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21 C.F.R. § £12.7 Prohibition of promotion and other
practices.

h sponsor, investigator, or any person acting for or on
behalf of a sponseor or investigator shall not:

{a) Promeore or test market an investigational device, until
alli!‘!i!ﬁ!ﬁ!?’ﬁbproved the device for commercial distribBution.

{b) Commercialize an investigational device by charging the
subjects—or investigators for a device a price larger than that
necessary to recover costs of manufacture, research, development,
and handling.

{c) Unduly prolong an investigation. If data developed by the
investigatiomdmiicate in the case of a class III device that
premarket approval cannot be justified or in the case of a class
I1 device that it will not comply with an applicable performance
standard or an amendment to that standard, the sponsor shall
promptly terminate the investigation.

(d} Bepresent that an investigational device ias safe or
effective for the purposes for which it is being investigated.
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. Bzst uncarrectsd {avar and distanz:)

Manifes refracion

Comeal topcarapshy

. Alit lemgp cxaminaciog af e comea, e chamiber 2 Jeos
Moasursraens of intraocalur preasace

Fundascopue xdminatior.

Cweloplegiz miRotic

- Comeal peshyoetry

ik, Mreasarconeae ol pupi] sizo
The investigator will again ceview The available mfactve swpery oplzans, including
[ASIK when it is appropriaw. The invastigucr ar histher staff will cesiew fx: study and
inlarmed conseni with palisats who acs emsed in unfergoing LASIK ezt their
refictive =moris], andd Confin U they are cligibls for LASLE asd paicipation in the
sy, Fhe patert will be instruced tacones e olinie to be scheduled B e Frac G
surpery when helshe roakes the Hngl decizion 1o Sove LASTE o another nefactve
surgical procadie,

C. CONTACT LENS WEARKRS: Corcactlens weaross should disconrines sifl lerzey
for at Jeast | day prior o examinaicn md before sirpery. Cas permenile asd-hssd
eesacblons-wecsaes should discoctaoue wear fur et least 2 wesks before cxamiraton and
sucgary amd fard comtact fers wearers shanld gdiscontinue mie Jor gt fease 3
weeks privr dob cxamination wund the fard (enyves should remain aun unoi ke

inrcstigator has detcrmined relactive siabilicy dated o ferammairy ard manifast
refraciiras.

YIILSTUDY PROCEDURES
Padenis whe alecl 1o participate i 1Lis sludy and ive LaSIN aefameed will conmiee e
swdy a5 oullined balow. Siner mEracive surasry is an alestjve procadurs, and the same
seresning procedures are completed reyrardlzss af he e of surgery the pajienl s:decls, the
ntoroed consent tor LASIK and study paricipation will be signad by the paten: hefore the
sorpival procedun:, A Qow chat of sudy frocedures is providad in Appendix ¢,

A SURTECT IDENTITIC i: Each nadear tssaied in e study will be aniguely
idenlifiel by o scquentiafly assipned casa LT number. Case LD, nuoibers will be

assipned in Lhc orcar gpes an meed 0w sedy aod will appear oo a0 siudy docemens
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be deiermined by the qumber of patients who have onc or botl; cycs reared. For aves hat

are enhanced, e primary proccdurs bat not e enhancement iz

included in die enrollment

counL

B INCLUSION CRITERIA: Pitent menting oll of ihe Fellowing ciitéria will be

sonsidered candidawes fov this sudy:

L.

- Alleast L5 years of ape.
3z

m

Malz a7 fzmiale of any race.

Dezsire 13 be (ess dependent cn plasses and have sargical comectica of hisher
roifTactive arsge(s), :

Having an uncomeoied reftective eroar tiat cap b surgivally treated by LASIE ard
¢cnsisls of myopia betaren -0.5 nd 212 dicpters, with or wilhout arcum panying
astiematism of -7 dioplers or losz

Able 10 undersiand ad proxide siened informed eonsent Congent must also be
attained from a lugally avihorized represeniztive for patiznls onder |4 years of age.

d. Jest corrected vicual mcuity of 20040 or better in taih eyes.
7. Willing amil capable of returning for follow-up exemtinerions Sor the

durarion af the sfudy,

§. Normal widegkeratography.
¥. Stabfe manifest refraction, defined oz 2 0.50 change 1 splere or

eylinder during the year prier to the screcaing examination,

LUST RI > All patiznts mestng any of the [ollowing ctiteria will be

::;clﬁtieu! fendn ks study;

1.

Hirtery or current evidenes of an infistion in the eye arather sysiemic infection,
ineluding herpes simplex komtiis,

Pupit sizc which, i the invesdgator’s opinio, is excessively large and would
predispose tha pauent 1 3 hizher incidence of evening kales.

Keraroronws (foonical sormca).

‘Pasent ape arany fnding oo ophikalmic examination that indicales that caeieet

SWRSTY IS AECLssary, O may be necessivy in the nzar futare.

Fresence of any clinically significant sbnormisiity ar Anding on physical o aphtbialmic
eximinztion that would contmimlicaw ouipaliene refractive SUrEETY.

