INTERNATIONAL ISO
STANDARD 16672

Second edition
2015-08-01

Ophthalmic implants — Ocular
endotamponades

Implants ophtalmiques — Produits de-tamponnement endloculaires

-_— Reference number
=) — 1SO 16672:2015(E)

©1S0 2015


https://standardsiso.com/api/?name=abed7b1985410900cf994a7d572ad202

ISO 16672:2015(E)

COPYRIGHT PROTECTED DOCUMENT

© IS0 2015, Published in Switzerland

All rights reserved. Unless otherwise specified, no part of this publication may be reproduced or utilized otherwise in any form
or by any means, electronic or mechanical, including photocopying, or posting on the internet or an intranet, without prior
written permission. Permission can be requested from either ISO at the address below or ISO’s member body in the country of
the requester.

ISO copyright office

Ch. de Blandonnet 8 « CP 401
CH-1214 Vernier, Geneva, Switzerland
Tel. +41 22 749 01 11

Fax +41 22 749 09 47
copyright@iso.org

WwWw.iso.org

ii © ISO 2015 - All rights reserved


https://standardsiso.com/api/?name=abed7b1985410900cf994a7d572ad202

ISO 16672:2015(E)

Contents Page
FFOTE@WOIM ...........oooooeooeeeeee e85 8 588 iv
1 SCOPI ... 1
2 NOIIMATIVE FEFEIEIICES .........oooooooeoeeeeeeeeee oo 1
3 Terms and AefiNItiONS ... st 1
4 INtended PETfOTTIANICE ...............cccoioooeceeeee s 3
5 Design attributes

51 (CT3 1T=) -
5.2 Chemical and biological contaminants
5.3 Chemical deSCriPtioN ...l e
54  Concentration of the COMPONENTS ... eyt ]
5.5
5.6  GASEOUS EXPANSION ..o eseoes g e
5.7 Interfacial tENSION ... ey s
5.8 Kinematic viscosity .
5.9 Dynamic viSCOSIty. ...
5.10 Molecular mass distribution....
5.11 Particulates......on
5.12 Refractive index..................
5.13  Spectral tranSmMItEaANCe ... et A s
5,14 SUITACE LENSION ..o Ssssssssss s
5,15 VAP OUL PIESSUIE...coooierriieeireerreerseeesseeeeseeeee s e e
6 DesSign eVAIUATION ... oo
6.1 General. ...,
6.2 Evaluation of biological safety
6.2. 1 GEINETAL ..o s
6.2.2  Bacterial endotoxins test
6.2.3  Intraocular implantation teSt. ...
6.2.4  Ethylene OXide. ...
6.3 ClNICAl INVESEIGAEIOI ...
7 STETILIZATION ..o S
8 Product StabIlIEY ;7 et
9 Integrity and performance of the delivery system..............n]
10 Packagingl . e
10.1 <Protection from damage during storage and transport.
10.2<=>Maintenance of sterility in transit. ...
11 Information supplied by the manufacturer ...
Annex A (mormative) Inmtraocular implantation test

Annex B (informative) Clinical investigation

Bibliography

© ISO 2015 - All rights reserved

iii


https://standardsiso.com/api/?name=abed7b1985410900cf994a7d572ad202

ISO 16672:

2015(E)

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 ISO, also take part in the work.
ISO collaborates closely with the International Electrotechnical Commission (IEC) on all matters of
electrotechnical standardization.
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INTERNATIONAL STANDARD

ISO 16672:2015(E)

Ophthalmic implants — Ocular endotamponades

1 Scope

This International Standard applies to ocular endotamponades (OE), a group of non-solid implants used
in ophthalmology to flatten and position a detached retina onto the choroid, or to tamponade the retina.

With[ regard to the safety and efficacy of OE, this International Standard specifies requi
theirjintended performance, design attributes, pre-clinical and clinical evaluation, sterilizat
packpging, product labelling and the information supplied by the manufacturer.

