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Foreword

ISO (the International Organization for Standardization) is a worldwide federation of national standards bodies (ISO
member bodies). The work of preparing International Standards is normally carried out through ISO technical
committees. Each member body interested in a subject for which a technical committee has been established has
the right to be represented on that committee. International organizations, governmental and non-governmental, in

liaison with
Commissio

Internationd

Draft Intern
Publication

Attention is
patent right

Internationg
instruments

ISO 11979
— Part1:
— Part 2:
— Part3:
— Part 4:
— Part5:
— Part6:
— Part7:

— Part 8:

Annex A folms a nemnative part of this part of ISO 11979. Annexes B, C and D are for information only.

SO, also take part n the work. 1SO collaborates closely with the Internatonal Elecirq
n (IEC) on all matters of electrotechnical standardization.

| Standards are drafted in accordance with the rules given in the ISO/IEC Directives, Part’3.

htional Standards adopted by the technical committees are circulated to the member bodies f
as an International Standard requires approval by at least 75 % of the member. bodies casting

drawn to the possibility that some of the elements of this part of ISO.11979 may be the g
5. ISO shall not be held responsible for identifying any or all such patent-rights.

| Standard ISO 11979-7 was prepared by Technical Committee ISO/TC 172, Optics an
, Subcommittee SC 7, Ophthalmic optics and instruments.

\Vocabulary

Optical properties and test methods
Mechanical properties and test methods
Labelling and information
Biocompatibility

Shelf-life and transport-stability

Clinical investigations

Fundamentalequirements

consists of the following parts, under the general title Ophthalmic implants — Intraocular lenseg:

technical

br voting.
B vVote.

ubject of

d optical
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Introduction

This part of ISO 11979 provides fundamental requirements of a general nature for intraocular lenses. It refers to
other standards applicable to intraocular lenses for specific methods and requirements.

It always was and still is the intention of Technical Committees ISO/TC 172/SC 7 and CEN/TC 170 to prepare
identical [TSO and CEN (European Committee for Standardization) standards on infraocular lense§. However,
during the preparation of this part of 1ISO 11979, problems were encountered with normative references to the
existing SO 14155 and EN 540 horizontal standards on clinical investigation of medical devicegs; \which are similar
but not identical.

ISO and| CEN principles concerning normative references made it impossible to continue the prgparation of
identical International and European Standards on the clinical investigation of intraocular lenses. As g result, two
different |standards series have had to be prepared. It is the intention of ISO/TC 172/SC 7 and CEN/TC 170 to
revise thpse standards with the goal to end up with identical ones as soon as-identical ISO and CEN horizontal
standards become available.

© ISO 2001 — All rights reserved \
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Ophthalmic implants — Intraocular lenses —

Part 7:
Clinical investigations

1 Scdg

This part
chamber

NOTE
claims in

2 Nor
The follo
this part
do not a
possibilit
referencq
registers
ISO 1414
ISO 1197

ISO 1197

3 Ter

For the ¢
together

pe

of ISO 11979 specifies particular requirements for clinical investigation protocols for posterior
monofocal intraocular lenses (IOLs) for the correction of aphakia.

Any other type of IOL not directly covered by ISO 11979 and any IOL for which the sponsor wishes
hddition to those defined in ISO 11979 may be clinically evaluated by reference to ISO 14155.

mative references

ving normative documents contain provisions which, through reference in this text, constitute g

Df ISO 11979. For dated references, subsequent amendments to, or revisions of, any of these

bply. However, parties to agreements based on-this part of ISO 11979 are encouraged to inv
of applying the most recent editions of\the normative documents indicated below. H

s, the latest edition of the normative document referred to applies. Members of ISO and IE

of currently valid International Standards.

5: 1996, Clinical investigation of niedical devices.

9-1:1999, Ophthalmic implants\~— Intraocular lenses — Part 1: Vocabulary.

9-3: 1999, Ophthalmic.implants — Intraocular lenses — Part 3: Mechanical properties and test

ms and defifnitions

urposes ©fjthis part of 1ISO 11979, the terms and definitions given in 1SO 14155 and ISO 119
with thesfollowing.

and anterior

0 investigate

rovisions of
publications
estigate the
or undated
tC maintain

methods.

79-1 apply,

For the

convenience of users of this part of 1ISO 11979, some definitions from 1SO 11979-1 are rej

broduced in

annex A.

3.1

Ierms relating to the design ot IOLsS are given In [S0O 119/79-5.

serious adverse event

event wh

NOTE 1

NOTE 2

ich is potentially sight threatening

The definition for serious adverse event given in the ICH Harmonized tripartite guideline for good clinical practice
also applies (see reference [1] in the bibliography).

Examples of potentially sight-threatening adverse events are included in Tables D.1 and D.2.
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4 Ethic

For clinical

5 Requ

al considerations

investigations of medical devices for human subjects, the requirements of ISO 14155 apply.

irements

5.1 General requirements

The requirements givenin 5 1 to 5 7 of ISO 14155:1996 shall apply

5.2 Addi

ional requirements

5.2.1 In 4ddition to the requirements given in 5.5 of ISO 14155:1996, the sponsor and the sponsor's invgstigators

shall evalu
continuing

te the rates of adverse events and visual acuity (VA) for the IOLs under clinical investigation on a
asis.