Blistery or cument evidsnes of any niher physical condilion or Lness which wiould
contraindicate gutpatienl refmclve surgery or omchide the patiant's parctic palion it
Lhias s1aely,

CONFIDENTTAL 7115
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FIIA'YS QUESTLION:

iz

Bl v s oy Reeve omire o madizsod e follratng inclionsn crivaie (Toction

J2a1l:
i BUTVA vhiufed e 20840 ar beerer in baiiffopes,
. Lo e feiry pecoreey s ieled

£ Bemare 1l g pis petkieadle ContEt Enyes e veeks odr i Eoseling
IRRLLNIENTEN LT
i Bemave hand contact fenxes Oge WeekE pelae i Bureiing megarementi. 3o
Foti rad eonehel bevarearen remdingy and vea mosifasr vatfvaceions tukbes o
f2asr i week aperT e e oo e - By more thar D0 dioptecs mozidhee
e ridian; mures ol e cegeion
e e gpiees vl o crlirdricod pertizn of wmangzes veftaziiins dhowdd progress DG
dlichies che lewy dlowing the veie prionna the baveling exain
d. Subiess shoalld be willing o enpafie of reveeaing for follov-up examibarisns fsr
Ele awiron & the Sinly,

¢ Vielerdernrapreamiy slieded By naeeaal

D, NEVYAS RESEONSE;

H.a

8.k

Haviupd DEY A of 240 of battar in botl eves i consisien with e screzning crikemin we
cuwrenlly v for cvaloating LASTE cundulates, < FRs inclusiomcrilsmian: has been added o
Prsioool MEWAITKIL. :

Contact lona critgda aes provided inshe protoosl in Secton YILC, erolled “Conlact Leas
Wearers''  The proloeot spoci ey that sofL fonsen Se digsontnoed foe aceas | day prior
s zxamination and surpery. Gas permeabie lenses ind Rand conlact lensas shauld be
dhgcontinued cl Least 2 weeks prios o examinatgon and surgery and wmain out until te
IFvEsIiLerne i gerrmlred retrwcelee sLodtihy,

O wsul s1acdard is 1w Rave sott conlac lenses am Tor thoee days pror te the sonssring
eagminaion wed peior @ te surgicol procedurs: thus, we Lioas nevised the requinenieal ler
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X. ETHICAL AND REGULATORY CONSIDERATIONS

A INVESTICATORMGFOMSOR: By accordance with 21 CFR 312,30}, Dr, Herpert
MNavyas and Dr. Anila Mevyas-Wailace are the ™3 ponsor-lnvestpaloss,” for the Nevyas
Eramer Laser, meaning they are the individuzls who btib inisate and actually corduct,
alone qr with othes, an invesligalivn; and that the invesigatienal device is administered,
disponsed, or used unde: hisfher immediate direstion. The regulatocy alligations of a
“sponsor-investizalor” include those of an investiator as well a5 hase af a sponsor,

O, INFOBMEDR CONSENT: In accordance with the privision of 21 CFR Pard 30, caeh
palicod will pive writlen infoimed cansent for paricipacon Lo his seady privn i g use of
the investipalionaliesice, A copy of tha basic elements of informed cansent is anached
(Appendix B The study will ba explained 1o the prospeelive patiest by tha investipaeo
or his designce. The nawee of the investigaiona devics will be eaplained wgelhee wils
poEnlal hazards of the surploal peocedsce, inchuling divy poesaible adwesse reacdyos. THe
patiast will be infaarsed ihal hefshe is [me 1o lerminale paricipalion in Ge stady for acy
reasqn, Oine copy of e consenl form will be given Lo the subjoct and & copy of the
signed consent Form wiil e Yept on e by the investigitor, & copy 1:rt'l]1é IRE-goproved

informcl canscot fomm will be tecrned i e investipaloe s Bles priar 1o inidaling the
study,

C. INGTITUTICONAL BEVIEW DOARD: This protecal, sad the inlovned crnsent
Yorm, will be appesved initially acd moviewed anneally by an Instiucaonal Review Rowd
soastitulcd according o FDA egulatians. The Insftutonal Revies Deard pranting mibal
appruval shall be msponsibie for continuing review and approval of this siedy tacluding -
e infooned conssnt [orm, A copy of the Committee’s datcd apyproval andd a liscaf e ~
memlrers ol b Insulational Boview Boacd, or is DHHS apprevil sombor, will bo gaven
ta the investigator far e investipators filen, Progmss nopods will be subemiltsd wy the
complasion of e sudy or a1 feast ance yeady, whichever comes ficst, o the InstaGenal

Review Board (TRB}. Serious and unantcipated advese device effzcls will be neponted 10
ihe IR0 and Lthe FDvA,

: v Complicanocs oF adverse evanls that
an: ub&unlrﬂd by the i mm&ugnlnr ar n:p:-ru:'.d b:.-' e subjoct should he reenrded an the dury
collectian shoels or o the compuicrized database. Bor all adveme evenls, ﬂ.'i.]t..-.'i.]'l‘][ll.'.lll]'

