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21 C.F.R. 812.7 Prohibition of promotion and other
practices.

A sponsor, investigator, or any person acting for or on
behalf el a sponsor or investigator shall not:

a) Prnmdre or st. ma.rket an investigational device. until
allim4i4tIllfrnR:tig—till:4oved the device fbr- cummurLJal'iltstributron.

(b) CommeTrialime an investi.gational device by charging the
subjects— or invpstigators 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
investiqatirn. - indicste in the cane of a class III device that
premarket approval cannot be justified or in the case of a class
II device that it will Rot comply with an applicable performance
standard or .r.l c amendment to that standard, the sponsor shall
promptly terminate the investigation.

(d) Represent that an investigational device i3 safe or
effective for the purposes for which It is being investigated.

[Previous DcGurneni in Boo. k r\i xt Oocur_ngnt in Book]
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mfractive emets).
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5. Able 10 urdicrv.ard and prOlij.k. signed in fey- cd con•eR r_ aLti c, be
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1_ Itriztory or. current evi-Licri clr 1A3 on in Li16 Cyr: or o tiler sysmilicinfeertion,

[ad -km:ling hcrp slfripitx koratitis,

2. Pupil size which , rhe:.inYes.dgale5 apifikri, L5 eXCeMiVOy large and w04.11.d
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6_ Eiistori or cu_rrrznt fly i f any orler crindi.lion or illnerz. w;.-Acis

courairldid:ate eutpationt EckKU:v[2. REIEETY p[17013.:JC Ii  patientr5 participation ire

111 4 .sive.ly,
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X. ETHICAL AND REGULATORY CONSIDE'RATIONS

A_ INVESTIGATOVISP °MSGR.:  Lvi =col-dance. with 21 CFR 41.:1 .3(o). Dr. Herbert

Nevyas utd Ur. Mita. Nr.vyas -Wailace are the. "S porLsor-iliversLigatorz," for the. Ikvyai
Ex.c.inicr Laser, rnif_aning they are eke. individuals who L.-0th initiate and actuaily ceinducl,

alone or with wham. an investigation; ad tha twice L.9 admin [sterol,

divan:NEL, er undc; his/her irirriccliate '[he rcgulatocy ob.Ligad 015 01 a

"spoosot-invesEigmlor" inc Lucie theGe of an luve,stizator %ven a.s Lho.Se or a sponsor,

i3 , MEDBAIILIEDSMEESI In AC-.7,0C012r1Ce with. the prorision of 7_1 CFR Past 50, nti:11

paiticra will giyu 'Ana:Fit Cor par..3cipation. In 1.[11.5. study pi_rt to dm use or

die 111 ve_gi 2.2I;(1.1-10 L lie.vi4z. A copy o f the basic elemenLz of informed Dan n I is atl@eh.ed

(Appendix The study will Ix. ex 0.2_irted to Ile prf.)S[..t'CLiYa patient by the investi

or his designee_ Ile nature of the inveligation;:d ditvict wit] )".f explaked Lf.geTher wi b

potr.n Lid hnizirds ci the surg Icai plomisre., adyerse mac:dons_ •II.e

pfitiarit i t1 be ;sirciatsfni ht../s1-0 is [TrN: to lerrninuic participation in LLB. st.ady for ar,y

reaSOn. One copy of the Lemont form will be given Lo the subjczt and cvpy of the
signed consent 1'0E11 will be lept iii ale by the inwstigiltor, A copy ofthe E.B.-approyen

informed consent faun will be reuin.eci ill the iEnee.sd Bator' s files [' dart(' initiating the

stud y,

1.125TITUTION.AL REFIEW ID OA.R.1); This pro1.6;04, atd the informed consent

form, win lx..a.ppon.yed initially ars] atm-A: wed annually by an Trao.t.aional Review Board.

r.o.ritituCcid at ccordin.g to FDA ruplatiann. The instiou6a.n.alReviux Beard gmntipg

approval. shall be raponsi hie for continuing -review and approval of this study including •
the. informe•iconsinnt form. A copy of the Corn rnitteci4 d =1 apirgval anti a 55i. cif the -

radrnlxr.5 Lht insci Luciona1 Revie:w eir its DHHS appcovz1 bpc, v6.0 be given.