NOTE The published national study of cataract surgery in the United Kingdom may provide useful guidance pn clinical

performance

of IOLs at periods corresponding with the early post-operative case report forms (see references [2] and [3]).

5.2.2 In addition to the requirements given in 5.6 of ISO 14155:1996, the ‘safety and effectiveness gf an IOL

model shall

— aclinic

be established through either:

Al investigation conducted in accordance with this part of ISO© 11979; or

— a comparison of the model characteristics that establish thesmodel as a minor modification of a pargnt model

for whi
this pa

Ch the safety and effectiveness have been established through clinical investigation in accord@ance with
t of ISO 11979.

NOTE Annex B provides guidance in determining ifsa.unodification is minor by providing examples of modifications that

have historic|

hlly been considered minor.

For the 10l intended for correction of aphakia-in a general adult population, a clinical investigation shall |either be

developed
shall have @
population

requiremen

In the case
clinical perf

5.23 1In4g
be monitorg

Ising the protocol elements provided in annex C or a sponsor shall develop an equivalent protocol that
L similar statistical power to detect differences in adverse event and visual acuity rates betweep the test
and a concurrent control-population. Subjects implanted with a parent IOL that has|met the
s of all parts of ISO 11979 may be used as a control population.

of 10Ls designedfar either chamber, a separate clinical investigation shall be performed to agsess the
brmance of thelOL in each chamber.

ddition t@ the requirements given in 5.7 of ISO 14155:1996, all subjects in a clinical investigation shall
d for the-duration of the investigation. The clinical investigation shall be considered completed when all

subjects that have been enrolled in the investigation, including those whose 10L was removed or repladed, have

reached thq

final reporting period.

6 Methodology

6.1 Documentation

The require

ments given in 6.1 of ISO 14155:1996 shall apply.

6.2 Access to information

The require

ments given in 6.2 of ISO 14155:1996 shall apply.
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6.3 Ad
The requ
6.4 Cli

641 G

The requ

ditional health care

irements given in 6.3 of ISO 14155:1996 shall apply.

nical investigation plan

eneral requirements

irements given in 6.4 of ISO 14155:1996 shall apply.
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6.42 A
The follo
The inve
At Ieagt
reporting
minimunm
NOTE
6.5 Rd
The requ
6.6 Rd
The requ
6.7 Rd
6.7.1 G
The requ
6.7.2 A
The follo

Clinical i
learning

dditional requirements

ving additional requirements shall apply.

le of sponsor

le of monitor

le of clinical investigator

eneral requirements

dditional requirements

ving additional requirements shall apply.

Stigational lens shall only be implanted in a single eye of each subject.

Examples of pre-operative, operative and post-operative case report ferms are included in annex C.

rements given in 6.5 of ISO 14155:1996 shall apply.

rements given in 6.6 of ISO 14155:1996 shall apply.

rements given in 6.7 of ISO 14155:1996 shall apply.

the minimum sample size required by the study shall be included in the iclinical investigatipn for each
period. The sponsor shall ensure a sufficient number of subjects in the elinical investigation|so that the
number required by the investigation at each reporting period is reached,;

vestigators shall file adverse event reports of serious adverse events with the sponsor immegiately after
bf theiroccurrence. Other adverse events shall be reported on the case report forms.

7 Pre

The results shall be presented as specified in clause 7 of ISO 14155:1996.

sentation of results
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Annex A
(normative)

Selected definitions

To facilitate the understanding of this part of ISO 11979, selected definitions are reproduced in this annex. In the
case of discrepancy, the definitions of ISO 11979-1 take precedence over those given here.

Al
best-case 1
subject with

A2
cumulativeg
total numbe

A.3
intraocular
identificatio
material(s)

NOTE 1 B
configuration

NOTE2 A
resultsin it b

A4

level A mo
modification
loss in effeq

A5
level B mo
modification

NOTE L
is significant|

A.6

lost to follg
describing
despite ext

ubject
no pre-operative pathology

adverse events
r of adverse events which have occurred at any time up to a specified point in.time post-operat|

lens model
N by which the features of an intraocular lens, including those of its body and its loops,
ised in its construction, have been fully specified

Fxamples of body features are body diameter, optic diameter, optic shape factor; examples of loop fe

, calibre, angulation.

Ping considered a new model.

Jification of a parent intraocular lens model
s of a parent model which are considered minor and are not expected to result in any safety h
tiveness when compared to the parent model

Jification of a parent intrgocular lens model
s of a parent model which are greater than level A modifications

y different from the parent model.

w-up
subject\fer whom the final post-operative case report form is overdue and who cannot be ¢
nsiyve written and telephone follow-ups to determine the final clinical outcome

NOTE T

vely

and the

ptures are

hy significant change in the specification of the materials (including their formulation or synthesis procedures)

hzards or

bvel B modifications may,pfesent a safety hazard or loss of effectiveness concerns which result in a new model that

ontacted

his.category does not include subjects who have died.