2

The following documents, in whole or in part, are normatively referenced in this documn
indigpensable for its application. For dated references, only the edition cited applies. I
referfences, the latest edition of the referenced document (including ahy amendments) appl

ISO 10993-1:2009, Biological evaluation of medical devices — Pdrt 1: Evaluation and testing
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0993-6:2007, Biological evaluation of medical deyices — Part 6: Tests for local effects after

| 1135-1:2007, Sterilization of health care prédducts — Ethylene oxide — Part 1: Requ
opment, validation and routine control of-q sterilization process for medical devices

1137-1:2006 + Amd.1:2013, Sterilization of health care products — Radiation — Part 1: R
bvelopment, validation and routine ¢ontrol of a sterilization process for medical devices

11607-1:2006, Packaging forxterminally sterilized medical devices — Part 1: Requ
rials, sterile barrier systems)and packaging systems

3408-1:2008 + Amd.1:2013, Aseptic processing of health care products — Part 1: General 1
4155:2011, ClinicalMnvestigation of medical devices for human subjects — Good clinical p
4630:2012, Non-active surgical implants — General requirements

4971:2007, Medical devices — Application of risk management to medical devices

15223-1:2012, Medical devices — Symbols to be used with medical device labels, 1

rements for
ion, product

ent and are
For undated
es.

within a risk

0993-2:2006, Biological evaluation of medical devices'== Part 2: Animal welfare requirements

mplantation

irements for

equirements

rements for

equirements

ractice

nbelling and

infor

mation to be supplied — Part 1: General requirements

ISO 17665-1:2006, Sterilization of health care products — Moist heat — Part 1: Requirements for the
development, validation and routine control of a sterilization process for medical devices

ISO 20857:2010, Sterilization of health care products — Dry heat — Requirements for the development,
validation and routine control of a sterilization process for medical devices

EN 1041:2008 + A1:2013, Information supplied by the manufacturer of medical devices

3 Terms and definitions

For the purposes of this document, the following terms and definitions apply.
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delivery system
sealed container in which the product is supplied and any additional component provided to introduce

the product
3.2

into the eye

dynamic viscosity
quotient of the part of the stress in phase with the rate of strain divided by the rate of strain under
sinusoidal conditions

Note 1 to entry: The dynamic viscosity is expressed in pascal seconds (Pa-s).

3.3
interfacial

tension against liquids

Note 1 to ent

3.4
Kkinematic ¥
quotient of {

Note 1 to ent

3.5

non-solid implants

tamponade

3.6

ocular end¢gtamponade

OE
non-solid in

to tamponadle the retina

3.7
primary co
container pi

3.8
sterile bar1i
minimum p
product att

[SOURCE: I§

3.9
storage cor

fension
Fy: The interfacial tension is expressed in newton per metre (N/m).
riscosity

he dynamic viscosity with the gravity

y: The kinematic viscosity is expressed in square metres per secénd (m2/s).

media such as gases, liquids, or gels

plant used in ophthalmology to flatten'ahd position a detached retina onto the chorojd, or

ntainer
oviding mechanical and nii¢robiological protection of the content

ier system
hckage that preVents ingress of microorganisms and allows aseptic presentation of the
he point of use

0/TS 11¥39:2006, 2.44]

tainer

part of the

nackaaging intandad +a rotac
eHaea—6—Pprotee

at

b the

sterile barri

3.10
surface ten
tension agai

AAAAAA

paera g
er

sion
nst air

Note 1 to entry: Surface tension is expressed in newton per metre (N/m).

3.11

vapour pressure

vapour pressure of a liquid OE that defines its volatility

Note 1 to entry: Vapour pressure is expressed in Pascal (Pa) at (35 £ 2) °C.
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4 Intended performance

The general requirements for the intended performance of non-active surgical implants specified in
[SO 14630 shall apply.