to the irrvezdgaierfor Progrc-3.7 co rds lit die

comp or the study of at leas( onec• yearly, whicheyer damn Etrsi, .o Lht Insd(uLicilai
Review 13ciald (Ii 3}. Serious and unanticipated aiivcrse tffects will 130 FL:poi -Led to

the RU] and the

•COIY111 0.01kTIONS 8: tr•V11..'RSF.: 	Coroplicwirr.s.nr advelse eve...nLq that

chscreed by [he irric:sligaior ar reortett by tie stibjeci .51)ould rucordcd on die ,line

coll•ccti3n sleets or in the conythcrizal database. Floc nil 0..-J•wursc evoi is, a ilescriptiocr

•
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the event, thiAn tint observed,. arty action tak.e4, aril ultiinain outcome will 1 rucordcd.

1, f_v_plpliotiums; Pot.flpixarive e.velis that arc ariiiicipted, :r_iccur al an 1.1.izpoc ... d rfite,

anti Ace nt.anageable:vrith. ostral ..standard cafe should. bc recorded as co-rop[ications,

LAS& coropticaijoas 001.1.1.dirc[u.de., b are FUN. i psi led.

▪ Corneal edema betwimn one itveuk. and uno 00E1.th arter the PIKICaltre

- Eicriphcral ciiidtdiaL dtfuci ai i anoi t1h i'i' 1.41W.0 (locat:han of LE,: dciTact

f i t identified as oil, off, or @CrOSS the ti3p 1.1
• F.pilhe•Ltint in the brii.a-face,.. iyilth ',41ihoutLiCro..pinp, ceAls',1

4- Fort ign body FzrisMiori at 1 crdoniti. or Later

▪ fain aL l En.oritli or later

n Ghost or dcrabic an3go mJ i s op-17.1 eye

• Cenical islands, f,lare, lar cvurii23 SCE month or io.c..fc

• Hap is not of the size and shape zs i1it.c)Oe-(1 Or illiCIO(Orrra StOPP•d

Achzcse Emits: Pc..-,r_operativ.e. crirri piicaLiorts artf set -ic..itis aaturE, ids ion-

and all unariLicirLa.r.ed -adyerse. dcvice cliectS 42. :ecnidecl ELS

adverse event. LAS IK vase eve Is could include, but urr. -2! not ILmLied inc

Corneal inlikratc fir ulcer

4 Any inerteal epithefial d•rut inmiving the k.ormicti-Fray at one month or [9112r

• Lost., F;115p[ N.172 C.d., M 41.13.7.Cd il.Np

▪ ilelting Lithe flap

• uncg. n irq [i c.d in t.m. Dcdar p rc,..34,.--aro w ith il icrcp4w c.f. >10 min Eig above buzclin.e

and any mantis! above 25 mai r. - 1.1;

- Late enscl. 14a.le bc:Friond 6 mon II Q. with 10M 1312 Linn (JO n eturs) rnoic-

.3.SCVA

▪ Decreasc. in ESCV.A mem ilizn L i tur_.13. no t dm:. 1.ro

2:31ilogri by hard contact leas refezction at I month& later
▪ Retinal deuclamcnt.

• Retinal vascular accidents

3. Berton_. and Uitaaticipated Adiers!.. tEIRst.: An unanlitipaked

adverse. Ilcv C Licr:I. dolhal "Dily scriouF, 061'[.2.TSC. ciff...`r.t 1112:1.1[1.11 01'.!1i1112.1.y or

any tife.threrileoi prcbiem eir dezth causal by, or Is:wci;.i.u..d wiin, a dr.n.'1,:T.

CCPNFIDENTLAL.
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surgically (rt-2,v:El prirriary procedures LAS pr_reide. 339 Low rnycipic tti/cF: and

5(]i1 high myopic eyes hat 
are.

 Cully ev:iluable. The ira number of putitnLi -eu col led will

(-1.•:.7.refrriinol by rile nurnbcr of F-4.1(icas who oat. or Loch eyes tc_ated, 1;01 eyes that

are.  cnttiartcc.d, L11::..a.7i rl Lary piccoct_u- ; liLLL [Loi. 11E. cri -uawc3oerit Li.ded. in Lb."! 4:-.7=121T117.ra

c cont.

(NCT.I.INION CRITERIA: Pa(i.e.....nts n.i.,et..-ang ell' of the fdlowth.e -

ccrisidcred. candidates-(r dL• scurfy:

, ma.l . oc a rnate—of r-Ce.

