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DEPAittiVIENT OP HEAIZEI 8ti ITO MAN SERVICES Public Health Service

Food and Drug Admlnistratit
9200 Corporate Boulevard
Rockville MD 20850

NOV 1 0 1999 ,
Herbert J. Nevyas, M.D.
Nevyas Eye Associates
Delaware Valley Laser Surgery Institute
333 City Line Avenue
Bala Cynwyd, PA 19004 •

•Re: 6970088/517
•Sullivan Exoimer Laser System (Nevyas Model)
Indications for Use: LASIK (Laser-Assisted In Situ Keratomileusis) to correct myopia of

4).5 to -15 Diopters (D) with up to -7 D of astigniatism for protocol NEV-97-001
Myopia; and, LASIK retreatment to correct myopia and myopic astigmatism of eyes
treated with this laser prior to IDE approval

Dated: October 8, 1999
Received: October 12, 1999
1-ICFA Category: A-2
Next Annual Report Due: August 7, 2000

Dear Dr. Nevyas:

The Food arid Drug Administration (FDA) has reviewed the annual progress report to your
investigational device exemptions (IDE) application and has determined that additional
infomlation is required. Please address the following questions and concerns:

1. Please separate IDE subjects from pre-IDE subjects in all of your tables, or report
only on IDE subjec6.

2. Please include an accountability table, .similar to the one presented by you in last
year's annual report, showing completed visits, missed visits, etc. for each visit time
for all eyes. You should account for all eyes treated in the IDE.

This information must be submitted to FDA within 45 days from the date of this letter. It should
be identified as an IDE supplement referencing the IDE number above, and must be submitted in
triplicate to:

IDE Document Mail Center (I-IFZ-401)
Center for Devices and Radiological Health
Food and Drug Administration
9200 Corporate Boulevard
Rockville, MD 20850

FDA 0 0034



Sincerely yours,

Page 2 - Herbert S. Nevyas, M.D,

If you do not provide this information within 45 days from the date of this letter, we may take
steps to propose withdrawal of approval of your IDE application.

If you have any questions, please contact Everette T. Beers, PhD. at (301) 594-2018,

A. Ralph Rosenthal, M.D.
Director
Division of Ophthalmic Devices
Office of Device Evaluation
Center for Devices and•Radidlogioal Health

FDA
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DEPARTMENT OP HEALTH t I-run/LAN SERVICES Public Health Service        

Food and Drug Administration
9200 Corporate Boulevard
Rockville MD 20850

JAN 3 0 2001

Herbert J. Nevyas, M.D.
Nevyas Eye Associates
Delaware Valley Laser Surgery Institute
333 City Line Avenue
Bala Cynwyd, PA 19004

Re: G970088
Sullivan Excimer Laser System (Nevyas Model)
Indications for Use: LASIK. (Laser-Assisted In Situ Keratomileusis) to correcfmyopia of

—0,5 to —15 Dipoters (D) with up to —7 D of astigmatism for protocol NEV-97-001
Myopia; and, LASH( retreatment to correct myopia and myopic astigmatism of eyes
treated with this laser prior to IDE approval

Dear Dr, Nevyas:

The Food and Drug Administration (FDA) granted approval of your investigational device
exemptions (IDE) application on August 7, 1997. As part of your responsibilities as sponsor of a
significant risk device investigation, you are required to submit a progress report to FDA and to
all reviewing institutional review boards (Ins) on at least a yearly basis. We have not received a
response to FDA's November 10, 1999 request for additional information regarding your August
1998 — August 1999 annual progress report (enclosed). In addition, please provide your annual
progress report for the year August 1999 — August 2000.

Please submit your response to FDA's November 10, 1999 letter and your year 2000 annual
progress report to FDA within 45 days from the date of this letter. The information should be
identified as an IDE supplement referencing the IDE number above, and must be submitted in
triplicate to:

IDE Document Mail Center (HFZ-401)
Center for Devices and Radiological Health
Food and Drug Administration
9200 Corporate Boulevard
Rockville, MD 20850

If you do not provide the requested information within 45 days from the date of this letter, we
may take steps to propose withdrawal of approval of your IDE application.

. FDA t Gos 
01



Page 2 — Herbert J, Nevyas, M.D.

If you have any questions, please contact Ms, Deborah Falls at (301) 594-2205,

Sincerely yours,

L(.1

A. Ralph Rosenthal, M.D.
Director
Division of Ophthalmic and Bar, Nose

and Throat Devices
Office of Device Evaluation
Center for Devices and Radiological Health

Enclosure
FDA's November 10, 1999 request for additional information regarding annual progress report
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APR 1 0 2001
Herbert], NeNryaS, M.D.
Nev as Eye Associates
Delaware Valley Laser Surgery Institute
333. City Line Avenue
Bala Cynwyd, PA 19004

Re: •970088/S18
Sullivan Excbner Laser System evyas Model)
Indications for Use: LASIK (Laser-Assisted In Situ Keratomileusis) to correct myopia of -0.5

to -15 Diopters (D) with up to -7 D of astigmatism for protocol NEV-97-001 Myopia;
and, LASIK rematment to correct myopia and myopic astigmatism of eyes treated with
this laser prior to IDE approval

Dated: March 14,, 2001
Received: March 16, 2001
Next Annual Report Due: August 7, 2001

Dear Dr, Nevyas:

The Food and Drug .Administration (FDA) has reviewed the annual progress report to your
investigational device exemptions (IDE) application and has determined that additional information
is required.

Please address the following questions/concerns, as well as provide the information requested in the
tables enclosed with this letter.

1. You have stated that, for the safety and efficacy analyses, the "N" used as the denominator
when calculating percentages was the actual number of patients completing each visit. The
"N" should be the number of eyes that completed the particular evaluation being analyzed at
that visit. For example, if a subject, who had bilateral treatment, was available for analysis at
the 1-month follow-up visit, but did not undergo manifest refraction, this subject's 2 eyes
would not be included in the "N" (or the "n", numerator of the percentage calculation) for
the BSCVA analysis. Please adjust the tables accordingly, if necessary.