This International Standard describes non-solid medical devices which are compatible with the ocular
environment, used to reposition and/or tamponade a detached retina, and which function primarily
mechanically. They are used either intra-operatively and removed at the end of surgery, as in the case
of heavy liquids such as perfluorocarbons, or are designed to remain in the vitreous cavity until a

reattachment of the retina is achieved.
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in terms of

The

its cl
of ug
rega
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clini
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nemical composition and physical properties, the intended surgical applications, th
e and the maximum duration of contact with, and effects upon, ocular tissues,\wit
"d to safety.

ntended performance shall be determined, taking into account published standard
fal and scientific literature, validated test results, pre-clinical and clinical evaluation,
tigations.

b conditions
h particular

S, published
and clinical

5 DPesign attributes

5.1 | General

The general requirements for non-active surgical implants specified in ISO 14630 shall ap}:ry.

All t¢sting requirements specified below shall be performed with finished, sterilized produlct, ready for
relegse. Any analytical methods utilized shall be yalidated.

NOTH Tests described herein are intended(to apply when qualifying materials and not nedessarily as a
routipe quality assurance/control programme.

5.2 | Chemical and biological contaminants

The |dentification of potentially;hazardous chemical or biological contaminants shall be|determined
by a [risk analysis. For raw materials of biological origin, these impurities can include proteins, nucleic
acidg, or other biological materials. Contaminants of the finished product derived fron] the source
matdrials or from the thianufacturing process, such as cross-linking agents and antioxidapts, that are
potentially hazardous)to the tissues of the eye, or systemically, shall be identified and quantified,
whenever possible;'and their concentration in the finished products reported.

Conthminants shall be determined using standard analytical methods when available, and|all methods
shallf be described. Limits for identified contaminants shall be set and documented. Tedting for the
biologicdl effects of these contaminants during evaluation of biological safety may be required if the
risk analysis determines it necessary.

5.3

Chemical description

The manufacturer shall provide a description of each chemical component in the finished product and
its quality specifications. If the component material is derived from biological sources, the organism
from which it is obtained shall be stated along with its source. For synthetic polymers, the backbone
and end-groups shall be identified. Residual monomers and reaction by-products shall be quantified
and identified, if possible.

© ISO 2015 - All rights reserved
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5.4 Concentration of the components

The concentration of each component material in the finished product shall be stated. Since the testing
methodology can affect the actual concentration reported, the physical or chemical techniques utilized
shall be described and validated.

5.5 Density

The density of liquid forms of OE shall be specified in kilograms per cubic metre (kg/m3).

5.6 Gaseoqus ﬂvpnncinn

For gaseoug forms of OE the intraocular gaseous expansion at (35 + 2) °C and its dependenge on
atmospheri¢ pressure shall be expressed.

5.7 Interfacial tension

Where appljcable, the interfacial tension against water shall be expressed in newton per metre (N/m)
at (35 + 2) °C.
5.8 Kinematic viscosity
Where applicable, the kinematic viscosity at (35 * 2) °C shall be expressed in millimetres squareg per
second (mmjf2/s).

5.9 Dynamic viscosity

For viscous|or viscoelastic OE, the dynamic viscosityshall be determined at (35 * 2) °C in the jange
between 0,(J1 and 100 s-1 and expressed in mPa-s.

5.10 Moletular mass distribution

If the OE is p polymer, the average molecular mass, the range of molecular mass distribution anfl the
polydispersjty shall be reported.

The manufacturer shall conductand report such additional tests as necessary to provide an adequate
description |of the molecular mass distribution of the components in the finished product. Whenever
possible, standard methods shall be used and specified.

5.11 Particulates

An assessment of risk shall evaluate the potential for contamination by, or formation of, particulates in
the product|during manufacture, the conditions expected during transport and storage, and during use
of the prodyct@nd the associated hazards.

The manufacturer shall characterize and set limits for the types, range of sizes and levels of particles
present in the finished product used in the clinical study. For each type of particle present, a limit
which has been validated in a clinical study shall be set and an adequate justification for the limit shall
be documented.

5.12 Refractive index

Where applicable, the refractive index between OE and air shall be measured with a refractometer at
(35 % 2)°Cand (546 + 10) nm wavelength.