A7

optic shape factor
term describing the curvatures of the refracting surfaces of the optic (e.g. plano-convex, bi-convex)

A.8

parent intraocular lens model
intraocular lens model that a sponsor has qualified based on a clinical investigation of at least 100 subjects and
which has met the requirements of all parts of ISO 11979

A9

persistent adverse event
adverse event which is present at the conclusion of a clinical investigation

© 1SO 2001 — All rights reserved
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Annex B
(informative)

Examples of modifications of a parent IOL model

B.1 Design/material modifications of an IOL model

B.1.1 Jeneral

7:2001(E)

Modifications to an IOL that has previously undergone a clinical investigation by the sponsor haje different

ents depending on the magnitude of the modifications. Two levels of modificationsbhave histg
d with a parent IOL: Level A and Level B. Examples of Level A and Level B modifications are ¢

requirem
associatg

B.1.2 Level A

Level A fodifications of a parent model in almost all cases do not require a clinical investigation. A cg
clinical investigation of a Level A modification of a parent model should béperformed is if the modified n

rically been
ivenin B.2.

se where a

hodel poses

additiong
damage

A Level
The only

If a mod
clinical i
model(s)
parent m

A Level 4
consider
minimum
results o
clinical p

B.1.3 L

The clini
100 subj

The mini

| clinical questions which cannot be adequately addressed by~preclinical testing, such as potgential tissue

hssociated with a modification in implantation technique necessitated by the modified design.
A\ modification of a parent IOL usually does not itself become a parent IOL for subsequent mpdifications.
case where it may is described below.

ted into the
A modified
utions from

bl is still under clinical investigation, Level A modified versions of that model may be introdu
vestigation of the model and the data from™the original investigational model and the Level
may be combined, except in the case ofi\those Level A changes that involve material substi
pdels (i.e. modifications described in B:2:2.12).

\ modified IOL which was added.to-the clinical investigation of the investigational model may g
bd a parent IOL at the conelusion of the study if that Level A modified model was inves
of 100 subjects at each case'report form, if it met the requirements of all parts of ISO 1197
a clinical analysis indicate)that there is no significant difference between its clinical performa
brformance of the other investigational models in the clinical investigation.

nly itself be
igated in a
O and if the
hce and the

bvel B

al investigation of new IOLs that are Level B modifications of a parent model should include a minimum of

pcts maonitored up to case report form 4 (case report forms are given in annex C).

needing to

enrol 125

The sam
clinically
the rates
their IOL

mum number of case report forms for each visit should be 100. The sponsor should anticipate

ple size required for the Level B clinical investigation is the minimum number necessary to detect a
significant difference in adverse event and visually acuity rates between the I0OL under investigation and
associated with the historical control population. If the sponsor chooses to compare the performance of
to a concurrently run control population, the sponsor should enrol sufficient subjects such that the ability

of the study to detect changes in visual acuity and adverse event rates are equivalent to the ability associated with
the study which compares the IOL to the historical control population.

The loss

to follow-up subjects in the Level B investigation should be less than 10 %. Each investigator should have

a minimum of 20 subjects, and no more than 25 % of the subjects in the investigation. The Level B clinical

investigat

ion should be considered completed when all subjects that have been enrolled in the investigation have

reached case report form 4.

© ISO 2001 - All rights reserved
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A Level B modified IOL may only itself be considered a parent IOL at the conclusion of the study if it was
investigated in a minimum of 100 subjects at each case report form (therefore the model could not have been
combined with Level A modifications of itself in the clinical study), and if it met the requirements of all parts of
ISO 11979.

B.2 Examples of IOL modifications

B.2.1 General

Modifications to an IOL that has undergone a clinical investigation can be classified in one of two, cptegories
depending pn the level of modification: Level A or Level B. The criteria that are to be used to determine What level
of modificafjon has occurred to the parent model are described below.

The applicapility column indicates the type of IOL that the modification is allowed with:

P designates polymethylmethacrylate (PMMA) posterior chamber IOLs;

A  designates PMMA anterior chamber IOLs;

SP designgtes posterior chamber IOLs made from soft materials that are of a one-piece) plate design (no loops);

SS designgtes multi-piece, posterior chamber IOLs with optics made of soft materials and loops made from standand material
(PMMA| polypropylene, or polyimide);

SN designgtes multi-piece, posterior chamber IOLs with optics madeCof soft materials and loops made from non-standard
materials.

A modified Jmodel may have various combinations of the“modifications listed below, as long as all the| required
criteria are mmet (e.g. the modified model may have a Jlarger optic, with a slightly modified loop configuration and a

larger overall diameter than the parent model). Modification B.2.2.12 differs from the other modifications| in that it
involves material/design substitutions of parent models only.

B.2.2 Levgl A modifications (see B.2.1 for P, A etc.)

B.2.2.1 Mirror-image version of amodel

Applicability is P/A/SP/SS/SN,

B.2.2.2 Change in ovérall diameter

Applicability in the_case of the addition of a size specific to patients with a certain anterior chamber width range
is A.

8223 C aAiTyts ill :UU[J fCCltUICD

Applicability in the case of changes, such as the addition of notches or the addition of small loops or rounded ends
to loops is P/A/SS/SN.

B.2.2.4 Changein loop angulation

Applicability in the case of a change from planar to a design with the body angulated posterior to loops resulting in
an increase in the sagitta value up to a maximum of 1,6 mm for the 20 D version of the model is P/SS/SN.

6 © I1SO 2001 — Al rights reserved
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B.2.2.5 Changein loop configuration, in loop thickness or width (calibre)

B.2.2.5.1 General

Applicability is P/SS/SN.

To determine if these changes result in modified lenses, which are Level A modifications of the parent lenses, an
analysis of the change in mechanical properties that has occurred as a result of the modification is required.