CONEIDENTIAL 1133
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the cvent, date fomd observed, any aclion taken, and cinale autcome will be eceorled,

1. Cogoplicabign:: Dostopermtive evenis that arg anucpated soczur al an repeecie rale,
and are manageable with osual slandard of care shosld be recarded 15 complicalivns,
LASIK complicalions could fnclude, but o ot Fmiled 100

Carneal edema bebween anc vwesk and one moath after the procedure
Penphcral comcal cpitheital deloet al Lancnds o laeer (location of the defect Lo
be idenlified as an, off, or across the Hap)

Epithelivin in the interace (with or wilhout scrping of epidetial calls)
Foreipn body sensation al 1 aenth o laler

Pain a1 mands ar laer _

Chast ar doublz ma oS in e operalive eye -

{Central islaeds, glars or ather posloneraiive visugl evenls auk menth o Jatel

Flap is nal of the size and shape 25 inidadly inktoded or microdors siopped o
ras-cuL

2. Adverse Bvents: Postoparztive cnmplications thai are SREIOUS in natuee, ars vision-
or-Lic-threalening, and 2] unanuepated adverse device effects should e tecarded as
advese cvents, LASLE advepse evenls ¢ould include, Bul aee 5o limied w:

Camcal inflirote or ulcer
Any corneal epillekial delect invalving the kerotectomy at ane manlk or laker
Lost, misplaced, of missligned (ap

Melting of lhe fap

Uncootralicd intmocular prossur: with wicreass of =10 min g bove bagelane
and any reading sbove 23 mo g

Latc cosct of bant beyend 6 monlis with loss of 2 lnes (10 ieters) or mone
BSCYA

Decrease in BEOVA of more ih2n L0 elers nol s W Tsgular anigu aIEm n

shawn by frard cantset lews refrction ot 6 months oc kier
Tetingl delachment

Retinak vascular accidents

1. Rerjows and Unanticipated Adyerse Device Efects: An coanlicipacd
adverse devise efloct s delined us “aay serious adverse ollecd on health ar sty or
any life-threalesing pecbiem or death cansed by, or agseciuted will, 2 device if 1kt

CONFITFENTIAL A2
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Barzd L8, 1997 100 Raviaions: THROT (105 W08 LT

surgically treated i pomary procedies ik LASTE w provide 334 low toyopie eyes and
500 high myopic eyes hat ae fully evaluable. The firak mumbec of patients encalled will

Y deremmined by Me nember of partents wha have one or bodh 2yes meated, For wyes that

are enhanced, i grinary proscdars b aet e echanseuent it imcluded in the cozalment

C Oramnt.

B [NCLUSION CRITERIA Padents mesding off of he flowing cotsna wilibe

consdened candidalesfor dus sredy:

L

2o
3

g,
L

Yale or jzrmalz of any e,
At loast LS years af age.
[hesite to be [ess dependent ¢n alasses and have surpical cormelio of his'her

refmacdva errocfs?,

. HMavring = wizorresie:d pfmedve omar that 2an be gitegizally rreated by TASTE aad

corsists af myonia Between 433 mnd -22 dicprers, with or withoot aceommpanying

asdgmatiym ef «7 dioplers o7 less

_ Able o undzmstand and provide sisned informed congent Comsene GIST i be

obeined (eon & legx?ly autherized mpresentalive for paliets undsr 18 yaars of age.

. Bect corrected iivnal acwitv of 240 or harrer in foth eyei.
. Willing and capable of returning for follaw-up cxamimeiioks for the

duration of the study,
Normal videokerategragzhy.
Sralile manifest rafrocdon, difired g2 < 0.50 change in sphere or

eylinder during the year pricr to the gcregring eramingiion.

O, EXCLUSTON CRITERTA: Al patentsmescing any af the fallowing exiveia will I
exciuded From this study? ' '

L

Hiscory ar sumsnt svidence of an infeniien in the eye or nther systearie infaction,

including herpes simplex keradtis

. Pupil site which, in the investigaios's opiniod. 3 excesaively larme and would

predisposc the patent bo g higher incidenes of eveaing hilos.
Kremmbiemnus (conical comez. )
Parisnt apa or any fiading on nphibalmic cxaninatiob that ipdicates that carweast

suTgery is naczssacy, O Imay be fecessary i the near fulbre.

. Presence ofany clinically significant abnormalicy or Hnding on physical or aphtsine

| Exiination that would cunealndleats putpaticn: refractive SLACTEry.

History ar current svidenee of any other phiysical canditton ar ilness which weuld

CONTIDENTIAL
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eontraindizate autpatent e2lmctive serezry or prclude the patient's participation i
this stody,

7. Histary oballergie respanse or known inkclcmnee w éoy of the medigadons used in
e suFgical prosedure ar postoneratisely. unles: an altemate medication can ba
substituced 1o which the pitent oas oo krown alierg}' 0f intodernce.