4 © IS0 2015 - All rights reserved
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5.13 Spectral transmittance

The spectral transmittance of the OE shall be measured by transmission spectrophotometry over the
range 300 nm to 1 100 nm. Results shall be presented graphically, plotting percentage transmission
against wavelength.

5.14 Surface tension

Where applicable, the surface tension shall be expressed in newton per metre (N/m) at (35 + 2) °C.

5.1

Whe

6 1

6.1

The
resu

The 1

a)

Vanour nressure
r r

e applicable, the vapour pressure shall be expressed in Pascal (Pa) at (35 * 2) °C¢

Design evaluation

General

DE shall be evaluated for safety by performing a risk assessment‘in accordance with IS(

isk assessment shall take into consideration the following:

he type of product and the duration of intraocular centact;

)

NOTH
differ

The
for e

6.2

6.2.1

The
shall

NOTH
devid

b) j)otential interactions of the OE with other materials likely to be used in ophthalmic su

Impurity profile changes can occursds)the concentration of the chemical species chang
ences in vapour pressure as the tank is‘depleted.

DE shall be evaluated to demonstrate that the intended performance is achieved. The r¢
yaluation of non-active implants specified in ISO 14630 shall apply.

Evaluation of biological safety

General

Felevant bio¢ompatibility end points specified in ISO 10993-1 and identified by the 1
be taken.into account when selecting the tests to evaluate the biological safety of an O

Based upon the typical clinical applications in the posterior segment, OE are categorize
es, fissue/bone”. The tests for this and other categories of devices identified in Table 1 of ISO ]

are fd

or intraocular gases, any impurity profile cianges as the gas is depleted from the tank.

14971. The

ts of the risk assessment shall determine the tests required to evaluate the safety of the OE.

rgery;

es due to the

pquirements

isk analysis
E.

d as “Implant
0993-1:2009

r'guidance only; they do not represent maximum or minimum test requirements.

6.2.2 Bacterial endotoxins test

Where applicable, the OE shall be evaluated for the presence of bacterial endotoxins using the Limulus
Amoebocyte Lysate (LAL) test, in accordance applicable pharmacopoeias or an equivalent validated
test procedure. Any product that exceeds a bacterial endotoxin limit of 0,5 Endotoxin Units (EU) per ml
fails the test.

6.2.3 Intraocular implantation test

Tests for intraocular irritation, inflammation, intraocular pressure (IOP) and other local effects of the
OE shall be conducted in a suitable animal model, in accordance with animal welfare requirements
specified in ISO 10993-2 or following any local legislation.
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Due to differences between the vascularised human retina and the avascular rabbit retina especially
for non-aqueous substances a suitable animal model has to be validated.

The particular requirements for this intraocular implantation test are specified in Annex A.

The study design shall mirror the intended clinical use as closely as possible.

The study design should assess the intra-operative and postoperative intraocular irritation,
inflammation, and local effects of the ophthalmic surgery with comparative use of the OE under
evaluation and a control OE which has already been proven in clinical use to be acceptable. The volume
of OE used should simulate the intended use, accounting for ocular volume differences between the
human and animal maodels

The post-su
appropriate

Fgical irritation, inflammation, and local effects shall be monitored and graded at.inte
to the duration of the intended use. All adverse events shall be documented.

The OE shalll show intraocular irritation, inflammation and local effects results comparable to o1

than a cont
excess of thg

NOTE It
for testing. T
subjected to

6.2.4 Eth)

If ethylene d
packaging, 1
chlorohydri

6.3 Clinid

A preclinica
is needed. |
clinical inve

7 Sterili

Wherever p
for steriliza
standard fo1

Ethylene ox

NOTE1 T

rol OE of the same intended use. Intraocular irritation, inflammation,dnd local effeq
b control OE are acceptable if justified by the risk benefit analysis.

may be possible to combine biocompatibility tests, thereby reducing the'number of animals req

vo tests can be conducted simultaneously in a single animal provided that the test animals aj
indue pain or distress.