2. At icast 15 years of rrui;e.

Dedre tip bt.= Enss d.Ter.oetn.: Er,[ zicies .and h.21
, 1 ,2 corT.curi.co of hi:52'her

refraizriva error(s'l

4. un •: ,arr ,7•1c , : 	,a-ror 	b 17: I Le:'i -
23..112( ET.eated T__.A.`31147 :•ici.d

consists of myouia b..zr,weeh and -22 dic...ticers, with or v:it/loot accompunying

asrigrnatism .2•C -7 dioptcrs r.n less.

1_ Able to u.n&rst.0 -4 -1..i..and prov:dt infome..d conseaL 4:011..SeTiE OiSO

obuincEl (con! a 1-c. 1.21.y aueac-rim-d rc-p•Lsentalive. p,;(5.11.tr. unrlrr lg 11&•iN -of :3-5c

15_ Best eirirreCtRd TtIquai acxitkr f20/40 o2- better in froth eyeL

7.. Wang arid capahie of returning for fallow-ur2 exaininvians for ale

duration of the srte dj$1.

.8, Arr rmai wide keratiegralhy..

..sidb:e ni latT ife_vt refraction., dofinerf us < 61.5iti Change in- STIFIVre

eyknarer during the year prior to . .r.0 screning examinq1i0a-

ENCIAIL'510NUIR IT•Ra: All paCe•nt3 nace.trig any of LIN: tbnowing, will be

exciuth:,, d from this study:

E.;;;17 or curren t u.ran.LELEnclit ri. in the e.ye er other sy5tentir

including herpc.s. si.mpLem kera

2. Ft.pil site which, in Llie investigalcies opinion. is excEssivciy large and would

predispose r} pater:(_ to IA higheriticidzwe of cvenin:::

3. Kcr,nocorins (c•nical comcz...).

4. Patient a.ile or any eindinc, on ophthalmic f.-.Nawinvioh that iodicams that c-ar_afact

stne.T.ry is 11-52:ESVICY, or rnay neces,sary tfic near fulure-

5 , -Pf8C0r-t ofao9 clinically sig-nifiLant abrionTialit.f rinclinii; on physical or

f.; xiuniriatiGn ELI ould curia -Lad.' cam output.kra rd-rxtivcr sog'Str-

6. History cu. ,Akriditlicc of ally physical condition ar which wcaid

c01,,ELDEN'FIAL
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con tr2ir.ditate. autpaEent r±fractive siLr.r.....73. or p m: 1.u.l e the patient's participation iF.1
this moily.

gistory c'Eallorgic roF.PO4 5-c Qr 1-132aVrrn inid.ciquauc so y of the roEct atioris u sEd

114 SkalgiCai pro ...NI:lure or postoperatively_ unlcss an alternate 17 nerlicxion can ba
SUbStittatC1 [0 which the patient has no knowa [erg of intnierane&

. Participtim in a prtlri•C'US OPFA]]IIMLIC clinical trial v..q.Chin. the 30 days prior to the Ft2rt
ta•E am. z mely.

9 . Female. paJents (by 'history) are pregnant_

1 Taking sys'lemic mei:amen:1.es ritelry Co .affece wound rg t
 sach as

crirticostgroicis' Or anihriegiabolites,
11. 1011170.11000MprE5111i? ear inerients (e, g_ AIDS , oracqfrim,igne di:mdse.),

12, trateable cenfrai INFablicet7 .1-ecicl2Fgs with irr egular

VII, SCREEYENG FOR REFRACTIVE SURGERY ELIGIBILITY
The investigaor and hisgaff Will screen patients huh& usual fashion. for

refractive sur3ery. Theu.suai pimedures include :ma:looting a refractive consullafialii

fellowee 
by.

 conipicrA eye 4N.amination. b ea Lare ect patient3. The paticrir dozrozinc5

61at. bathe ....vans to have refraeb.vc surgery and .5chedules far the desired pncedoce, The

refractivw consu(tai!Gn. and complete. cue examination are rou:ine screening paccdurcs

deter-nine if the patient is art candidate for refractive surgery of any rype..