8. Participetion in 8 previous ophthalméc climical tial withis the 30 days pocr to the start
af the sindy.

9. Pemale padcats (by soey) wha arz pragnant.

1@, Taking systemic medication; fikely to affect wound htemfing, such as
corficosioroids or andmetnbalites.
I, Imimpnocompromied patienss (v.p. AIDS, aufoimmenc disedse),

12, Vnateble central keratomemry readicgs with frregular mirey.

¥1I. SCREENING FOR REFRACTIVE SURGERY ELIGIBILITY
The inwestigetor and bis 22l will evaluare agd soreen parienrs m theic vsual fashion, for
refractive surgery, The usual procedums inciide sanducting a refrective consulizion,
followed by a compiste eye exgminoton i iotzreged gatients. The peticnr Sion datermines
4at defshe wants o heve refractive mrrzery and sehedules for the dasired proceduce, The
refractive consultatfon and complete esy: examination am cowtine screening procedurcs o
deraemine if the padentis an elighic candidate for refractive surgery of any orpe.

A W Diraw rhe reftactive consulta-ion, tha paci=nt
will meet an ophthalmie kehntian who wifl take an ocufar history, measue the subject's
gaftzative erur, and perfomi comesl twpagmapty (o measare the comeal corvarpre. The
inyestigamor wiil (hen meet with the patizal o ciscuss whathier or neo the parlaqf is 2
refmmolive surgery candidate. If the patiant iz a condidate, the meragrigator Wil discnzs ks
available refractive surgey options, including LASIE whan iLis anappmpriatz
procedore,

E. LETE EYE XA MINATION: Padals wha wish to furcher pueses the opuon

nf refractive surpery. wikl undergo acomplere ave examination to dettoine their
eligipility for refracive surgary, The complete eve exarmnation widl include:
1. Obraining a dewiled mrdical histery, and ceular history

CONFIDENTIAL
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sarch 14, 7001
Comimst sensitivity results have oot heen evaluated yet. LASTR 1osults are

inclucl=d in 1_hi: WEV.GT-C0L sminioary (ahles.

{3 PROTOCOL DEVIATIONS

Some patents failed 4o retorn foc 1he posoperaive evalugilon, These dopouts
wers rephaced te peovids 75 Tow moeyapia suljests wilh preopertave snd
postoperative cvaluaiions. ihesc substady pallznts were all eraalled in NEY-BY-
0oL,

H, SIMMMARY OF COMPLICATIONS AND ARVERSE GVENTS!

tncluded with the MEV-97 -0 complization sl adveise event fatles,

4374
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20  RISK ANALYISIS

The risk asalysis remains snchanged from that sabraileed wit the original 1DE. There ane
crmcrging complications er acverss cvents that alter the risk analysis. The adverse evenl and

cormalicaton rates remaie low.

30 DEVICE CHANGHS
Tae [ollowing devics changes have aceurred sinee the Jast annual report:

»  Seulpting davice upprade: The sculpling device compuonsil wis replaced as a
prevestative messure, The seulpung device {manufactored Ly Sicpsis) was uparaded o
slie 1atzst mde] since the cnment model was no longet available. The softwars interface
ealls in the Mevyas weeanisent algorithon; heaos, oo changes iave bern ouule 1o Ehs

LRI AlTerlEn -

40 CHANGES [N INYESTIGATIONAL PLAN
A1 reporiable changes & the invesigational plan havs been praviously submitterl ta 1de FDA for

review and approvel via smendroents, revized versions of e proincoiizh, of sulestudizs.

50 PROGRESS TOWARDSPMA APPROVAL
It was t-rcu-iq1u5|}' recammendzd by FDA thar only subjects freatzd with the new cootration
teslmiyue (as previzusly deserbed) be iacluded in the PhIA, Wa have preliminanly selecred the
aves trealad betveen 2719/58 through 122/99 as the cobarl of eyes that will be used 1@ suppon
the safety wnd effactivencss of the device tn the PMA submissieq. This grocp of eyes is
comprised af:

s 125 pyes treated for Jow spherical rvoplaonly {< 0D MESE]

s 346 eyes trosted [or low myopic astiponatism (< -7.0 ) MRSER

10 eyes dreared for high spherical myspia only [z -70 L MRSE] and,

» 52 eyes treated [or high mgopic astigmatisr {= -7.0 I MR3E).
Sanice there are ess than 125 eyes in Uiz ligls myopia ssbser, the initie, PMA submissian wal]

oniy incluln dula to suppan the indicaieas of low spherical m g wnil o EIvepiL



Mycpiz wulior without Astigmilim
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pyes oven though topoeal sieeoids were adminisiernsd postope@ively, Comzal b was moc

severs i paaeals ool with 210 12 dicpiers nf attaneped nefmetive change 4

Then: has been renewed icerestin modifying 4 alder reffacive surgical proceduce,
keraomllessis, i ao 2000 10 i an cffeclive teanment hist minimizes e ncicence of
pesinperative visual evante and visual acuily chanpges that kyve reeently baen reperied with
rdiad kematorgmy and phoderefrctive kacaeeiemy. Laser & situ kecatonw busis (L ASIRD, a5
gescrivad by Slade?, mvalves using a micmkersome o create o comenl fap. The carmeal
flap 1z laid back ind the laser ablation is apolied o the cormeal sroma rather than the comeal
surface. Abludon wlih dic excimel lager preserees Bownan s membrane and mduces surgical
Irnnma o the edmend tissue. providing more consisient wound healing and more pradiciabls
digptnc cimection. The ablatton is acturate For the amoune of comeal Hssus wemoved and ta
realment site aod i3 survoeeding anes (opteal zone) can be vagied to provide optimal disploc
cormeclion wilh minimal tssue shlation.