2. The only protocol deviations reported were that "some" visits were completed outside the
visit windows. Visits falling outside the visit window should not be included in the analyses
at that particular visit, but should be analyzed separately. Please revise vour tables
accordingly including the accountability tables, *FDA- 

{) 0058
3, Please provide stability analyses and indicate the point of stability for each indication (see

enclosed tables).

,-,,a•r.ontapze of eves losing more than 2 lines of BSCVA. This should
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5, Please provide narratives for the reported adverse events/complications to further elaborate
these events and their outcomes.

6, Please provide a summary of contrast sensitivity results.

7. Please provide tables (similar to those requested for initial treatments) and narrative
summarizing the results of the IDE substudy of enhancements for 25 subjects/50 eyes that
had undergone treatment prior to implementation of the IDE, and of the data from
enhancements performed for eyes enrolled under . the IDE. Please provide separate analyses
for the first enhancement, second enhancement, etc,

8, With regard to your future PM.A. submission, you have indicated that only subjects treated
with the "new centration technique" will be included in the PMA, and that you have selected
the eyes treated between 2/19/98 and 11/22/99 as the cohort to support the safety and
effectiveness of the device, We would like to clarify that data from all subjects treated under
the IDE should be included in the PMA. The main PMA cohort on which the decision of
the safety and effectiveness of the device will mainly test may be limited to all eyes treated
with the new centration technique, but not to only those enrolled during a given period of
time, as you appear to have suggested. Data from all eyes treated prior to the adaptation of
the new centration technique may be analyzed separately from the main PMA cohort, but
must be submitted as supportive evidence.

This information must be submitted to FDA within 45 days from the date of this letter, It should
be identified as an IDE supplement referencing the IDE number above, and must be submitted in
triplicate to;

IDE Document Mail Center (HFZ-401)
Center for Devices and RadiologiCal Health
Food and Drug Administration
9200 Corporate Boulevard
Rockville, MD 20850

If you do not provide this information -within 45 days from the date of this letter, we may take steps
to propose withdrawal of approval of y our.IDE application,

FDA :ro ti Cu.



Page 3 - Herbert]. Nevyas, M.D.

If you have any questions, please contact Everette T. Beers, Ph.D. at (301) 594-2018,

Sincerely yours,

7/ WAD, 	14-1-

A. Ralph Rosenthal, ,D,
Director
Division of Oplathahnic and Ear, Nose and

Throat Devices
Office of Device Evaluation
Center . for Devices and Radiological Health

Enclosure
Data Tables - October 26, 1998 Version



Public Health Service

Food and Drug Adminiturado
8200 Corporate Batilevard,
Rockville MD 20E50

JUL 2 5 MI
Tier6ert j. Nevyas, MD,
Nevyas Eye Associates
Delaware Valley Laser Surgery Institute
333 City Line Avenu.e
Bala Cynwyd, PA 19004

Re: G9700 88/S20
.ETrirner Laser System (Navas Model)

Dated: June 21, 2001
Received: June 25, 2001
Next Annual Report Due: August 7, 2001

Dear Dr. Nevyas. :

The Food and Drug Administration A) has reviewed the supplement to your
in:vestigational device eiemptioris (rDE) application proposing two new clinical, protocols to
evaluate the spherical ablation algorithm. We regret to inform you that your supplement is
cli approved and you may not implement the change in your investigation. Our disapproval is
based on the following deficiencies which, unless otherwise specified, relate to both protocols:

1. You have stated that subjects will be evaluated preoperatively and I day, 1 week, and 1, 3,
and, 6 ntontbc post7LASIX., and that a final exam will be conducted at least 3 months after
the time when refractive stability is achieved. For new indications, where the time point
of stability is not established, we recommend 24 months of follow-up. We consider all .
indications using the new, spherical ablation algorithm 'to be new indications. Please
revise your protocol, case repda forms, and consent form accordingly, or justify not doing
so,. Please add evaluations for each study eye at 9, 18, and 24 months postoperatively
regardless of the individual sixbjects' postoperative •efractive stability. You may request to
modify your protocol if the preliminary data indicate earlier stability of the cohort, Please
note that the point of stability may differ fox different refractive indications, e.g., low
spherical myopia only high spherical myopia . anly, low myopia with, astigmatiszn, high
myopia with astigmatiSm, spherical hyperopia, and hyperopia -with astigmatism.

2. You have identified target values at the "xn,eaci time of stability" and .you have defin.ed
stability as two manifest refraction spherical equivalent (MassE) 'a-IA=11=a= taken at
two consecutive visits that are at least 2 to 3 months apart that are within 1.0 D of each
other'. The FDA normally evaluates target values at the point of stability defined as the
time point when 95% of the eyes have a change of < ID of MRSE between 2 refractions
performed at least 3 months apart. Please revise your protocol in order to be consistent
with the FDA's definitions,

FDA 0 008
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3, You have not provided in, your protocol the methodology for performing any of the
clinical evaluations, For each clinical evaluation, please specify the testing procedures
and instruments that will be used including the lighting conditions and charts you will
use to measure distance vision, and near vision, etc,

4, You have indicated that pupil size measurements will be p ' erformed an C13  tithing
conditions, "2 tro:' However, this is closer to photopie than mesOpic conditions
(4 0.11114 that are required. for appropriate inclusion of subjects in the study. Please
specify in your protocol how the pupil size measurement will be obtained, as requested
above, and revise the lighting conditions under which this mL-asure,raent will be
obtained to assure that the measurement will be performed under mesopic conditions,
We recommend dark adaptation for 10 minutes prior to the measurement arid the Use
of an infrared pupillorneter for consistency of the measurement.