REZELLMWES.OLLSELDLEfTh'i reiractiw. cons.ufitirinn, die patient

will meet au ophthalmic tethLcian who will take an ocular history, !ME= the subject's

ceEranivc errr.m, and perform cDimeof Loparaphy to oitosure the cc meal Corpartire-

investigator will men Wig] the pari.c.o.r rc dsats5 WIleCtlf or Kt the cadet is a
ro filic ii•ve surgery candidate_ If the patient is a candidate, the Entresrigator will discuss 11 -.!

available mfracrive surery options, including LASE when it anan appropriate

procedure,

N.,,F C2114 A tt ci4.-0,0 who wish to further pursuc the opc.wn.

I-emotive. surgery, will undtxgo a ei..-...rhp[e to eye etaminziion 40 (kW-UV:Inc alvii

eigibliity for reeracdve s.ne.l. The c•crr,p((e aye marnination will include -.

1_ Obtaining a detailed rmdical and mdar history

Ct) WIDEN-1141- •
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. Coni rag .szus i.:!y results have not betp t valuated y-ct. LAST! ICSUICS arc.

in.d.th.1(1 in the N'EV-9 -CiJL sui Ellriar (2ble5.

G. PROTOCOL DEVIATIONS

Sorric patients failed to Ivan) (car the. pos,.operativc CITOFICC(.5

we repkated to. provide. 75 lrilli qubjEtt.with pr,oprdtivc

rips toper.a(ive eva:Juations. i77 Esc SUbStlady palicra5 eLlc111&.1 in NEN -97. -

01)1.

ET, SUMMARY OF CCIMPLECATIO NS ei..P.;Di ADVERSE EVENTS!

Lno[td.cd with thy. NEV-97-00] corriplicaticin rr,d dth'eF.se. e Vera tablcs.
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2.0 RISK A.NALYISIS

The. rEisk imalysis. remains vinubarif.:ed fr.:1Fri that bartliked with the ax 11c)

cmergirageorrip1icFiicmA ad .v•rse. even. thai. ;Alta.' the risk arialysi-s_ -
rite- adverse CY'L- 311. w I 11

CO mglicallo a rates rcrriaill. 10 W.
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Tin ktHry.viny. device ehEngc-5 have (Fee 135:L 2Ltinual. roport ..

• Sculpting &vice_ Lip rode ;E culVirLg compLiciern was cop[012d al a

preventative rric.:iliure.‘,. T1 le: SCUlfildrig (rriariulactort..d by.Skcpsis) %as upo.radc.d it)

die ;ince. the czacrit moiled was fr)long.....1- 	Th.e sceftwarr. interface

calls in the LrcZLILleot algorkhrn; hrr.ee. no changes have bun. mutt is

UtilEITECLE alp
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• aud -apprOvai via amendments, revised verfions of the pruin-ZOKS), Dr suhstudies_
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1. c.dirtig at (a..5.pre.vi .Durdy bc Eacludzd. io the PN.•LA,.. W2 have Fel imi n nri Ey selerced

e ra tranie_41.
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12.,c2 re. eNS than 125 Gyt...; jII I. Ilt• 1 1.1 .;!,1:2 m upia sub5ctt, I.1iL initia l.

oray. irr7.10.J2 data to srupp.zo- I of 77,1)11.tri.cri1 *n i.mv E-Jvc.piL

9



..v.yopi3 wall or wit lout k5ignIlLi4m
um d, ig. i.997 (1.0); Rrsi_Ezd 711.9i91 U.1)

ifICU h iC'piCak Li ttrOldS vresc. adrndr, sr r r.o.5LaperadArly. CPrznal baize MOM

SCVCM in patients tre-atcd with 9 La 12 diapers ni atrerapted rufmaive change. 4

Thcmhaz been umewrid intemst in niodify6113 n alder reriaccroc surgica_i procedure,
in a( in to .0111.1 an effEctive trunrient di Lit minimiz.us the Eriejcenc of

rbgloKrEathre viaul evenrs and ciranges Eat ttwe rece n ti:y been reported with

ktratDr-QmY and phObrcfraCtive ke raLLVAGrriy. User situ kentomibu3i5(LASIK),

Lie.scri:Ded by Slad.e', iisvo Eves u.sing a micmkf -..ra-.onie [L9 cum/GIL cormal flap. The carneol.

flap i Laid back and the laser ablation is appiicd La LIE corneal aroma one( than tht. corneal
surfarx_ AblaLlon with die ‹xcirrhsr L=3- pc=cm Bowrna.a. - s membrane no seduce surgical

1ritumn. CD CRC CO W-11 tis.s.tic, providing more cort&sicnt wound h.calen and more precr!col:Qe.