LASTE can eltectivedy treat hotl Low anid kigh degress of gyvopia, hvperopia, and
astgmatisa. Since LASIK does nat discupd the epithelial struciure, postoperative healing
cacitel Rpidly and cafractive stwility oocur 5 carly 2s ong snonth in many patiests.
Angcdagal mpons af visval adverse everis appear te he much lower than thase mparted with
FRIE ind BE. Far these mason;s, opithalmic suegeons ars turming thair atienticn o LASIK
a5 an allemalive Lo RE ané PRE.

L. PRIOH :CLIH[CH.L g TUDIES

The invesiipatos (O Hecbert §, Nesvyas and Th. Amila Mayyas-Wallace) began teanng
patients wilh Lazer [otrastromal Keratomilawsis (LASIE} o Jaoeary 1996, As of Februany
17, 1957, ey have rarfocned 147 CASIK mvepiz procedures i 70 padems, Sevemcecnal
the paticnts were eakrd by Or. Andtn Neseas-Wallaoe and 53 paeienes were beated Ty De.
Herbart Nevyas.

[nformed cansent was vbidned fram all paticnts prior o the sareical procediicg. Falienes we:s
cansidered eligibla for LASTK freatment i they wepe o leest LB years al ape and not moce
than 44 years of age; pencmlly had a precpemlive begt spestacls conectad visod acuiy
(BECYA]) of 20040 in the operaed eye; had a stable mlracion with a refoactive eovoe
consisting af mypopia betwaen D00 andl 25,00 Jiopters wilh of Withud wnigmatism, Pabents

CONTIDENTIAL
1145
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had no cumment or significant previous history of ocular disedess ar conditions ar oler
systenic disease that prohibited the patients fam having elmctive surpery; and, wen taking
s no medications that word ineifee with postoperlive wound healing, Padents whe had o
visually impaired [cllow eyo (20039 or worse BECY A) wars alsa ireligible for LASIE
surgery. The currel pasidpemtive visi scheduds i 1 Day, 4 Days, 2 Weeks, 1 dMondy, 3
Months. ¢ Meoths tnd [2 Menths after LASIK sugery,

- Lilicacy data for 44 aves in 53 patizots Wi;nsa m:[rzetive evror consisted of myopia with o
withgut st proatsm and have at Ieasi o | month o 3 meoid Psioporative examingtion e
- summanzed below in Section B, Salety data for 3] 147 pencalures are provided in Secion
i L. Al rponed daa are for primary proceduies. Taea For 27 eves teated g 1he past thres
manths an: not Included in the curcame analyses since thay have nol yet completed 3 3-mantk:

FOSITEGEL e Vil

Frimary procefitees for 66 myopic cyes in 33 patents with or witheut astigmatism hat ware
trealed with LASTK ard have at [east a 1 mand postoparative visid 2 summaris: below.
Fudcnis mnged in age f9m 2L 0 84 yeas at the lime of LASIK surpery. All oyas had &
RECVA of 2040 of tezs in the operated eye, Dr. Forbest Mosyas toated 36 of the palivats

T ‘and Dr. Anira Newwyas-Walldce teaed 17 paddents. Tha depres af preoperative myapia icaled
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1.0 StuDpDY PROGRESS

Clinical data summarized in this annual report are for those subjects whose data are entered in the
database as of October 1, 1998. The database has been reviewed for obvious errors and omissions
but the data is otherwise unaudlted Individual summaries of the study progress for NEV-97-001
and Substudy NEV-97- 002 are provided below.

1.1 PROTQELOL NEV-97-002 -- LASIK for Myopia with or without
Astigmatism (-0.3 D to -22.00 D sphere; 0 to -7.0 D cylinder)

A. STATUS: Ongoing

B. NUMBER OF INVESTIGATORS: Two
This remains a single site study which is being conducted by the joint sponsor-
investigators:

Herbert J. \Iewas \1 3

Anita Nevyas- -Wallace, M.D.

Delaware Valley Laser Surgery Institute
333 City Line Avenue

Bala Cynwyd, Pennsylvania 19004

Telephone:  (610)-668-2777
FAX: (610)-668-1509

A NUMBER OF SUBJECTS ENROLLED:

i Number of Subjects Enrolled: 95 Subjects (Low Myopia < -7.0 D)
46 Subjects (High Myopia > -7.0 D)
10 Subjects (Pre-IDE Enhancements)

2 First Date of Enrollment: August 28, 1997
D. NUMBER OF DEVICES SHIPPED:

Not Applicable. The device was assernbled on-site at Nevyas Eye Center. No

additional devices have bezn shipped or assembled.
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£ SUMMARY OF CLINICAL RESULTS

A preliminary accountability table for 230 eyes that have undergone a single

treatment is provided in Table [.1.E-1 below.