The sponsor should be aware that loop modifications of a model that have satisfied the requirements of this part of
ISO 11979-should-ret-be—considered—as—tevel-A—modifications—{evenif—the—tesulis—ofthe—+reguiredmechanical
testing gpalify them as such) if the modified model poses additional clinical questions that cannot_be|adequately
addressdd by preclinical testing (such as potential tissue damage associated with a modificationrin implantation
technigu¢ necessitated by the new design).

Two methods of comparing the mechanical properties of a parent model and a modified model are given in this part
of ISO 11979 and are described below. A sponsor may use either method. If the sponsorfinds that a mgdel is not a
Level A with one of the methods, it should be determined whether it might be a LevelMA by the other mgthod before
beginning a clinical evaluation of that modified model.

NOTE A discussion of the methods and data analysis to be used for the testing listed below is given in ISO 11p79-3.

B.2.2.5.2 Comparison to a single parent model
Applicabllity is P/SS/SN.

For comparisons between a modified model and an investigational model which is currently undergoimng a clinical
investigation, the sponsor should demonstrate that the\mechanical properties of the modified Igns are not
significantly different from the mechanical properties of the investigational model under study.
For comparisons between a modified model and ‘a\single parent model, the sponsor should demonstrate that the
mechanig¢al properties of the modified lens aretnot significantly different from the mechanical propgrties of the
parent mpdel.

NOTE A detailed description with examples showing how to apply this method is given in ISO 11979-3.

B.2.2.5.3 Comparison to multiple parent models
Applicablility is P/SS/SN.

For comparisons between”a modified model and multiple parent models, the sponsor should demonstijate that the
mechani¢al properties-of the modified lens are not significantly different from the range of characteristic$ defined by

the parent models;

NOTE A detailed description with examples showing how to apply this method is given in ISO 11979-3.

B.2.2.6 Changein the dioptric power range

Applicability is P/A/SP/SS/SN.

There is no limit to the power range that the sponsor makes available for these types of IOLs, provided each power
within the range that a sponsor makes available for a model meets the minimum optical quality level specified in
ISO 11979-2.

Sponsors should be advised that, for certain combinations of optic shape factor and material, certain powers may

not meet that level because of the affects of spherical aberrations. In such cases, the powers made available shall
be restricted to those meeting the requirements of ISO 11979-2.

© 1SO 2001 - All rights reserved 7
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B.227 C

hange in optic or body size and addition of tabs to the periphery of the optic

Applicability is P/SP/SS/SN.

Changes in body circumference design or optic size are allowed if the length is not less than 5,0 mm along any

meridian (e.

g. going from a circular to an ovoid body) and not greater than 7,5 mm along any meridian.

B.2.2.8 Additions, deletions or moving of positioning holes

Applicability is P/A/SP/SS/SN

Positioning
less than 2

may result from these structures.

B.229 A
Applicability
Addition of

model that
ISO 11979,

B.2.2.10 M
Applicability
A single mg

been previg
the new m

holes, or any other obstruction that interferes with the performance of the optic, should be\q
25 mm from the centre of the optic to minimize the possibility of glare or other visual disturbal

ddition of aridge to the posterior surface of the body

is P.

A ridge to the posterior body is permissible, if the ridge design hasbeen qualified by being a
has been the subject of a clinical investigation and has satisfied*the requirements of thi
and if the edge of the ridge is not any closer than 2,25 mm to the/centre of the optic.

ultiple designs in a single clinical investigation

is P/SS/SN.

usly qualified by being associated with parentmodels. Therefore, the only variable being inveg
aterial. The only restriction is that the mechanical properties of the parent design shoul

laced no
nces that

part of a
5 part of

terial may be investigated with more than one design, if all the designs in the clinical investigation have

tigated is
H not be
from the

aterials in
| the only

B.2.2.5).

significantly| altered (i.e. not greater than those allowed as a Level A modification) by being manufactured

new material.

B.2.2.11 Multiple materials in a single_clinical investigation

Applicability is P/SS/SN.

A single defsign may be investigated with more than one loop, body or single-piece material if all the ma

the clinical investigation have-been previously qualified by being associated with parent models. Therefore

variable belng investigated-is' the new design. The only restriction is that, if more than one material is used for the
loops, all the models sheuld be Level A modifications of each other in terms of mechanical properties (see

B.2.2.12 Interchanging IOL materials and designs

Applicabilityis-P/SS/SN

Materials and designs from parent models may be interchanged if the use of the material with the new (for that
material) design does not result in any significant change in the mechanical properties of the original parent design.

B.2.3 Level B modifications

B.231 C

hange in overall diameter

Applicability is P/SS/SN.

© 1SO 2001 — All rights reserved
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This change in overall diameter results in a lens modification displaying mechanical behaviour that does not meet
the requirements for a minor modification in B.2.2.5 when compared to a single parent model or when compared to
the range of acceptable mechanical behavior of parent models.

B.2.3.2

Change in loop configuration

Applicability is P/SS/SN.