diOptlic eum..ction. The ablation. is acturats for the amount of cornea] Lists zwrioved and the

Irealinent siCe and iLs sureoliodin &Teri (op Coal znne) can N. varied. to provide in prjmni dropiric

corruction witn LiSRld ;Ablation_

LAS IK aan efreerively tre,..at both low and high degren. of myopia, hyperopia, and
astigmatism_ LASIK dce_s not dioropt ihet acturu. pOgrawrativc healing

ixottri rapid I y and rr_fractive 4.tabUiLy occurs as Early .s OM month in many patient:

A..necdool repot s of Yisual adverse eytmttz..n.ppuir to he rinnh lower dun rlose reported with

PRK and RIC Far tleg: rui..50m5, Qptab.almic surgeons an turning their atie -Lam tc LASIK
arL align-Rave Lo R K art' PR I,

13_ ?ICOR CLINICAL STUDIES

The investEgators (D -r. FEecberti, Nevyas..and Dr. Anita Nelyas -Wallact) tegani treating

patients with Usu. Etrastiorrial Kentortiletri;$ (LASIK) itt Janaary 19915_ ... 169 ai February

21, 1997, they have retforrnea. 147 LASIK ([1:""apill.13-01;CC11,1reS ill 70 pardcm.s. Seventeen of

the pginatq ware treated hw Dr_ Anita NinCe1S-WaL[Dee gins( 53 pnienu were treaied hy Dr.

Herbert Nevyas.

Informed consent was obt.;_ineci from all paticaL3 prior to the s .L.111viCal poi-y:01re. Fatienis were
co roldered for LASIK teacn.kent the y t le.7st. 18 yc-ars al u.r aru rum mom

than 64 years of age; ecricmily had a preoperative b  spczt.aclattorrecied a..c

(13 SCVA) o r 20:40 in the operated eye!, had a stable re-fraction with a refractive error

consisting of myopia botweem -0 , .0 and -25,01) licapEas with Of g.'ithAILEt 3-5.1igUllat3t11. Pat3CALS

CONFIDENTIAL
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had an cuntat or signifIcant previciug 1 -Listory:bfoculdr cond.Etkitts Q C oe.ltar

systemic disease. 11141 prchibitcd p, dent Ekim havia2 rt7Cractive...9urg..7r., and,
medievioris that ...valid inufect with posItiFklmitve heal:o.g, Paden is wh..c. had a

vi-5ua[gy IcElow cyc (2W:34) QC vmrse SC./ A) were als,a 1[214! LASIK
surgsry. 111e. {j _"t no2:;[earerati.ve visit 1 Day, 4 Da•,;, 2 Wil.tIcs, I i.`vIonak, 3

Months.. 6 '.'ylents .1.n.41 12 Months ;ILI- LA SK

4frica..7.y data !or eyef. in 53 paOuar.s mu consisted of myop ia iN iu )

wid14-).Ln mriErti. -403sTri and ha c. ag. u. 1 rilandi or 3 rnoiLd i pixcoperative e -AArni nation al-v.

suitimarimd Wow in Section. )3. data for ail. 147 prwohfrus are ciroviiii_ld in Se e Li ort

C. All mporozd [Lau. are. primary proc4c:dum, ar_j. for 27 eyes umted itt ihd. pait IhrEt.

11'1 0111.["4are r7CI1 iILC111.1112.d. in the our_carn ,z analysen siricc. they no. rt compte[r 9 ', mon LE

Primary procli.tre.:3 tOr 66 myopic. cyc.:3 in 53 p.211.c.nr3...v1:J1 or widicat astigmatism ?kg
rleated with LASH( and have at [w;1:, 1. a 1 Inc nth postopetatiive visit are
P1,...tc.nts ranged iri age fr.z...-rn 21. t f24 yr-rs at the Lirnc rtf LAS.11( surfi.e. -cy. All cyes had F..