5. Section 8.7 of each protocol, states that the manufacturer's recommended settings are
provided in Attachment D, and that the optical zone size (transition zone 7,5 nun or
9.0 nun) will be selected by the investigator in accordance with the manufacturer's
recommendations. Attachment ID '97a.5 not provided, however, and the Previous
statement implies that the optical zone size may be varied within each protocol. Please
provide the optical zone and corresponding transition zone sizes for each of the
indications - spherical myopia, myopic astigmatism, spherical hyperopia, and
hyperopic astigmatism. Please note that we do not recommend varying the optical
zone and transition zone according to an algorithm. However, if you rho= to utilize
varying optical zones, please provide adequnte, j-ustifiration and the algorithm for
determining zone size, In this case, you are reminded chat outcomes must be stratified
by optical zone and, possibly.. transition zone.

6, The refractive inclusion criteria for Protocol NE Y-01.-002 (Myopia/Myopic
Astigmatism) indicate that the uncorrected refractive error must consist 'of spherical
myopia (0.5 D to --16.0 ID) or myopic astigmatism (-0.50 D to -16.0 D Mi6E; cylinder
-0.5 30 to -6.0 D) for inclusion La the study, You also noted that the minimum
allowable cylinder treaxm.ent is -0.5 D and chat eyes with cylinder between 0.0I and
< 0.5 D may be enrolled ill the study, but the cylinder cannot be treated, The
refractive inclusion criteria for Protocol NEV-97-003 (Hyperopia/Hyperopic
Astigmatism) indicate that the uncorrected refractive error consists of spherical
hyperopia (+0,50 to +6.00D) or hyperopic ntigmatism (+0.50 to +6.00 1:1 YaSE;
cylinder +0.50 to +4.00 D) for inclusion in the study, You also noted that the
minim' um allowable cylinder treatnient is 0.5 D and that eyes with cylinder between

.0 D 'and < 0.5 D Kaa.7 be enrolled in the study, but the cylinder cannot be treated, It
has been FDA's experience that'there is more variabiliW in refractive outcomes with
lower corrections, Therefore, please justify the lower limits of your refractive
inclusion criteria by providing a scientific argument for why you think you will, be
able to accurately treat and measure the outcomes at the lower limits of the refractive
ranges you have chosen.. Otherwise, please use 0.75 D as your lower unit for sphere
and cylinders FDA 0 0067



Page 3 - Herbert Nevyis, M.,D,

7. Your protocol states that subje-ors must have a best spectacle corrected visual acniitY
(BSCVA) of at least 20/40 in each eye in order to be enrolled in the study. Please be
advised that while we End this criteria acceptable for subjects with high myopil
(>, 7 D MiRSE), in circler for subjects with low myopia (< 7 D MRSE) to be egolled,

we recommend a BSCVA of at least 20/25 in each eye. Please revise your protocol
ac.cordingly, or justify not doing so.

g, Please acid, an inclusion criterion for uncorrected visual acuity CUCVA), e_,g., UCV,A of
worse than 20/40,

9. Protocol NBV-01.002 (Myopia/Myopic Astigmatism) states that subjects must have a
stable manifest refraction cleaned as < 0.5D change in sphere or cylinder during the
year prior to the screening examination for inclusion  the study, Please revise your
protocol to indicate that this inclusion criterion applies to subjects with high myopia,
(�_, 7 D MRSE). Please add that subjects with low myopia (MRSE < 7 D) must have a
stable correction a 0,5 D) ; as determined by MKSE, for a minimum of 12 months
prior to surgery.

10. Similarly, Protocol NEV-97-003 (Hyperopia/Hyperopic Astigmatism) states that
subjects must have a stable manifest refraction defined as < 0,51) change iu sphere or
cylinder during the year prior to the screening examination for inclusion in the study.
Please revise your protocol to indicate that subjects must have a. stable correctiona 0.5,1)), as determined by MRSE, for a mini_mum.of 12 months prior to stirgeuT,

11. Section 7.2 of your protocol states that subjects wearing hard contact lenses must have
2 refractions and central K readings ilk= at least 1 week apart that "are within 0.5 D
for both sphere and cylinder before undergoing LASE.. Please revise this inclusion
criterion so that it applies not just to hard contact lens wearers, but all contact lens
wearers, and so 'chat it is Consistent with the revised inclusion criterion regarding
stability referked to above.

12. Your protocol states that subjects who have pupils (measured in dim illumination) that
are too large compared to the intended optic zone should be excluded from the study,
Please revise your protocol. to indicate that subjects with naesopic pupil measurements
> the planned optic zone should be excluded from the study.

13, Please add axial length measurement to the baseline eye examination.,

14. The postop Day 1 (1 to 3 days postop) and Week 1 (5 to 12 days postop) visit windows
you have proposed. are too long. We recommend the following visit windows - Day 1
(2.4-36 hours) a.nd Week 1 (5 -9 days). Please revise Appendix13 accordingly, or justify
not doing so.

15. Section 8.4, "Follow-Up Visits", is inconsistent with. AppendixA.: Study Flow Chart
arid the Notes for the Fr-ATn.kation'Schedule, For example, Section 8.4 of Protocol

„- FDA 0 0068



Page 4 - Iicxbert J Navyas, M.D.

NEV-01-002 (Myopia/Myopic Astigmatism) states that UCVA at near will be
performed at Month 3 and the Final Exam, However, the Study Plow Chart in
Appendix A indicates that TJCVA at near should only be performed at the screening
visit. As another example, Section 8.4 of Protocol NEV-97-003 (Hyperopia/Hyperopic
Astigmatism) stares that UCVA at near will be performed at Month 3 and the Final
Exam.. However, the Study Flow Chart in Appendix A indicates that LTCVA at near
should be performed at the screening visit and at Month 3, Please resolve all

• discrepancies between the rind in Section 8.4, the Study Flow Chart, and the footnotes
under Notes for the Examination. Schedule.

16. You have listed laze onset of haze beyond 6 mouths with loss of 2 lines (10 letters) or
more BSCVA as one adverse event, and haze beyond 6 months with loss of > 2 lines
of BSCVA as another adverse event. Please delete the first version of Phis haze adverse
event from your protocol.