This change in loop configuration results in a lens modification displaying mechanical behaviour that does not meet
the reqwrements |n B.2.2.5 When compared toa srngle parent model or When compared to the range of acceptable

mechaniga
disc lens
parent m

B.2.3.3
Applicab
This chal

results ir
model or

B.2.34
Applicab
This is a

as a loo
material

B.2.3.5
Applicab
This is a

as a bod
material

B.2.3.6

Applicab

This is a
that the 4

appears to have the potent|al to cause drfferent or greatly increased safety concerns as com
pdel(s), the new model should undergo the 300 subject clinical investigation required for Qew n

Change in loop material or calibre
lity is P/SS/SN.
hge in loop material (to another material that has been qualified by being‘part of a parent modg

a lens modification that does not meet the requirements in B.2.2,5\when compared to a s
when compared to the range of acceptable mechanical behaviour efyparent models.

Change to new loop material for sponsor
lity is P/SS/SN.
change in loop material to a material that is new to\the sponsor, but is a material whose long

b material can be supported by the ophthalmic:literature. The articles must provide the idg
sed, and the sponsor must be using the identical material.

Change in body material
lity is P/SS/SN.
change in body material to@ymaterial that is new to the sponsor, but is a material whose long

y material can be suppaorted by the ophthalmic literature. The articles shall provide the idg
Ised, and the sponsor(shall use the identical material.

Change in bodyer optic diameter
lity is P/SS/SN.

change-in body or optic diameter outside the range from 5,0 mm to 7,5 mm. The sponsor shou
valuations of models that incorporate optics less than 5,0 mm in diameter should include clinig

single piece
bared to the
odels.

) or calibre
ngle parent

term safety
ntity of the

term safety
ntity of the

d be aware
al testing to

evaluate

the‘effects of glare on the subject's visual acuity that may result from the small optic

B.2.3.7

Applicabi

Initial addition of a model with a ridge

lity is P.

This is an initial addition of a model with a ridge on the posterior surface of the body.
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Annex C
(informative)

Elements of an IOL clinical protocol

C.1 IOL clinical protocol elements

C.1.1 Ger

The followi
relevant an
part of ISO
with these t

C.1.2 Con

The clinical
under inves
using an ap

C.1.3 Nun

The clinica
compared t
an appropri
that the abi
associated
control pop
the IOL will

To take intg account the subjects thatare lost during the course of the clinical investigation, the spons

anticipate n

390 su

500 su

The sponsg
minimize th
not yet bee

eral

ng are important elements of a clinical protocol which will assist the sponsor in_collecting
1 appropriate data to determine the safety and effectiveness of 10Ls which are within the sco
11979. These elements were derived from the historical data on the long clinicalyexperience a
ypes of I0Ls.

trol population
results of a historical control population are provided in annex<D. The clinical performance 0

tigation may either be compared to these data or to the results of a concurrently run control p
propriate control.

hber of subjects
investigation should include a minimum of 300" subjects when the performance of the IO
D the performance of the historical control papulation. The comparison of the performance of t
pte, concurrently studied control populatiomshould require the sponsor to enrol sufficient subijg
with the 300 subject study which compares the IOL performance to the performance of the

lation. The sponsor should be aware that any additional claims beyond the safety and effecti
require the sponsor to calculate an appropriate sample size in all cases.

eeding to enrol about:

bjects in the one-year investigation;

bjects in the.thr€e-year investigation.

r should-further refrain from enrolling significantly larger numbers of subjects than are listed

e numper of subjects exposed to the risks associated with the implantation of an IOL model W
 determined to be safe and effective.

sufficient,
be of this
ssociated

f the IOL
opulation

L will be
he IOL to
pcts such

ity of the study to detect changes in visual acuity and adverse event rates is equivalent to the ability

historical
eness of

br should

above to
hich has

To assist in achieving a balance in the number of subjects from each investigator, the sponsor's clinical protocol
should require that each investigator have a minimum of 20 subjects, and no more than 25 % of the subjects in the
investigation.

To minimize the uncertainty in the data, the lost to follow-up subjects in the three-year investigation should be less
than 30 % and the lost to follow-up in one-year investigation should be less than 10 %.
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C.1.4 Duration of the clinical investigation

Extensive clinical experience indicates that the following study durations are necessary to make an adequate
assessment of the adverse event rates associated with the following types of IOLs:

— one year (case report form 5): for all posterior chamber IOLs;
— three years (case report form 7): for all anterior chamber IOLs.

The above is relevant whether the IOLs are surface modified or not by a coating or by chemical treatment designed

t It r tr-n aixfaca chapaictn o anlhanon tha hioaaa bbb, of tha 1M
O alte C ot C T ChCTIIStry tU T TC Tt OTOCOTTITDTHNoTTty - OT tHCTO =

To mininjize the risks associated with the clinical investigation of a new IOL, the clinical investigation of a new I0OL
model should consist of two phases:

— Phase 1: The first phase of the clinical investigation consists of the implantation of the-lOL modellin no more
than| 100 subjects. After at least 50 of those subjects have reached case report forh4, their data are clinically
evalpated by the sponsor and the investigator. If the IOL model's performance.in these first 50| subjects is
accgptable, the sponsor may begin the next phase of the investigation.

— Phage 2: The second phase of the clinical investigation consists of thejimplantation of the remajnder of the
subjects necessary for the clinical investigation.