,r3: CYA. or 2.0140 . oi in Lb:: cvcrated eye.. Dr- Fc.rbi c.s .atc.d air fif T.LK. Railcar:,

and Dr_ An i.La Nei.P.p.s-WaLlacc irc_aLed. 1T plain. S. The of pmepetative cr.yopia iar,a1.2d
1:i y. Dr_ 1-4.theci.Netry7d.s ranged bcove.en -0,75 and -11.25 diofgers with accompanyin

Tangi3g betwetn 0.:11 -and -4_25 ti.c.v.irxf.2.: Atha Nevyas-'4VallaCC treated

pteoperidgpo myopia ranging Fenn -2,0clii:ptus to - 1-0 iiiivt.c.rs with an atixgrTi.panyjne,

cylinder De [1.1a to I:75 diopWrs. Algorithm R usal to ireat myopia of ir.ss than -7.0

fliciptien; Alai:Tiara 1.71-3 wa.5 usod roc' myopia DI di.opterw, or kr tc r. The number

patieTris with low and high proof:el-at:tin alyapia ...hat have at a 1 month fall-Pm -up

• r0 su inraa.rized iri rabic 1 lycluw.

TABLV. R.2.-Lro cfPL-f].)pcfativs Myopia 2t,Zitigh-Ear.k.rn
._ . . 

i E' -Rs-t. tell'OTIA.

. . ,;:iiioptcm)1

DR. g17.R.TIERT NE -
i.11.3 - DP.,„,;113.: NrEry..s.3 Tfrr..A.L.

frt.1
.. . .. . 17...::,

' -0,7 5 1'23 -5.7 'C 23 .41E1.5

-7 .00 tr.) i4.00 17 51.5

TOTAL 50 1.(-.)a.o

CONFI DENTIAL
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1.0 STUDY 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 unaudited. Individual summaries of the study progress for NEV-97-001


and Substudy NEV-97-002 are provided below.


1.1 PROTOCOL NEV-97-002 LASIK for Myopia with or without


Astigmatism (-0.5 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. 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)-668-1509


C NUMBER OF SUBJECTS ENROLLED:


1. Number of Subjects Enrolled: 95 Subjects (Low Myopia < -7.0 D)


46 Subjects (High Myopia > -7.0 D)


10 Subjects (Pre-IDE Enhancements)


First Date of Enrollment: August 28, 1997


NUMBER OF DEVICES SHIPPED:


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


additional devices have been shipped or assembled.
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E. SUMMARY OF CLINICAL RESULTS


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


treatment is provided in Table 1.1.E-1 below.


Table 1.1.E-1: Accountability


1 Month 3 Months 6 Months 9 Months* 12 Months


Completed Visit 168 156 80 18 7


Missed Visit btak
Completed Later Visit


30 6 6 3 0


Discontinued 0 0 0 0 0


Not Eligible for
Interval


19 50 127 209 223


Missed Visit and No
Data at Any Later Visit


13 18 17 0 0


TOTAL EYES 230 230 230 230 230


Total Eligible For Visit 211 _ 180 103 21 7


% Accountability 93.8% I 89.9% 83.3% 100.0% 100.0%


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


Accountability was calculated using. the following. formula:


Completed Visit + Missed Visit but Completed Later Visit
% Accountability =


(Enrolled — Discontinued — Not Yet Eligible)


The accountability is based on data entered into the database as of October 1, 1998.


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


investigative site and entered into the database in preparation for analyzing and


submitting the data from this study for the PIMA. The declining accountability at 3


and 6 months is due to outstanding data and patients who are eligible for these


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


Refractive stability was analyzed for eyes that have manifest refractions at 1, 3, 6,


and/or 9 months as well as for those eyes that have sequential MRSE data at 1, 3,
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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


sequential MRS E 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 Eyes with Visit Data for the S ecified Interval


Change in MRSE 1 and 3 Months 3 and 6 Months 6 and 9
Months


1 rig•I % n/N % n/N %


< 1.00 D 120/127 I 94.5% 67/73 91.8% 13/15 86.7%


Mean Difference -0.201 I I -0.141 -0.667


Std. Dev. 0.687 I I 0.555 0.605


C.1. (for the mean) 0.121 I I 0.129 0.335


Table 1.1.E-3: Stability of MRSE for All Eves with Sequential Data at 1, 3 and 6 Months


1 and 3 Months 1 3 and 6 Months


n/N 1 % n/N 67Jo


< 1.00 D 52/59 88.1% 54/59 91.5%


Mean Difference -0.227 -0.137


Std. Dev. 0.651 0.541


C.I. (for the mean) 0.170 0.141


For those eyes that have sequential data at 1, 3, and 6 months, approximately 88%


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


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 eyes, the


eyes that did not achieve stability were all high myopes that were treated for myopic


astigmatism except for one eye in each group. These eyes all had an improvement
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in their refractions of 1.125 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


. tTeatment (no retreatments) are summarized in Attachment 1.1.E-I. The "N" that is


used 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 stability. 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 1-DA's LASIK guidance 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 Safety and Efficacy Criteria at 3 Months Postoperatively.