Table 1.1.E-1: Accountability

Page 4

- 1Month | 3 Months | 6Months | 9 Months* | 12 Months
Completed Visit 168 | 186 80 8 7
Missed Visit bug 30 6 6 3 0
Completed Later Visit
Discontinued 0 | 0 0 0 0
Not Eligible for 19 50 127 209 223
Interval 1
Missed Visit and No 13 18 17 0 0
Data at Any Later Visit
TOTAL EYES 230 | 20 4 I 230 230
Totl Eligible For Visit | 211 | . 180 - 21 7
% Accountability 938% | 899% | 83.3% 100.0% 100.0%

* The 9-month postop visit is an optonal visit.

Accountability was calculated using the following formula:

% Accountability =

The accountability is based on data entered int

Outstanding visit data are sdll being obtained from co-management doctors and the

Completed Visit + Missed Visit but Completed Later Visit

(Enrolled — Discontinued ~ Not Yet Eligible)

o the database as of October 1, 1998.

investigative site and entered into the database in preparation for analyzing and
submitting the data from this study for the PMA. The declining accountability at 3

and 6 months is due to outstanding data and patients who are el

postoperative visits but are still within the visit window for completing the visit.

Refractive stability was analyze

and/or 9 months as well as for those eyes that have sequential MRSE data at k3

igible for these

d for eyes that have manifest refractions at 1. 3,6,
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and 6 months. Refractive stability is defined as a change in MRSE of 1 diopter or
less in manifest spherical refractions that are performed at least 3 months apart (or at

the specified interval). Table 1.1.E-2 summarizes the refractive stability for eyes

that have postoperative visit data for the interval specified but not necessarily for the

entire range of intervals (e.g., may have 1 and 3 month data but not 3 and 6 month
data). These data are provided to show the refractive stability across the visit
intervals for the entire set of eyes. Refractive stability for a subset of eyes that have

v A_s,gxqucntial MRSE data at 1, 3, and 6 months is shown in Table 1.1.E-3.

Table 1.1.E-2: Stability of MRSE for all Eves with Visit Data for the Specified Interval

Change in MRSE 1 and 3 Months ‘ 3 and 6 Months 6 and 9
Months
ot f =&l ws B N %
<1.00D 1200127 | 94.5% | 67/13 91.8% 13/15 | 86.7%
Mean Difference | -0.201 | | -0.141 -0.667
Std. Dev. 0.687 | A 0.605
C.L (for the mean) | 0.121 - | | 0.129 0.335

Table 1.1E-3: Stability of MRSE for All Eyes with Sequential Dataat 1,

3 and 6 Months

1 and 3 Months

3 and 6 Months

C.1. (for the mean)

____’———____________—————_____—-——————_ﬂ—:'————“———_'_;—_——__—
2 1 [ A n/N -‘-__?i_——T
<1.00D | 5259 88.1% 54/59 91.5%
Mean Difference 0.237 -0.137
Std. Dev. 0.651 0.541
0.170 | 0.141

For those eyes that have sequential dat

are stable by 3 months and nearly 92% are stable at 6 months. These data are

aat 1. 3, and 6 months, approximately 88%

slightly below the FDA guidance which recommends that at least 95% of eyes reach

refractive stability. In both the sequential data subset and the data for all eves, the

eyes that did not achieve stability were all high myopes that were

astigmatism except for one eye in each group. These eyes all had an improvement

treated for myopic
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in their refractions of 1.123 to 1.625 diopters between the 3 and 6 month visits.
We expect these eyes to reach refractive stability at the next scheduled visit. We
would also expect the percentage of eyes that reach stability to increase at 6 months
when more patients who were stable at 3 months reach their 6 month postoperative

~ visit.

Key safety and efficacy variables for the 230 eyes that have undergone a single

v 4 {;ceatment (no retreatments) are summarized in Attachment 1.1.E-1. The “N” that is
uscd for calculating percentages is the actual number of patients completing each
visit because the study is not complete and data are being added to the database on
an ongoing basis. By 3 months postop, 94.5% of the total eyes analyzed had
reached refractive stabilitv. The tables are stratified by preoperative MRSE at 3
months postoperatively (the point of stability for the overall group) to provide the
most information about the safety and efficacy of Nevyas Excimer Laser for the
treatment of myopia/myopic astigmatism. The summaries for uncorrected visual

acuity are presented both with and without the monovision patients included in the

analysis.

A comparison of the 3 month postoperative data for the Nevyas Excimer Laser with
the FDA’s LASIK guidancs recommended criteria for low myopia (< 7 diopters)
and proposed criteria for high myopia (> 7 diopters) that were issued for discussion
on October 21, 1997 is summarized in Table 1.1. E-4 below and includes

parameters for safety as well as efficacy.
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Table 1.1.E-4: Comparison of LASIK Safetv and Efficacy Criteria at 3 Months Postoperatively.