17. You have listed a decrease in BSCVA of more than 10 letters not due TO irregular
astigmatism as shown by hard contact lens refraction, at 6 months or later as a possible
adverse event. You have also listed a decrease in. BSCVA of > 2 lines at 3 months or
later as another possible adverse event. Please delete the ern version of this decreased
BSCVA adverse event from. your protocol:

18. Please add a statement to your consent form indicating that there are lasers approved
for LASIK. for the treatment of myopia with and without 0,.-tigrnatism and hyperopia
with and without astigmatism.

19. As Part of the discussion of alternatives in your consent form, please discuss intra.
corneal, rings for the treatment of myopia and thermal keratoplasty for the treaMerIT

of hyperopia.

20, The VoluntatyParcicipatibn section. of the consent form states that the study doctor
can stop the subject's participation at any time lithe subject fails to follow directions
for participating in tile study, or if it is discoverecrthat the subject does not meet the
study requirements. Since this is a device investigation, non-compliance with the study
procedures is not an acceptable reason for the subject's discontinuation. In addition, if
it is discovered after  surgery that a subject did not meet the study requirements, a
protocol violation should be noted, but the subject should aQT be discontinued from
the study. Please revise the consent form to clarify these points.

21, The Conclusion section of the consent form sates, 'There is always a possibility of
one or more late complications that were not known or anticipated at the time of this
writing (1997)." It also states, "1..A.SIZ is investigational surgery and as siich, it has not
yet been completely and exhaustively studied by the FDA and medical researchers in
this country." Please update the consent form as necessary in keeping with current

, knowledge including the additions previously mexttioned.. Please revise the second
statement to improve its accuracy: LASIK is no longer investigational, it has never

FDA 0 006.9 .
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been studied by the FDA, and the FDA does not regulate LASE., only the devices
used for the procedure,

22. Question 8 Of the Informed Consent Quiz sums, "TRUE OF. FALSa., There is a good
chance that my eyes will regress to the refractive error as before the surgery," and the
C6rreat Answers and Explanation states, ".FALSE There is practically no chance that
your vision will regress completely." Since this is the subject of your IDE study , please
remove this question from 'your wnsent form.

23, Please submit the intra-operative/clay of surgery case report form for review'.

24. Please be advised that until preliminary safety, efEcac7, and stability are demonstrated
in a sufficient number of eyes, we cannot allow fellow eye treatment or re-treatment.
In addition,. subject enrollment should occur in stages in an IDE study for a new
technology, new refractive laser device, or 'a stew indication. FDA will evaluate the
subject data from each stage prior to expansion of the study. You may request a
protocol modification to include fellow eye treatment, re-treatment, and an increase in
the number of subjects by submitting data demonstrating satisfactory stability, safety
and efficacy. Please revise your protocol and informed consent document accordingly.
We recommend for the early subjects to be contact-lens tolerant in the fellow eye.
These subjects should be advised that six or more months may elapse before fellow-eye
treatment is allowed-

25. Please confirm that subjects with mixed astigmatism will not be enrolled into either
protocol.

26. Please verify that there will only be 2 investigators involved in: this study.

27. Please provide your agreeinent that arco-managing doctors that collect data on the
study subjects will be considered sub-investigators, and, therefore, they will, need to
follow the same SOP's under the protocol and sign the investigator's agreement prior
to their participation in the study;

28. There are discrepancies in the way you refer to the protocols throughout the
submission. For example, in the IntroduCtion you refer to the new protocols as NEV-
97.002 (iviyopiaNyopic ..stigmatism.) and NEV-97-003 (Hyperopia/I-lyperopic
Astigmatism). However, the myopia protocol itself has been labeled with the protocol
number NEV-.01-002. To avoid confusion., please make all necessary revisions in any
future submission to correct such r1C.4crepaticies:

Please respond to the following engineering cdnberns:

29, In Section 2.2 (Page 8-9); the total cumulative number of pulses (shown in Figure. 2.2-1)
for each area in a. selected 1.33 mm zone does not match your narrative. Based on your
description, the pulses are delivered to a diamond shaped area (not a slot area), It

FDA 0 0070
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appears that area of scp.re 8 receives the total 4 pulses at each axis; area 7 krceives 3 (4
1) pulses; area 6 receives 2 (4 -1) pulses; and area 5 receives 1 (4 3) pulse. however, in
Figure 22-1, you marked that areas (8 - 5) along the axis 0 0 receive all of 4 pulses at axis
of 0° and areas (8 - 5) along the axis 90° receive al of 4 pulses at axis of 90'. Please
explain this discrepancy,

31, With respect to the proBles of your ablated PIN /JA samples:

a, The PIVEVIA• ablations far the spherical myopia (Fig 1-3), a.ppear • to have a "Bump"
in the bottom. Please explain. the causes and discuss the potential impact of this
"hump" on safety and efLectiveness. In. addition, your PMNLA. ablation curves did
not include theoretical carves, Please provide plots of PMMA ablations versus the
theoretical curves.

6. The PlvilVIA, ablations for tile astigmatism (Fig 7-15) appear to be notably
asymmetric. In particular, the asymmetry seems to be about 25% of the ablation
depth in the maximal astigmatism as 'shown in Fig 9. —A Iso, since you stated that (in
Table 3-2) the signal to noise ratio was too low to obtain meaningful. data at —0.5 ID
cylin der, you should improve the quality of the laser beam to enhance the signal to
noise ratio. This might improve the quality of Your astigmatic ablations, After
improving the quality of your laser beam, please provide PMMA ablations for the
astigmatism profiles to include sections through both axes, and plot these ablations
versus the theoretical curves.