C.1.5 Reporting periods

As a mirjimum, the clinical data for the subjects should include the post-operative case report forms|up to case
report foqm 5 for the one-year clinical investigation. These forms are defined below:

— Cas¢ Report Form 0: Pre-operative/Operative reporting;

— Case¢ Report Form 1: Post-operative reporting 1 or 2 days post-operatively;

— Cas¢ Report Form 2: Post-operative reporting 7 to 14 days post-operatively;

— Cas¢ Report Form 3: Post-operative reporting 30 to 60 days post-operatively;
— Cas¢ Report Form 4: Postroperative reporting 120 to 180 days post-operatively;
— Cas¢ Report Form 5: Past-operative reporting 330 to 420 days post-operatively.

As a minjmum, the three-year clinical investigations should include all the case report forms listed aboye and both
case repgprt forms<defined below:

— Cas¢ Report Form 6: Post-operative reporting 630 to 780 days post-operatively;

— Case Report Form 7: Post-operative reporting 990 to 1140 days post-operatively.

Clinical evaluations during these reporting periods are necessary to capture the data associated with the potential
adverse events of the types of IOLs which are within the scope of ISO 11979.

Unscheduled visits and the procedures to capture adverse events that may occur between case report forms
should be addressed in the clinical investigation plan.

For the one-year and three-year clinical investigations, the minimum number of case report forms for each reporting
period should be 300.
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C.2 Addi

tional clinical guidance

C.2.1 General

Additional clinical guidance which will assist the sponsors in designing their IOL clinical investigation protocol and
in analysing the data from that investigation is provided below.

C.2.2 Standardization of the clinical evaluation

The spons

rs should ensure as far as is possible that the criteria used by all investigators for evaluation o

adverse

events and
chart illumin
to allow for

If the spon
standard o

C.2.3 Gui
The spons(
suggest thg
analysis of
VA by
best-c3
VA by
VA by
patient
rates o
rates o
rates o
VA by

advers

This clinica

the parameters associated with the visual acuity evaluation (e.g. chart design, light levels, uni
ation, chart reflectivity, minimization of glare, test distance, general methodology) are sufficien
the combining of data from the investigators.

sors determine that it is necessary to correlate the optotypes used in their clinical investigg
totype, they should use the method described in ISO 8597 (see reference [3] in‘the Bibliograph

dance on data analysis

rs should consider evaluating the clinical data in terms of the follewing to look for trends w|

t a problem does or does not exist with the lens design, whick,may not be apparent from g
he adverse event and visual acuity (VA) rates:
hge;
se VA,
hdverse event;
bre-operative ocular pathology;
by-patient analysis of reasons why patient failed to achieve 0,5 (6/12; 20/40) VA;
cumulative adverse events by‘age;
persistent adverse events’by age;
other adverse events;
nvestigator,;
b eventby investigator.

ormity of
ly similar

tion to a
y).

hich may
n overall

ormance

data evaluation should provide insight into whether an I10L's failure to meet the clinical per

levels asso

P A | ) Lo+ edrmriet Il - e | [ . ! . Lodaal
AdlCU Wit urc minasturicalr Ur LUTICUTTeTIt CUTTIINUT pUpPUIativurnis 15 UTVILT TTidlcu.

The sponsors should be aware that clinical performance levels for a large historical control population have never
been established for adverse events other than those listed in the tables in annex D. The sponsors should use their
investigators' clinical assessments, values from published literature and/or values from previous clinical investiga-
tions, if any, that the sponsors have undertaken to determine the minimum acceptable clinical performance levels
for these other adverse events.
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C.2.4 Clinical case report forms

The next pages provide examples of the following case report forms:

— pre-operative/operative case report form — posterior chamber lenses (Table C.1);
— post-operative case report form — posterior chamber lenses (Table C.2);

— pre-operative/operative case report form — anterior chamber lenses (Table C.3);

ISO 11979-7:2001(E)

+ s a4 - - L L 1 LT lal P S AN
— postfoperativecase reporttorm— anteror cramoperenses (Trane C=);

— advarse event case report form (Table C.5).

© ISO 2001 - All rights reserved
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Table C.1 — Pre-operative case report form for posterior chamber lens study

Investigator name: Clinical trial number: _

Patient number: _ _ _ _ Patient Initials: Sex: Male: O Race: Caucasian 0O
Female: O Black O
Asian O
Date of birth:  _ _ _ _ _ _ Other O
DD MM YY Mixed O
Pre-operative report  ______ Irrigating solution used yes no
DD MM YY O O
Operative eye right 01 left [ If ves, specify
Operative eye Fellow eye | Periocular medication (check yes or no for each)
Best correct¢d visual acuity - - yes (specify) no
or check one: Antibiotic O O
finger pount O O Corticosteroid [m] O
hand rovement O O Other (specify) O O
light pgrception O O Incision
no light perception O O Incision size
IOP (applan.) Op. eye: ___mmHg Fellow eye: _ mmHg
Corneal statiis (check yes or no for each) ves no Placement (e.g., cornealglimbal, scleral tunnel) |
Normal O O Type of lens extraetion (check one)
Guttata O O Planned ECCE O
Other pathology (specify) [m] O Phacoemulsification O
Cataract Other (specify) O
etiology (check one) senile O Type.of capsulotomy (check one)
other (specify) O CCCR (continuous curvilinear capsulorhexis) O
Pathology (check yes or no for each) yes no not assessable, (>Can Opener O
Pseudoexfoligtion O O Other (specify) O
Glaucoma O O Position of the loops (check one) in the bag O
Previous glaucoma filtering surgery O O partly in the bag O
Poor pupil dilgtion O O In the sulcus O
Previous uveifis O O uncertain O
Previous retinal detachment O m} Other surgical procedures (check yes or no for each) yes no
Diabetic Retirjopathy O 0 Peripheral iridotomy/iridectomy O O
Macular degeneration O O Sphincterotomy O O
Amblyopia (] O O Other (specify) O O
Other (specify) O O O Problems during surgery (check yes or no for each) yes no
Biometry K1 D Axial length___ mm Anterior segment bleeding o 0O
K2 D Iris damage O O
Target postogerative refraction Posterior capsular opacity remaining O O
Signed informed yes o __ Posterior capsular rupture o 0O
consent obtgined: DD MM YY Anterior vitrectomy (if yes, specify) O O
Operative report Daie of surgery _ _ _ _ _ _ It study Tens not implanted indicate reason:
DD MM YY
Viscoelastic used yes O no O
If yes, specify Lens implanted. Place label here:
Intraocular medication (check yes or no for each) yes no
Adrenalin O O Time incision to closure min.
Acetylcholine o O | Signature of investigator
Carbachol O O
Other (specify) O o+  ______
DD MM YY
14 © IS0 2001 - All rights reserved
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Table C.2 — Post-operative case report form for posterior chamber lens study