Parameter LASIK LASIK ‘Nevyas Excimer Laser
Low Myopia| High Myopia 3 Months Postop
Percentage of eyes with UCVA of
20/40 or better if BSCVA 20720 or 85% 15% 87.1% Low Myopia
better preoperatively* 74.2% High Myopia
Percentage of eyes achieving
refractive predictability (attempted
Versus achi;ved) that are within:
+050D 50% 30% 71.3%  Low Myopia
37.1% High Myopia
+1.00D 15% 60% 85.1% Low Myopia
61.3% High Myopia
+2.00D NA 90% 98.9% Low Myopia
82.3% High Myopia
Percentage of eyes losing more than 0.0% Low Myopia
2 lines of BSCVA < 3% < 5% 0.0% High Myopia
Percentage of eyes that have BSCVA - 0.0% Low Myopia
worse than 20/40 if BSCVA 20/20 or <1% < 1% 0.0% High Myopia
better preoperatively

*Nevyas Excimer Laser data not stratified by preoperative UCVA

The 3 month postoperative data for eyes treated for low myopia surpasses the LASIK
safety and efficacy criteria for low myopia. The high myopia data nearly meet the FDA

criteria for UCVA without stratifying for preoperative BSCVA.
high myopia eyes that are within +0.50 D and £ 1.00 D of the

achieved refractions is greater than the proposed recommendatio

The percentage of
attempted versus

ns for high myopia.

The percentage that are within + 2.00 D is lower than the high myopia

recommendations but is expected to improve

myopia eyes that have an UCV A of 20/40 or better.

F. PROTOCOL DEVIATIONS:

Patient accountability is provided in Table 1.1.E-1 above. Outstanding

over time as are the number of high

No other

follow-up visit

information is still being collected from the co-management doctors.

protocol deviations were reported.
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G. SUMMARY OF COMPLICATIONS AND ADVERSE EVENTS:

Complications and adverse events that occurred in the study are summarized in the tables

below. The only reported complications were related to the microke
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ratome and creation of

the corneal flap during the LASIK procedure. Of the 5 reported microkeratome-related

complications, there were 2 reports of an irregular flap, 1 report of a torn hing

reports of an incomplete traverse of the microkeratome.

Table 1.1.G-1:"Eomplications Summary Table

e, and 2

COMPLICATION Inwa- | Month | 3 Months | 6 Months | 9 Months 12
operative | /N (%) N (%) wN (%) | /N (%) | Months
WN(%) | N=168 | N=156 | N=80 | N=I18 | wN(%)
N=230 ! | N=7
Comeal edema between 1 week and 1 0 {0.0%) l 0(0.0%) | 0(0.0%) 0(0.0%) | 0(0.0%) |0(0.0%)
month after the procedure 1-
Peripheral comneal epithelial defectat | 0 (0.0%) l 0(0.0%) | 0(0.0%) 0(0.0%) |0 (0.0%) | 0(0.0%)
month or later |
Epithelium in interface |0000%) {000%) [000% |0(00%) |0(00%) |0(00%)
Foreign body sensation at 1 month or { 0 (0.0%) ' 0(0.0%) |0(0.0%) 0(0.0%) | 0(0.0%) 0 (0.0%)
later |
Pain at | month or later | 0(0.0%) | 0(0.0%) |0(00%) | 0(00%) |0(0.0%) |0 (0.0%)
Ghost/double images in the operative i 0 (0.0%) [ 0(0.0%) 0(0.0%) 0 (0.0%) 0(0.0%) |0 (Q.O%)
eye 1
Flap is not of the size and shape as B ) (0.0%%) L0 (0.0%) 0(0.0%) | 0(0.0%) 0 (0.0%)
initially intended or microkeratome
stopped in mid-cut _
TOTAL | | 0000%) | 0(00%) | 000.0%) | 0(00%) |0(00%)
N = number of eyes completing the postoperative Visit
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Table 1.1.G-2: Adverse Events Summary Table
ADVERSE EVENT ’ I Month 3 Months | 6 Months | 9 Months | 12 Months