32. With respect to the software, please provide the following information:

a. Software Description: description and flowchart of the software lifecycle of the
. device, a flow diagram and narrative about the function of the software and about

how the software interacts with the hardware.

b. Soft ware Requirements Specifications (SRS): the Software Requirements
Specification document, which clearly documented their functional, performance,
interface, design and development requirements.

c. Validation (including verification and testing): an acceptable description of the
systematic process of life cycle activities, including analysis,,.evaluation, assurance
and 'testing of the software, grid supporting documentation. This included a
description of the activities and protocols at the unit, integration and system level,
including pass/fail criteria, test reports, summaries and teats results.

d.„ Certification: if the software design, development and nas;ot ,narie, system have
been certified to an international or national staurlard, specify to which standard ,
and provide the name of the organization that performed the'certification:

FDA 0 --0071.
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e. Roirisio Level History; the revision history log, documenting all major changes to
the softw during its cle-v:elopment cycle and a description of the versiOn numbers
and dates,

The deficiencies identified above represent the issues that we believe need to be resolved
before your IDE application can be approved. In developing the deRciandes, we carefully
considered the relevant statutory criteria far Agency dedsion-rt g as well as the burden
that may be incurred in your attenipt to respond to the deficiencies. We believe that we have
considered the least burdensome approach to resolving these issues. If, however, you believe
that information is being requested that is not relevant to the regulatory decision or that there
is a less burdensome way to resolve the issues, you should fallow the procedures outlined in
the "A Suggested Approach to Resolving Least Burdensome Issue? document, It is available
on our Center, webpage at: http://m.fda, iltnodact/leastburdensome,html

If you submit information correcting the deficiencies, FDA will reevaluate the proposed
chan ge in the investigational plan, Please submit revised versions of the protocols, consent
form, and any revised case report forms indicating deletions with sttikethroughs and additions
with underlines.

. This informatio.n should be identified as an IDE supplement referencing the IDE number,
above, and must be submitted in triplicate to: °

IDE Document Mall Center (TPZ-401)
Center for. Devices and Radiological Health
Food and Drug A.cinairas" tration
9200 Corporate Boulevard
Rockville, .MD 20850

Alternatively, You may request a regulatory hearing regarding the disapproval,of yottr IDE
supplement. The enclosure "Procedures to Request a Regulatory Hearing" describes ho-vir
sub talc such a request. The procedures governing a regulatory hearing are described in the
regulations at 21 CFR Part 16.

Please take into consideration the following issues related to any future PMA submissions
when revising your protocol:

33, The protocol indicates that the subject questionnaire will be administered 3 and 6
months postoperatively 'and at the final exam with optional administration at the other
visits, Please be advised that subject questionnaire data are expected at the point of
stability. 'iVe,recornmend you remove the. option for administration of the
questionnaire "at other visits" and consider adding rhis as a mandatory evaluation to
other follow-up visits, if there is the possibility that the cohort (or a subgroup) may
reach stability after 6 months,

FDA 0 0072
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34. Please be advised that for possible future pre-rnarket approval, although 300 eyes total
axe needed to support overall :day, data from approximately 125 eyes are needed to
support each indication for which approval is being sunlit. Therefore, if yott intend
co seek approval. for each indication you have proposed in the subrni.qqion, you will
neod data from 1125 eyes in each. of the following groups - the low spherical myopia
only group, the high spherical myopia only group, the low rrryopi.a with astipaatism
group, the high. myopia with astigmatism group, the spherical hyperopi.a, only group,
an d the hyperopia -with astigrna -cism group,

35. Please be aware that if a subj ect; moves and is therefore, no longer follOwed in the
study, the subject is considered lost-to-follow-up for purposes of reporting
accori ntabilit7.

If you have any questions., please contact Alfred Montgomery DVM at (301) 594-2080,

Sincerely yours

Ral.ph Rosenthal,
Director
Division of Ophthalmic and Ear,

Nose and Throat Devices
Office of.Device E-raluation
Center for Devices and

Radiological Health.

, Enclosure
(1) Procedures to Request a Regulatory Hearing

FDA 0 0 0 73



DEPARTIVLak1T OP PIEMpit Ea, 111. WAN SERVICES Public Health Service

Food and Drug AdminIstratIol
• 9290 Corporate Boulevard

Rockville MD 20850

Herbert j, Nevyas, M.D.
Delaware Valley Laser Surgery Institute
33.3 City Line Avenue
Bala Cynwyd, PA 19004

AUG 1 6 2001

Re: G970088/522
Nevyas Excimer Laser .

Dated: July 20, 2001
Received: July 23 ; 2001
Annual Report Due: August 7, 2001 (overdue)

Dear Dr. Nevyas:

The Food and Drug Administration (FDA) has reviewed the supplement to your
investigational device exemptions (IDH) application proposing the validation for Appollo
Software. We regret to inform you thit your supplement is disapproved and you may not
implement the change in your investigation. Our disapproval is based on the following
deficiencies:

1. An important function of the software in the device is to control the beam delivery
hardware (iris size, slot movement, synchronizing iris/slot with laser pulses, etc,) in
the creation of an ablation pattern_ This area, however, is not discussed at all in the
Software Requirement Specifications document. Please provide a step-by-step
description, from the very first pulse to the last pulse, of how the ablation patfern(s) to
be used in this study is(are) to be created by the'device, This description should
include specific values for the starting size for the iris, starting position for slot, the
amount to incremental change for iris or slot, etc.

2. The provided Hazard Analysis and Test Data appear to be limited to the user interface
function of the software. Given ail the functions of the software, please identify those
that are either safety critical or safety-related (see the Checklist .of Information
Usually Submitted in an IDE for Refractive *Surgery Lasers, section 3.4.1,3 D,
available•at http://www.fda.gov/edrh/ode/2093.html), and discuss how those safety
functions were validated.

3, The Revision History Log is only up to version 3.22. Please update it to include all
revisions up to version 3.66, which appears to be the latest version for the software.
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4. The software allows the user to set 10 preferences such as fluence count & size;
nitrogen. on/off dolay(s); laser frequency; wipe alert options, etc., and for manual

wperture doors and angle, and s6lection of iris size. Please specify
Whx,h, among the sciectable options in software, are selected for the study,

5. ne naming convention for the software is confusing and inconsistent with the typical
software practice. Typically, the higher software version would include everything in
the lower version, as well as some additional features. Therefore, if Apollo version
3.66 were installed in the machine, there should be no need to install Apollo version
3,5. If 3.5 and 3.66 contain two distinct and separate routines, then different names
should be given to them and their versions should each be 1.0.