Investigator name:

Patient number: _

Patient initials:

Clinical Trial No: _

Date of birth:

Post-operative Report

Cont.: Other pathology and complications

bD MM Y present absent

Eye right O left O Vitreous in anterior chamber [m] O

Check if the_patient is unavailable for this scheduled 0 Vitreous to wound (| O

examin.ati(.n but continuing in the study (Sign form with all Raised IOP requiring treatment d O

evaluation|in form left blank)

1 ) o ) Pupillary block O O

If the patignt is discontinued from the study, indicate primary ) )

reason: Anterior Synechiae O O

Posterior Synechiae O O

Refractio Sphere Inflammatory deposits on IOL O O

Cylinder Fibrin in pupil [m| O
Axis Cortical remnants O O
Keratometry K1 D Nuclear remnants O O
K2 D IOL optic decentration O (|
Op. eye Fellow eye If.present; mm

Best corrgcted visual acuity E— _— IOL dislecation out of the posterior chamber [m| O
or check ohe Finger count [m] O Retinal detachment O O
Hand movement O O Diabetic retinopathy (| O
Light perception [m| O Cystoid macular oedema O [m|

No light perception [m] O If present, how diagnosed?

IOP (Applgnation) mmHg Clinical O

Medicatiohs used up to this visit topical systemic Fluorescein angiography O

(check yes gr no for each) yess no yes no | Macular degeneration O O

Corticostefoids O o O [m| Optic atrophy [m| [m|

Antibiotics O o o O Other (specify) O O

NSAIDs O o o O yes no

Glaucoma|medication [m| o o O Is the anterior capsule intact? O O

Other (specify) If intact:

Corneal sfromal oedéma wound central Posterior capsule fibrosis O O
none [m| O Elschnig’s Pearls O O
mild/mederate O (| If not intact: Has the capsule been opened since the| O (|
sevele | | last reported visit?

Iritis (check one) none O If visual acuity less than 0,5 (20/40, 6/12) indicate main reason:

mild O

moderate O Has the operated eye undergone any surgical yes no

severe O reintervention since last reported visit? O O
If yes, specify:

Other pathology and complications present absent Has the patient experienced any adverse event? yes no

(check present or absent for each) O O

Wound leak - o If yes, fill in the adverse event report form

Flat anterior chamber O [m|

Hyphema O O If serious, fill in the adverse event report form and

contact the sponsor within one working day
© 1SO 2001 - All rights reserved 15
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Table C.3 — Pre-operative case report form for anterior chamber lens study

Investigator name: Clinical trial number: _
Patient number: _ _ _ _ Patient Initials: Sex: Male: O Race: Caucasian 0O
Female: O Black O
Asian O
Date of birth:  _ _ _ _ _ _ Other O
DD MM YY Mixed D
Pre-operative report Irrigating solution used yes no
DD MM YY O O
Operative eye right O left O If yes, specify
Operative eye Fellow eye Periocular medication (check yes or no for each)
Best correctgd visual acuity yes (specify) no
or check one: Antibiotic O O
finger pount [m| O Corticosteroid O [m|
hand r1ovement [m| O Other (specify) O O
light pgrception [m| O —
no light perception O O Incision
IOP (applan.) Op. eye: ___mmHg Fellow eye: _ mmHg Incision size
Placement (e.g., corneal, limbal, scleral tunnel)
Corneal statdis (check yes or no for each) yes no Type of lens extraction-(check one)
Normal O O Planned ECgE . O
Guttata O O Phacoemu|§|f|cat|on O
Other pathology (specify) O O Other (specti) —
Endothelial c¢ll count (if done): cells/mm® Type of capsulotomy (check one)
Pachymetry (fdone): _________ mm CCCR(continuous curvilinear capsulorhexis) o
Cataract Gan Opener |
etiology (check one) senile O Other (specify) O
other (specify) (|
Pathology (clheck yes or no for each) yes no not assessable | Position of the loops in the bag (|
Pseudoexfolidtion O O (check one) Partly in the bag (|
Glaucoma O O in the sglcus O
Previous glaucoma filtering surgery [m] O uncertain =
Poor pupil dilation [m] O Other surgical procedures (check yes or no for each) yes  no
Previous uveifis O O Peripheral iridotomy/iridectomy O O
Previous retirfal detachment | (| Sphincterotomy O (|
Diabetic Retirjopathy o 0O Other (specify) [m| O
Macular degeneration O (| Problems during surgery (check yes or no for each) yes no
Amblyopia [m| O O Anterior segment bleeding [m| O
Other (specify) [m] O O Iris damage [m] O
Biometry K1 D  Axial length Posterior capsular opacity remaining [m] O
K2 D mm Posterior capsular rupture O O
Target postoflerative refraction Anterior vitrectomy (if yes, specify) [m| O
Signed informed consent obtained: yes O If study lens not implanted indicate reason:
DD MM YY
Operative report Date of surgery _ Lens implanted. Place label here:
DD MM YY
Viscoelastic used yes O no O Time incision to closure min
If yes, specify
Intraocular medication (check yes or no for each)  yes no Signature of investigator
Adrenalin O [m|
Acetylcholine O O I
Carbachol O O DD MM YY
Other (specify) (| O
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Table C.4 — Post-operative case report form for anterior chamber lens study