Vlene oxide

xide (EO) is used during the manufacturing of ingredients or in justified sterilization ¢
he total level of EO in the product shall not exceed 20 pg/g for EO and 100 ug/g for ethy
h (ECH).

ral investigation

[ evaluation and risk assessment shall be performed to determine if a clinical investig
f so, Annex B shall be considered. In addition, the general requirements concernin
stigations of medical devicesyfor human subjects specified in ISO 14155 shall apply.

zation

Fion of non-active-surgical implants specified in ISO 14630 shall apply and an approp
" the method efSterilization shall be applied.

de shalknot be used unless there is documented justification for its use.

e following standards for sterilization are currently valid:

rvals

- less
ts in

uired
e not

fthe
ylene

htion
b the

ossible, the product-shall be terminally sterilized in its final container. The requirements

riate

for prodUctTs, or cOMpoNeNts thereot, Sterttized by moist heat: 1ISO17665-1;
for products, or components thereof, sterilized by dry heat: ISO 20857;
for products, or components thereof, sterilized by radiation: ISO 11137-1;

for products, or components thereof, sterilized by ethylene oxide: ISO 11135-1.
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If a product cannot be terminally sterilized, aseptic processing is an accepted alternative. For such
products, the requirements specified in ISO 13408-1 shall apply. Compliance with this International
Standard shall be demonstrated by a validated media fill study with a contamination rate limit of 10-3.

NOTE 2  ISO 13408-1 specifies the general requirements for and offers guidance on processes, programmes
and procedures for the validation and control of aseptically processed healthcare products. It particularly applies
to, but is not limited to, the processing of aqueous solutions, and is thus relevant to the preparation of OE. Future
parts of this International Standard will address specialized processes, such as filtration and lyophilization.

8 Product stability

The manufacturer shall define and state the shelf-life of the product and its delivery.-dystem. Real
time|or validated accelerated shelf-life testing shall be performed to demonstrate that the essential
characteristics for safe and effective performance of the finished product and delivery syjstem do not
chanjge over the labelled shelf-life under expected conditions of transport and storage. The temperature
used|in accelerated testing shall not exceed 45 °C. The parameters that shall be,followed during shelf-
life sfudies are those factors identified by the risk analysis as being crucial to.the safe use of the product.

Changes in the composition of the product, source materials, material suppliers, mgnufacturing
condiitions, including the sterilization process, package design or package materials, can affect the
shelftlife of the product.

The established shelf-life of the OE shall be re-validated if asisk assessment identifies ajy change in
mantyifacture that can affect the stability of the product.

9 Integrity and performance of the delivery system
Chemical and physical compatibility of the OE and ¢he delivery system shall be evaluated and documented.
Apprjopriate testing should be conducted to«demonstrate that mechanical failure of the delivery system

will not result from use as intended.

10 Packaging

10.1 Protection from damage during storage and transport

The packaging requirenients for medical devices specified in ISO 11607-1 and ISO 14630] shall apply.
For the purposes of this International Standard, ISO 11607-1 shall apply also for OE that are not
termfinally sterilized:

10.2Z Maintenance of sterility in transit

OE shall be packaged in such a way that they remain sterile under the normal conditions ¢f transport,

stordge and handlineg The sterile nackaging reguirements given in ISO 11607-1 shall annlu
ts) bl el O hd | ts) ts) by el i o T 7 “rrrJ

11 Information supplied by the manufacturer

The general requirements for information provided with the medical device by the manufacturer
specified in EN 1041:2008 + A1:2013 shall apply, together with following particular requirements.
Symbols may be used instead of text, where appropriate. When symbols are used, the information given
in [SO 15223-1 shall apply.

If the product is vulnerable to damage by exposure to environmental elements, there shall be clear
warning signs on the shipping container.

A package insert shall be included within the storage container, provided in such a way that it can be
removed and read without damaging the sterile barrier.

© IS0 2015 - All rights reserved 7
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Where applicable, reabsorption and expansion rate information based on clinical study results, as well
as warnings about altitude change and air travel shall be provided.

In the case of gases, information about sterile filtering before intraocular injection shall be provided.