The deficiencies identified above represent the issues that we believe need to be resolved
before your IDE application can be approved. In developing the deficiencies, we carefully
considered:the relevant statutory criteria for Agency decision-making as well as the burden
that may be incurred in you attempt to respond to the deficiencies. We believe that we have
considered the least burdensome approach to resolving these issues. If, however, you believe
that info'rznation is being requested that is not relevant to the regulatory decision or that there
is a less burdensome 'sky to resolve the iss. nes, you should follow the procedures outlined in
the "A Suggested Approach to Resolving Least Burdensome Issues' document. It is available
on our Center webpage at: htt,://www.fda. • o-vicdridulodact/leastburderisorne.html

If you submit information correcting the deficiencies, FDA will reevaluate the proposed
change in the investigational plan. This information should be identified as an IDE
supplement referencing the IDE number above, and must be submitted in. triplicate to:

IDE Document Mail Center (HFZ-401)
Center for Devices and Radiological Health
FOod and Drug Administration
9200 Corporate Boulevard
Rockville, MD 20850

Alternatively, you may request a regulatory hearing regarding the disapproval of your IDE
supplement. The enclosure "Procedures to Request a Regulatory Hearing" describes how to
submit such a request. The procedures governing a regulatory hearing are described in the
regulations at 21 CFR Part 16,,
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Tf you have any questions, please contact Alfred Montgomery, DVN'I at (301) 594-2080.

Sincerely yours,

w.A.. Ralph Rosenthal, M.D.
Director
Division of Ophthalmic and Ear,

Nose and Throat Devices
Office of Device Evaluation
Center for Devices and

Radiological Health

Enclosure:
Procedures to Request a Regulatory Hearing
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Food.and Drug Administration.
5200 Corporate Boulevard
Rockville MD 20850,

APR .r4.5 2002

Herbert J, Nevyas,
•Nevyas Bye ASsociates

Delaware Valley Laser Surgery Institute
333 City Line Avenue.
Bala Cynwyd, PA 19004

Re: 0970088/S25
Sullivan Excimer Laser System (Nevyas Model)
Indications for Use: LASIK (Laser-AssistedIn Situ Keratomileusis) to correct myopia. of

-0.5 to -15 Diopters (D) with up to -7 D of astigmatism for protocol NEV -97-001
Myopia; and, LASIK. retreatmerit to correct myopia and myopic astigmatism of eyes
treated with this lase4rior to IDE.approval .

Dated: March26, 2002
Received: March 27, 2002
Next Annual Report Due: 'August 7, 2002

Dear Dr. Nevyas: l•

The Food and Drug Administration (FDA) has reviewed the additional information for your•
annual progress report to your investigational device exemptions (IDE) application and has
determined that additional information_ is required.,

Please address the following questions and concerns with regard to this submission:

1. You must stillprovide responses to deficiencies 1, 2, 3, and 5 froth our letter of February 6,
2002.

You did not provide the requested information in yoUr response to deficiency 4.

a. For the eye with the central, corneal infiltrate noted at the 1,month visit, please report the
eye's preoperative BSC -VA, how the infiltrate was managed (i.e., cultures, antibiotics
administered, etc,), when the infiltrate resolved; and the final BS CVA.

b. In addition, you stated, "The observation was omitted from the 2001 Annual Report .

because the adverse event listing is ',corneal infiltrate or ulcer at .1 month or later' and the
observation actually occurred earlier than 1 month postoperatively (although the infiltrate
was noted at the 1-month visit, 25 days postoperatively)." We would like to point out
that the FDA interprets "1 month or later" to mean within the.1-month visit window or
later. This is true as well for all other time point references made in the protocol. Please
keep this in mind when preparing all other future submissions to the FDA.
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3. Although you have reported the number of eyes with unintended over-corrections > 2 D at
each time point starting at 3 months in response to deficiency 6, it is not clear whether these
reports represent different eyes at each visit or whether some of the reports are for the same
eye. Please clarify.

. 4. In response to deficiency 8, you have indicated how you will verify your current
accountability for visits that have already past. After your internal audit is complete and you
have more insight as to the reasons for any problems with accountability, please directly
address the original issue outlined in previous deficiency 8: please describe how you intend to
improve subject follow-up and data reporting during the rest of the course of your IDE study.

Please note: In response to a question you asked previously by telephone, eyes that have been
enhanced are considered discontinued at the point of enhancement (retreatment). These are then
treated the same as the monovision subjects; that is, they are accounted for and analyzed
separately, You should not enter subjects into the study that you know you are going to
undercorrect or enhance.

This information must be submitted to FDA within 45 days from the date of this letter, It should
be identified as an IDE supplement referencing the IDE number above, and must be submitted in
triplicate to;

IDE Document Mail Center (HFZ-401)
Center for Devices and Radiological Health
Food and Drug Administration
9200 Corporate Boulevard
Rockville, MD 20850

If you do not provide this information within 45 days from the date of this letter, we may take
steps to propose withdrawal of approval of your IDE application.

If you have any questions, please contact Everette T. Beers, Ph.D. at (301) 594-2018.

Sincerely yours,

A. Ralph Rosenthal, M.D.
Director
Division of Ophthalmic and Ear, Nose and

Throat Devices
Office of Device Evaluation
Center for Devices and Radiological Health
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Morris Waxier, Ph.D.
Food and Drug Administration
Center for Devices and Radiological Health
Office of Device Evaluation
Document Mail Center (HFZ401)
9200 Corporate Blvd.
Rockville, MD 20850

IDE: G970088

To Dr. Waxier:

On July 28, 1997, FDArequested additional information regarding my investigational
device exemption (IDE) application for a Sullivan excimer laser system (which I refer
to in my IDE application as Nevyas Excimer Laser and hereafter refer to as "the laser")
for use in refractive eye surgery. This letter responds to FDA's request for additional
information.

