tiou of the more comuronly rued Poi¡son regression

oodel¡ (in case of over-dirycrsiou) and ¡¡e ¡lso ruperior to difi€rñt Cox*ogession

notho.t¡12. We çrill nodel ths orßpeated nr¡Dbsr of e\¡I'll/P cpiaodcc a¡ fottor¡vrl 
.

los(r¿U) = loe( ¿rl) * Ps* p¡x¡1

lVboto tij. ts tho erpoerne tine of patient i i¡ ¡fow j 0 = I if conuoh tsz if ucarcd), Fij i¡ rbc

cxpoclcd nrmber of sVT/\lF opirodee ofpaûient i Ín grcupj during the sxnoí¡re perlod tij a¡d

xij is the teaûrent indicator ofpaient i in gror¡pj (xlj = 0 ifj=l (conüol) and I ifj - 2 (Eeated)).

It ca¡ bs shwn from the eqr¡¡tion above ths¡ tbe yerty rae ¡atio bsûs,€eo üeated aad mn¡ols

i¡ a dircct firnction of the paremeter pl a¡d csn bo døÍvcd as

3âPrüúrr Ltúù¡lñüJnþß.drEár¡ùr¡nlsb¡¡d¡nlntco/tf,lpüñÉ{EnÁ¡È?tdl-.Fhæ t!Sü¡úy. grb
r9¡Þ¡/¿n4 
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RR = eFr. Tbè cñicary of ttre dnrg, coúps¡Ed to placaþ will tben bs investigded þ testiag

úe following null and sltcroriw lrypothes€s:

ll¡:P1= Q 6 H,u0t+0

The ñ¡nd¡or glmnb from the IvfASS pa¡kags in R wilt be used for üis sson urd for Etting

tbo negative binomial regrcssim model. The nodsl will also sdjust for ths basoline number of

sVTAlF. S€ns¡l¡yity s¡s¡ysi¡ wilt be caried out by usiug melhods ¡oh¡st ¡ ouüicrg.

The aoalyris of secmdary onsoinb will bo a¡ follows: Ibc nuurbc of i¡cidefi nsVf, lho

numberofapprogiate lClLüatmenf cpisodes. the tot¡l numberofhocpiulizntion ùletoheart

ftilrue w¡ll be urelysod udng a bcta binonial model. Tho change ln ìÙflroBNP and the chanç

in IIbAlc twels from ratrdomlzst¡m to wecL 52 will be uutyred uring a mulliplo linear

regression model Eospiblizadon day¡ ftrom rudomization to week 52 will be compaed

bchrc¡rr rbe þo grûrps using oem and SD. Cardiovasct¡lar mortality will be ¡n¡lys€d by

cmparing popotlions ¡¡ros üte two gfot¡ps.

5.1 Covarl¡tes and subgroup¡

All aoalyres, including the p¡inrry en¡lysis, w¡U be a4iusted fur the vci¡bles u¡od whoo

rtr*i$ing rhe ¡udomiz¡tion if the uamplc cize pcrmits. Analysir mey also be ¡djt¡sted for

ba¡sline level¡ of üe d€p€rrdmr vüiables if svå¡lsble. No subgrotp analyrec aro plrnned"

5,2 Mlcsln¡ DatÐ

Missingdstawittbsimpuredforlheprinr¡'aoatyseiftherrylos¡zs8l|ow8.Mirsing

v¡tuæ witl bo itrrputed ruing Mulüple Impulatioawith CbsitdEquaion (MICE) appmach.

Teo in¡nrted dst¡ sëtc with qíll bo gcocraled. Ttc ¡¡sly¡is will ba porfonned oa each of lhe

l0 inrputed d¡bsets, which will pmduce e¡tim¡tcs oftreatnoût offecn and the str¡düd er¡or

of th¡t est¡losþ. FÍnally, úe sêt of Ësl¡matcs sad sbnd¡rd enon will bo o¡¡¡yrsd by lbe mlce

R packa¡¡e t¡¡ pmdr¡cs overell (pooled) esdnstes, confiilsncs intsYslq rnd pvaluer for tbs

Eeatmeûf efrecl

5.3 lntcrlm Anaþ¡og snd Daür Monlorlng (e¡ appllcablel

No intgrin dnat¡nee arc plsmsd for thir ûrdy

t Þ r! d'| Lt¡ gtdtfrldn b ÈûE Ardtr{urúc òr¡rdsr h rcqfC¡f Dsú!|*¡ tCnA¡dtb0 - c plrú. tU SüdÍ. Dû
tsE taûÃ Pç¡to?tf
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5.,4 *lultlphTcrüry

Ttøç is no nÊod torotrtol for lhc ovcrall t¡ço t onor uuing mrltþtr fadiag powùrro dnco

wa tava ono riqgh prinå¡y clEecy cndpolnt Tte ov€rrll tlrya I unor will al¡o not bs

corùoltcd for whcn mrþingssmdfly ÊnÐolnts,

6 Summ¡rïsf StudyDæ¡

All nrmmry t¡bl* wilt be ¡tu¡Êrrrcd $,tth columne fbr sa¡b çatnmt and ovcrall h thc

ord¡r (ovsralf, pl¡csbo, ertug¡lflodû) ¡rd nlll bo annotnbdwiü ltû tobl po'pdarion ¡izt

rclcvart to thrt nblo, imtuding æy mlæing okvuiqs. All coninr¡m¡ vari¡blas will bG

sunml¡iz€duiryüo foltotutngdac¡tpürrosu$sdca: n (aon mirringru¡rloaiæ), mør,

rh¡drd dav¡atio¡¡" Tla eËqrßûsy and parccntegw (basÊd qn lho ilûü.n ßdng ssmple ¡izp! of

obsanrcd lervclr wlll bo roportod for ril cs@grlcal v¡rtabls. Dcmogrrphio ud onbicc¡

cbs¡sstrri3üæ to be $mndrËd wfll inchils sll ¡elfi¡¡r¡Îbûæline tmisblw,

6.1 Su¡IrCDhpæltlon

À gra$io nhowing an ovaniw of tlo mn¡imcnt Éts ovú¡l eal by rm¡¡ncd goupo witl

bc pmvidcd" Also, r aon dtrgram rviü bc pvidad an ¡houm bolorç;

Fknr Db¡nm

Rr*lontsed (nr )

t¡p r,t¡ç¡ !¡ t¡¡¡fllodn lo Fãt¡¡6 Àtrhlcnk tlfùr h
rt/or/fiu

f¡F*Srlllr¡l-¡pl¡sf,.1¡ü¡dl.Odt t lth¡on

AtþoüdbPhocbo(nr )
r Rcæhnd ¡lloaahd lnlarvenlhn (na ¡

,*Jo",orrútu

Albcctodb Ertglillodn (ntl )
r Ræhtad alloølsd lntrilsntlon þ. )
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Lost b lolhwq¡p {gh.s rürons} (n:¡ )
Oisco¡tlnued lntawenüEo (gtvo reaeone) (nr ) I

¿

I
I

I

+

AnslYee¿ {n= }
r E¡dr¡dsd from anaþls {ghr6 taeaonr) (nr }

At¡¡lyscd (n= !
r Étdt¡thd ltom aneþlr {gtve reaoons} (nc }
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und thc concsponding lowm sampla sizo.
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