N (%) /N (%) /N (%) /N (%) /N (%)
N=168 N=156 N =80 N=18 N=7
Comneal infiltrate or ulcer 0{0.0%) 0(0.0%) 0 (0.0%) 0(0.0%) 0 (0.0%)
Any corneal epithelial defect involving the 0(0.0%) 0(0.0%) 0 (0.0%) 0 (0.0%) 0 (0.0%)
keratectomy site at >1 mo.
Corneal edema at | month or later (specify 0(0.0%) 0(0.0%) 0 (0.0%) 0 (0.0%) 0 (0.0%)
flap or bed),
Epithelium in the interface 0(0.0%) 0 (0.0%) 0 (0.0%) 0 (0.0%) 0 (0.0%)
Lost, misplaced, or misaligned flap 0(00%) |0(0.0%) |0(0.0%) |0(0.0%) 0 (0.0%)
Melting of the flap 0i00%) |0(00%) |0(0.0%) |0(00%) |0(0.0%)
Uncontrolled IOP with increase of >3 mm 010.09%) 0 (0.05%) 0 (0.0%) 0 (0.0%) 0 (0.0%)
Hg above baseline and any reading >25 mm
Hg
Last onset of haze beyond 6 months with 00.0%) 0(0.0%) 0 (0.0%) 0 (0.0%) 0(0.0%)
loss of 2 lines (10 letters) or more BSCVA .
Decrease in BSCVA of > 10 letters not due 00.0%) 0(0.0%) 0 (0.0%) 0(0.0%) 0 (0.0%)
to irregular astigmatism
Retinal detachment loo%) [0(00%) |000%) |000%) |0(00%)
Retinal vascular accidents l 0100%) |0(00%) |0(0.0%) [0(00%) |0 (0.0%)
TOTAL [000%) |000%) |0(00%) |0(00% |0(00%)
N = number of eyes completing the postoperative visit
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1.2 Substudy NEV-97-002: Changes in Contrast Sensitivity in Patients
Undergoing LASIK Treatment with the Nevyas Excimer Laser

A. Substudy to Protocols:  NEV-97-001 (Myopia/Myopic Astigmaﬁsm)
B. STATUS: Not Started

C.\ NUMBER OF INVESTIGATORS: Two
This remains a single site study which is being conducted by the joint sponsor-
investigators: :

Herbert J. Nevyas, M.D.

Anita Nevyas-Wallace. M.D.

Delaware Valley Laser Surgery Institute
333 City Line Avenue

Bala Cynwyd, Pennsylvania 19004

Telephone: (610)-668-2777
FAX: (610)-668-1309

D. NUMBER OF SUBJECTS ENROLLED:
1. Number of Subjects Enrolled 0

E. NUMBER OF DEVICES SHIPPED:
Not Applicable. The device was assembled on-site at Nevyas Eye Center. No
additional devices have been shipped or assembled.

F. SUMMARY OF CLINICAL RESULTS
A validation of the glare source was performed by the manufacturer of the glare tester
(Stereo Optical). Upon review of the data, FDA believed the glare source of 2 lux to

be too bright. Validation using a glare sources with a smaller lux is underway.

G. PROTOCOL DEVIATIONS
Not applicable

H. SUMMARY OF COMPLICATIONS AND ADVERSE EVENTS:
Not Applicable :
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2.0 RISK ANALYSIS

The risk analysis remains unchanged from that submitted with the original IDE. There are no
emerging complications or adverse events that alter the risk analysis. The adverse event and

complication rates remain low (<1.0%).
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4.0 CHANGES IN INVESTIGATIONAL PLAN
All reportable changes to the investigational plan have been previously submitted to the
FDA for review and approval via amendments, revised versions of the protocol(s), or

substudies.
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5.0 PROGRESS TOWARDS PMA APPROVAL

Target date for submission of the PMA is Lst Quarter of 1999. The data for Protocol NEV-97-002
will be used to submit the PMA for the indications of myopia and myopic astigmatism. The data
for this study were reviewed extensively during preparation of this annual report to determine what
data were missing or outstanding from co-management physicians. The data have not been audited
but will be audited prior to completing the data analyses for the PMA.

1 * e
e
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Attachment 1.1.E-1

Tablel.l.E-1.1: Key Safety and Efficacy Variables for All Eyes Treated

NEVYAS EXCIMER LASER

Preoperative MRSE | Month 3 Months 6 Months 9 Months 12 Months
N 168 156 80 18 7

/N % n/N /N %o N /N %
EFFICACY EidE i i A g o Y 350 AR
VARIABLES

UCVA 20/20 or better

UCVA 20/25 to 20/40

UCVA 20/40 or better

(cumulative) 136 81.0 129 82.7 65 81.3 14 77.8 7 100.0

MRSE + 0.50 D B85 50.6 a1 58.3 39 418.8 B 44.4 3 42.9

MRSE + 1,00 D 45 26.8 28 17.9 21 26.3 5 27.8 1 14.3

MRSE + 2,00 D 26 15.5 26 16.7 16 20.0 4 £2.2 3 42.9

liyes Without e TR (e = o

Muonovision : W

#t Non-Monovision (N) 101 95 41 12 O

UCVA 20/20 or belter 40 39.6 41 43.2 17 41.5 5 41.7 2 33.3

UCVA 20425 1o 20/40 44 43.6 44 46.3 19 1G6.3 G 50.0 4 GG.7

UCVA 2040 or better p

(cumulalive) 84 36 87.8 T 91.7 6 100.0
it i ey o e

SAFETY VARIABLES | - ' & 20

l.oss of > 2 lines BSCVA 4 2.4 0 0.0 1 1.3 0 0.0 0 0.0

BSCVA worse than

20/40 1 0.6 0 0.0 0 0.0 0 0.0 0 0.0

Increase > 2 D cylinder 2 1.2 0 0.0 0 0.0 0 0.0 0 0.0

BSCVA worse than

20/25 if 20/20 or betler a3

preop 8 4.8 Bl 3.2 2 2.5 3 16.7 0 0.0
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