Since the close of business on July 28, 1997, neither I nor anyone else has used the
laser. I certify that, unless and until FDA approves the IDE application for that device,
neither I nor anyone else will use the laser to treat patients. I have notified all of my
employees, as well as anyone with access to the laser, that the laser may not and will
not be used until there is an approved IDE in effect for that laser.

I declare that to the best of my knowledge the foregoing is true and correct.

Executed on I1 6" 1997.

FDA r cos3
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Food and Drug AdmIntstration
9200 Corporate Boulevard

. Rockville Mb 20850 • '
. .

Herbert..!, Nevyas, 
Nevyas Eye Associates
Delaware Valley Laser Surgery Institute
333 City .Line Avenue •
Bala Cynwyd, PA 19004

G970088/S24 .
•

StillivanExcimer Laser System (Nevyas Model)
Indications for Use: LASIK (Laser-Assisted In Situ keraton usis) to correct myopia: of
• -0,5 to -15 Diopters' (D) with up to :-7 p of astigmatism for protocol . NEV-97,001.

Myopia; and, LASIK retreatmerit to cor•eetmyopia and myopic astigmatism of eyes
•treated with thiS laser prior to IDE approval

Dated: , January 5, 2002.
Received: January 8, 2002 • .
Next Annual Report Due: August 7, 2002:

Dear Dr. Nevyas:

The Food and Drug.AdministratiOn (FDA) has reviewed the annual progress report to your
investigational device exemptions (IDE) application and has determined that additional .
information is required.

Please address the following questions and concerns with regard to this submission,.which also .

applied to the previous, delinquent, annual report as outlined in FDA's letter of April 10, 2001,
and for Which we never received a response: • /

f.
1. ' Whenreporting protocol deviations, you indicated that some subjects had study visits that

were late, For.each time point, please clarify how many eyes had visits that fell outside of the
viSit.window. PleaSe clarify how far outside of the visit window each of these visits fell.
Visits falling outside the.visit window should not be included in the analyses at that particular
visit, but should be analyzed separately. Please revise your tables accordingly including the
accountability tables, .

For each eye that experienced a loss of 2 or more lines of BSCVA at 6 months Or later
postoperatively and for each eye that had BSCVA worse than 20/40 at 6 months or later,
please provide a dataline listing and an explanation for the vision loss or vision, Please
inclUde a narrative, for each ease discussing any other visual or non-visual symptoms, the
managernent, and the outcome. Please grOup this information according to the 4 indications ;
for treatment in this protocol,

• TPA
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'3. Please provide nail' atives to further elaborate:.on each case reported as a complication,
including the management and outcome, for eyes not inchided_in. the narratives above. Please
group this information according to the • 4 indications for treatment.

4. The adverse event previously reported in the last annual report; 1 case of a 'corneal infiltrate •
or ulcer at '1, month postoperatively, 'was not included in the tabulation of adverse events in • -
this report. • Please elaborate On•this. advers'e event including the subject's preoperative visual
status, management, and outcome: •

5. Please provide tables (similar to those reqUested for initial treatments) and narrative •
summarizing the results of the IDE substudy of 'enhancements for 25 subjects/50 . eyes that
had undergone treatment prior to inapletnentation of the IDE, and of the data fron1
enhancements performed for eyes enrolled under the.IDE.. Please provide separate analyses
for the first enhancement, second enhanceinent, etc, •

•..
,Please address the following additional deficiencies related to the annual .report:

• •
6. Please report the rate of unintended overcorrections> 2 D at 3 months o•later, a key safety -

variable.

Although'page 38 of this annual report indicateS that 188;eyes were 'enrolled in the contrast
sensitivity substudy, Substudy NEV-98-002, page 4 : states that a total of 184 eyes of 113
subjects have been enrolled in this substudy 92 low myopia subject and 21 high myopia
subjects. Please resolve this apparent discrepancy. •

•
8, Accountability is extremely poor. Please describe how you intend to improve accountability

by assuring proper follow-up of subjects according .to your prOtpcol during your ongoing IDE
• study. Please be advised that aside from being a serious PMA Concern, continued, improper 

follow-up of subjects may be reason for v,./ithdrawal of approval of an IDE study by-the FDA.'

9. You indicated to FDA, 'through your Consultant Dr. Pant, that you are no longer enrolling •
subjects, Ho'wever; it•appears that you enrolled subject• up to at least December 19, 2001. •
As You have been advised 'previously, You are required to submit monthly- accountability
reports for each subject treated; these reports should include the investigator, the patient
identifier, the eye treated, the date treated and the treatment performed.

- a. Please provide these monthly reports beginning with patients treated in January, 2002, 4,1
b.• The last monthly report we have on file is for January 1998, Please provide an / ffis19/

,accountability tai e or a eyes reate•since anuary 20, 1998, in the format
described in a., above, •

c. If you have ceased enrollment, please submit a request to FDA to cease enrollment. If
this is the case, you still need to provide the information requested in b.' above up to
the date of cessation of enrollment, •

FDA
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You should also give serious consideration to the following items which are considered
important for the analysis of your data for the purposes of determining safety and effectiveness
for a future PMA application, .

I Please note that, based on the stability analyses yotrhave provided in this submission, we do
not agree that the time point of stability is a -0.2 months pOstopera.tively. as you. have
indicated, and, in fact, may be earlier for some of the indications, However:the eyes treated )

for high myopic astigmatism (high astigmatic group) appear to remain unstable throughout
; c

i
the follow-up period:, If PMA approval were requested for all of these indications in one, •
submission, a decision regardingapproval would be sig,nificaritly affected by the inability to
confirm stability at the same time point for each of the indications under consideration.'