Investigator name:

Patient number: _ _ _ _ Patient initials:

Clinical trial no: _ _ _ _

Date of birth:

DD MM YY
Post-operative report Cont.: Other pathology and complications
DD MM YY
Eye right O left O present absent
Check if the-patieptistravatableforthisseheduted = ReiseeHOPreqtihe-treatment 1 O
examinatipn but continuing in the study (Sign form with all Pupillary block in| O
evaluatior] in form left blank). Anterior synechiae in] O
If the patig¢nt is discontinued from the study, indicate primary Posterior synechiae in] O
reason: Short lens 8] O
Refractioh Sphere Iris tuck in] O
Cylinder Inflammatory deposits on IOL in| O
Axis Fibrin in pupil in| O
Keratomgtry K1 D Cortical remnants in| O
K2 D Nuclear remnants in] O
Op. eye Fellow eye IOL optic decentration I} O
Best corrected visual acuity If presént; mm
or check gne: Finger count [m| O IOL dislocation out of the anterior chamber in| O
Hand movement [m| O If ‘present, specify
Light perception [m| O Retinal detachment in| O
No light perception O O Diabetic retinopathy in] O
IOP (Applpnation) mmHg Cystoid macular oedema in| O
Medicatign used up to this visit topical systemic | If present, how diagnosed?
(check yes pr no for each) yes no ., yes no clinical O
Corticostdroids O 0 O O fluorescein angiography [m|
Antibioticq O N} O O | Macular degeneration [in| O
NSAIDs O O O O | Optic atrophy i8] O
Glaucomg medication & 0O 0O 0O |Other(specify)
Other (spégcify) Lens axis o
Corneal gtromal oedema wound central yes no
none [m| O Is the posterior capsule intact? O O
mild/moderate [m| O If intact: Posterior capsule fibrosis O O
severe O (| Elschnig’s pearls O (|
Iritis (chgck one) none O If not intact: Has the capsule been opened O O
mild O since last reported visit?
moderate - If visual acuity less than 0,5 (20/40, 6/12)
Severe - indicate main reason:
Other pathology and complications present absent | Has the operated eye undergone any surgical yes no
(check present or absent for each) reintervention since last reported visit? O O
Wound leak O [m| If yes, specify:
Flat anterior chamber O [m| Has the patient experienced any adverse event? yes no
Hyphema O [m| o O
Vitreous in anterior chamber O [m| If yes, fill in the Adverse Event Report Form.
Vitreous to wound O [m| If serious, fill in the Adverse Event Report Form and
Hypopyon O O contact the sponsor within one working day.
Endophthalmitis m| O Signature of investigator
if present infectious o |\
sterile m] bD MMy
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Investigator name:

Patient number; _

Table C.5 — Adverse event report form

Clinical trial no: _ _ _ _

Patient initials:
DD MM YY

Date of birth:

Investigators must report all adverse events, whether or not considered related to the test product. Serious and/or unexpected reactions
should immediately, within one working day, be reported to the sponsor by phone and/or telefax. In case of a serious adverse event, the
Adverse Event Report Form must also be completed, signed and sent to the sponsor within 5 working days. Please use registered mail when

sending an A

PVerse event Keport FOITT and/or retievarnt aocurmients to.

11. Treatment of adverse event (pleaselyprint)

1. Operative feye right (OD)
left (OS)

2. Date of implant
DD MM YY

3. Lens modgl no. e

4. Lens serig no.

5. Power of IOL o

ADVERSH EVENT

6. Date of onget
DD MM YY

7. Duration (|

hours, days, etc.)

8. Severity of adverse event (check one)
Mlld O
Mpderate [m|
Severe O

9. Describe gourse of adverse event (please print)

12. Outcome (check one)

Compléete recovery O
Recovered with sequelae O
Not recovered on day of report (|
Died O

Prognosis, if not recovered:

Comments (please print)

13. Does reporting physician believe adverse event is yes no
lens related? u| O

Comments (please print)

14 \\as adverse event serious/siaht-threatening?
&) )

10. Diagnosi

S OT adverse event (please print)

yes no
If yes, fill in the adverse event report form and contact the O O
sponsor within one working day.

Date: DD MM YY

Signature of investigator

Telephone - -
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