Parameter LASIK
Low Myopia


LASIK
High Myopia


Nevyas Excimer Laser
3 Months Postop


Percentage of eyes with UCVA of
20/40 or better if BSCVA 2020 or
better preoperatively*


85% 75% 87.1% Low Myopia
74.2% High Myopia


Percentage of eyes achieving
refractive predictability (attempted
versus achieved) that are within:


,-------
± 0.50 D .' 50% 30% 71.3% Low Myopia


37.1% High Myopia


± 1.00 D 75% 60% 85.1% Low Myopia
61.3% High Myopia


+ 2.00 D NA 90% 98.9% Low Myopia
82.3% High Myopia


Percentage of eyes losing more than 0.0% Low Myopia
2 lines of BSCVA < 5% < 5% 0.0% High Myopia


Percentage of eyes that have BSCVA .. 0.0% Low Myopia
worse than 20140 if BSCVA 20/20 or
better preoperatively


< 1% < 1% 0.0% High Myopia


*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. The percentage of


high myopia eyes that are within ± 0.50 D and ± L00 D of the attempted versus


achieved refractions is greater  than the proposed recommendations for high myopia.


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


recommendations but is expected to improve over time as are the number of high


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


F. PROTOCOL DEVIATIONS:


Patient accountability is provided in Table 11E-1 above. Outstanding follow-up visit


information is still being collected from the co-management doctors. No other


protocol deviations were reported.
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G. SUN/MARY 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 microkeratome 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, I report of a torn hinge, and 2


reports of an incomplete traverse of the microkeratome.


Table 1.1.G-1:'r-om lications Summary Table


COMPLICATION Ina-a-
operative
n/N (%)
N . 230


I 1 Month
n/N (%)
N= 168 ,


3 Months
n/N (%)
N= 156


6 Months
n/N (%)
N = 80


9 Months
n/N (%)
N= 18


12
Months
n/N (%)
N = 7


Corneal edema between I week and 1
month after the procedure


0 (0.0% i l 0 (0.0%) 0 (0.0%) 0 (0.0%) 0 (0.0%) 0 (0.0%)


Peripheral corneal epithelial defect at 1
month or later


0 (0.0%) 0 (0.0%) 0 (0.0%) 0 (0.0%) 0 (0.0%) 0 (0.0%)


Epithelium in interface 1 0 (0.0%) 0 (0.0%) 0 (0.0%) 0 (0.0%) 0 (0.0%) 0 (0.0%)


Foreign body sensation at 1 month or
later


0 (0.0%) 0 (0.0%) 0 (0.0%) 0 (0.0%) 0 (0.0%) 0 (0.0%)


Pain at 1 month or later 0 (0.0%) 0 (0.0%) 0 (0.0%) 0 (0.0%) 0 (0,0%) 0 (0.0%)


Ghost/double images in the operative 0
eve


(0.0%, 0 (0.0%) 0 (0.0%) 0 (0.0%) 0 (0.0%) 0 (0.0%)


Flap is not of the size and shape as
initially intended or microkeratome -


stopped in mid-cut


5 (2.2)% 0 (0.0%) 0 (0.0%) 0 (0.0%) 0 (0.0%) 0 (0.0%)


TOTAL 0 (0.0%) 0 (0.0%) 0 (0.0%) 0 (0_0%) 0 (0.0%)


N = number of eyes completing the postoperative visit
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Table 1.1.G-2: Adverse Events Summary Table


ADVERSE EVENT 1 Month
n/N (%)
N=I68


3 Months
n/N (%)
N=156


6 Months
n/N (%)
N= 80


9 Months
n/N (%)
N = 18


12 Months
n/N (%)


N.7


Corneal infiltrate or ulcer 0 (0_0%) 0 (0.0%) 0 (0.0%) 0 (0.0%) 0 (0.0%)


Any corneal epithelial defect involving. the
keratectomy site at >1 mo.