. As previouSly stated in FDA's letter of April. 10, 2001, you have 'indicated that only subjects .

treated with the "new centration technique" will be included in the PMA, and that you have
selected the eyes treated between 2/19198 and 11/22/99 as the cohort to support the safety and
effectiveness of the device, We would like to clarify that data Roman  subjects treated under 
the IDE should be included in the PMA ., The main .PMA cohort on . vVhich the decision of the .
sa e and effectiveness o. the evice will mainly rest may be limited to all eyes treated with
the new centration technique, but not to only those enrolled during a given period of time, as

,you. appear to have . suggested; Data from all eyes treated prior to the agitation  of the new
centratiorutesdiniq a be analyzed separately' e main PMA cohort, but must be
submitted-as n • r I ice.

, As indicated above, your follow-up accountability is very low, Seventy-five to 80% of total
eyes treated should have reached the point of stability' and, of those, about 80% shmild have
been seen and accounted for at the stability time point.

• .
This. information must be submitted to FDA -Within. 4:5 days from the date of this letter. It should •

' be identified as an IDE supplement referencing the IDE number above, and must be submitted in .

triplicate to:

IDE Document Mail Center (HF1401)
Center for Devices and Radiologibal Health
Food and Drug Administration
9200 Corporate Boulevard
Rockville, MD . 20850

..4
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If you do, not provide this information within 45 days from the date of this letter, we may take
steps to propose withdrawal of approval of your IDE appliCation:

. . .
If you have any questions, please contact Everette T. Beers, Ph.D. at (301) 594 .-2018;

L A. Ralph osenfhal, M.D..
Director
Division of Ophthalinic and .Ear, Nose and

Throat Devices
Office of Device Evaluation
Center for Devices and Radiological Health

0
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7Sincerely, . t .7

k r. ..,In Oxinst n utl P A n onna

❑ Central Square
2465 Grant Avenue

❑ Two Bala Plaza
333 East City Avenue

❑ 20th Floor
1930 Chestnut Street
PhilnrInInlnin PA •MI

❑ 100I-E Lincoln Drive West
Greentree Executive Campus

Nevyas Eye Associates Delaware Valley Laser Surgery Insititute
Ambulatory Surgery Center

Delaware Valley Laser Surgery Institute
Institutional Review Board •
2 Bala Plaza
Bala-Cynwyd, Pa. 19004

Dr. Herbert NevyaS
2 Bala Plaza
Bala-Cynwyd, Pa, 19004

Dear Dr. Nevyas,

On June 17, 1996 the Institutional Review Board of the Delaware
Valley Laser Surgery Institute met and reviewed the following protocols
submitted for Laser Assisted Intrastromal Keratomileusis:

myopia -1,00 to ,-24,00 without astigmatism and no previous eye
surgery

The protocol was approved and is to be implemented as stated in the
protocol itself. The protocol will expire on June 17, 1997 at which
time it can be submitted for re-approval.

Chairman,
Delaware Valley Laser Surgery Institute
Institutional Review Board

i:rbert J. Nevyas, M.D.
a'taract, Refractive, and

,iirneal Surgery

Dann Y. Nevyas, MD,
'aiarael & Glaucoma Suaicry
ul Therapy

.nits Nevyns-Wallnce, M.D.
Varnel, Refractive, and

? meal Surgery

a B. Wallace, M.D.
)1olialmic Manic &
eanslroctive Surgery

lwru:d A. Deglin, M.D.
41fil Disease &Sorge)) ,

Stein, M.D.
mcoma, Retinal Moose,
&col & Surgical Ophthalmology

in M, DeVaro, M.D.
tharic Ophthalmology
Par Motility &
.rq-Oolultalmology



Nevyas Eye Associates / Delaware Valley Laser Surgeiy Institute
/ Ambulatory Surgery Cantor

Delaware Valley Laser Surgery Institute
Institutional Review Board
2 Bala Plaza
Bala-Cynwyd, Pa. 19004

Dr, Herbert Nevyas
2 Bala Plaza
Bala-Cynwyd, Pa, 19004

Dear Dr, Nevyas,

On July 12, 1996 the Institutional Review Board of the Delaware
Valley Laser Surgery Institute met and reviewed the following protocols
submitted for Laser Assisted Intrastromal Keratomileusis:

1.Hyperopia +0,75 diopter to +10,00diopters with less than -1,00
diopters of astigmatism

2. Astigmatism -1.00 diopters to -12,00 diopters

3, Astigmatism -1,00 diopters to -12,00 diopters, history of previous
eye surgery

4, myopia -1.00 diopters to -24,00 diopters with less than -1.00 diopter
astigmatism , history of previous eye surgery

The protocol was approved and is to be implemented as stated in the
protocol itself. The protocol will expire on July 12, 1997 at which
time it can be submitted for re-approval,

Sincerely,

Chairman,
Delaware Valley Laser Surgery Institute
Institutional Review Board

0 0 0 002

❑ Two Bala Plaza
333 East City Avenue
Pabst C1vnwwl. PA 19004

❑ 20th Floor
1930 Chestnut Street
Philadelphia. PA 19103

❑ Central Square
2465 Grant Avenue
PhilnrIPIrthin UA int1 .1

Q 1001-E Lincoln Drive West
Greentree Executive Campus

Herbert J, Nevyas, M.D.
Cataract, Refractive, and
Cortical Surgery

Joann Y, Nevyas, M.D.
Cataract & Glaucoma Surgery
and Therapy

Anita Nevyas-Wallace, M.D,
Cataract, Refractive, and
Corneal Surged).

Ira B. Wallace, M.D.
Ophthalmic Plastic &
Reconstructive Surgery

Edward A, Deglin, M.D.
1,"”eo-retinal Disease & Surgery

...tell E. Stein, M.D.
Glaucoma, Retinal Disease,
Medical & Surgical Ophthalmology

John M. DeVaro, M.D.
Pediatric Ophthalmology
Ocular Motility &
Nettro-Ophiltalmology