0 (0.0%) 0 (0.0%) 0 (0.0%) 0 (0.0%) 0 (0.0%)


Corneal edema at 1 month or later (specify
Clap or bed),


0 (0.0%) 0 (0.0%) 0 (0.0%) 0 (0.0%) 0 (0.0%)


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 (0.0%) 0 (0.0%) 0 (0.0%) 0 (0.0%) 0 (0.0%)


Melting of the flap 0 (0.0%) 0 (0.0%) 0 (0.0%) 0 (0.0%) 0 (0.0%)


Uncontrolled [OP with increase of >5 mm
Hg above baseline and any reading >25 mm
H2


0 (0.0%) 0 (0.0%) 0 (0.0%) 0 (0,0%) 0 (0.0%)


Last onset of haze beyond 6 months with
loss of 2 lines (10 letters) or more BSCVA


0 (0.0%) 0 (0.0%) 0 (0.0%) 0 (0.0%) 0 (0_0%)


Decrease in BSCVA of > 10 letters not due 0 • 0.0%)


to irregular astigmatism


0 (0.0%) 0 (0.0%) 0 (0.0%) 0 (0.0%)


Retinal detachment 0 (0.0%) 0 (0.0%) 0 (0.0%) 0 (0.0%) 0 (0.0%)


Retinal vascular accidents 0 (0.0%) 1 0 (0.0%) 0 (0.0%) 0 (0.0%) 0 (0.0%)


TOTAL 0 (0.0%) 1 0 (0.0%) 0 (0.0%) 0 (0.0%) 0 (0.0%)


N = number of eyes completing the postoperative visa
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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 Astigmatism)


B . STATUS: Not Started


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)-668-1509


D. NUMBER OF SUBJECTS EN-ROLLED:


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


1517







Supplement No. 13 -- Annual Report Page 1
IDE #G970088 (Nevyas Excirner Laser)
November 4, 1998


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 MIA APPROVAL


Target date for submission of the PMA is 1st 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.
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DE #G970088 (Nevyas Laser)
\l ovember 4, 1998 NEVYAS EXCIMER LASER


Tablei.1 E-1.1: Key Safety and Efficacy Variables for All Eyes Treated


Preoperative MRSE I Month 3 Months 6 Months 9 Months 12 Months


N 168 156 80 18 7


niN % nIN % till\I % niN % nIN %
, .


EFFICACY
VARIABLE'SES


10.11F‘i..:
i ,mp- ,
'4:5' .'


:;:, "ii.:
- ,4.


..'. •,
:, ft ... 4,';`.r


1 ' :
; - 


'''1,''.: ',''::


 - ' '' :


. -
',. i .,.:


i ':' ':
,


N.1'..:'"''.
;.ei .. '' ' ' •• _


l 
,: '


UCVA 20120 or better 55 32.7 53 34.0 24 30.0 6 33.3 2 28.6


UCV A 20/25 to 20/40 81 48.2 76 48.7 41 51.3 8 44.4 5 71.4


L1CVA 20/40 or better
(cumulative) 1 36 81•.0 1 29 82.7 65 81.3 1 4 77.8 7 1 00. ❑


M RSE, 4- 0.50 D 85 50.6 91 58.3 39 413.8 6 44.4 3 42.9


N1RSE i 1.001) 45 26.8 28 1 7.9 21 26.3 5 27.8 1 14.3


MRSE + 2.00 D 26 1 5.5 26 1 6.7 1 6 20.0 4 22.2 3 42.9


1:,yes Withou1


Monovision .


• •


'
11 Non-Mouuvision [t\1) 1 01 95 41 12 6


UCVA 20120 or hcttcr 40 39.6 41 43.2 1 7 41.5 5 41.7 2 _33.3


66.7UUVA 20/25 i n 20140 


11C.VA 20/40 or better


(cumillidive)


44 43.6 44 46.3 1 9 46.3 6 50.0 4


84 83.2 85 89.5 36 13 7.8


'


1 1 _ 91.7 6 1 00.0


SAFETY VARIABLES


, .


Loss of > 2 lines BSCVA 4 2.4 0 0.0 1 1.3 0 0.0 ❑ 0.0


BSCVA worse than


20/40 1 0.6 0 0. ❑ 0 0.0 0 0.0 0 0.0


I nrease > 2 D cylinder 2 1,2 0 0.0 ❑ 0.0 0 0.0 0 0.0 


BSCVA worse than
20125 if 20/20 or better
prep - 8 4.8


_7 7


I 	5 : : 3.2 2 2.5 , 3 t 6.7 0 0.0
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