The information required on the storage container, package insert, sterile barrier and product container
is listed in Table 1.

The batch number and expiration date may be provided on a self-adhesive label.

Table 1 — Information supplied by the manufacturer

Storage Package |Sterile Primary
container |insert barrier contaiper
Name of the manufacturer or authorized representative X X Xa X
Address of mjanufacturer or authorized representative X X
Trade name pf product X X Xa X
Brief descrigtion of the chemical composition of the product X X
and the volume supplied
A description of the relevant design attributes that may X
affect the safety and performance of the product
Spectral trajpsmittance curve X
Refractive index X
Conditions for storage X X
Indications fpr use X
Contraindicdtions for use X
Instructions|for use X
Warnings anld precautions X
Statement that the contents are for single use only X X X
Statement “Sterile” and the method(s) of sterilization of the
. . . . X X Xa X
product and primary container (if applicable)
Do not use if|sterile barrier is breached-{if applicable) X X
Batch numbgr preceded by the word LOT X Xa X
Expiration dpte X Xa X
a2 The namg¢ of the manufacturer or authorized representative, trade name of product, batch number, expiration date
and sterility Jtatement (where applicable) need to be provided on the sterile barrier only if it is not transparent and the
required information cannot be read directly from the primary container without breaching the seal.
Whenever plossible, symbols according to ISO 15223-1 should be used.

A patient medical alert bracelet and a patient information card shall be avallable to each patie

tto

inform the patient and the healthcare providers, for example surgeons and dentists, regarding the
hazards of altitude and air travel, and the use of nitrous oxide for a surgical procedure when intraocular
gas is in the eye to prevent serious eye injury and blindness.

The patient medical bracelet shall alert the existence of intraocular gas bubble in the patient under the
healthcare provider’s care.

8 © IS0 2015 - All rights reserved
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An impplantation test assesses the local effects on living tissue, at both the gross and micre
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and
prov
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Annex A
(normative)

Intraocular implantation test

General

bcopic levels

sample of product surgically implanted in a site appropriate to the intended-applidation, route

Huration of contact. The general requirements for implantation tests specified in [SO 10993-6

ide guidance.

The yitreous cavity of a suitable test animal shall be used as the implantation-site. The choice of animal

mod

In ac

A.2

An a

cavitly of a vitrectomized eye. Implantation is achieved-with the minimum possible trauma

that

el shall be justified. The use of appropriate controls shall be included.in the test.

Test procedure

ppropriate volume of the OE, relevant to its intendéd”application(s), is injected into

physical damage to ocular tissues does not mask-any injury resulting from exposure 4

cordance with ISO 10993-2, animal testing shall be reduced to tlie justifiable minimunp.

the vitreous
Fo the eye so
o the test or

egulations so

microscopic

control material.

The ¢ontrol treatment utilizes another, well-documented OE.

NOTH A bilateral implantation is preferred, but unilateral implantation is permitted, if local r

require.

A.3 | Test evaluation

The post-injection respofise’ shall include intraocular pressure measurement and is mopnitored and
gradgd at appropriate intervals to include periodic histological evaluation, gross and

assejsment and ogeular evaluation (such as fundus and slit lamp examinations fo

emul
and
impl

sification, cataractogenesis, migration of the material, retinal status, etc.). Additional
pr evaluation'times are added depending on the outcome of the risk analysis and duj
hantationstudy. All test results shall be documented and reported as specified in ISO 1(

I irritation,
parameters
ration of the
993-6.
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Annex B
(informative)

Clinical investigation

B.1 General

This annex
perfluoroca

B.2 Clini

B.2.1 Pro

covers the three types of OE currently in use: intraocular gases, siliconenoil
rbon liquids.

rcal investigation design

cedure

General requirements concerning clinical investigations of medical deviees for human subject

found in ISQO

A controlled
the safety 4
follows fror
number of p

Either a ran
is a well-do
the last five
the OE is uj
example of
hypothesis {
adverse eve

No investigi
in the inves
greater thaf

If the many
performanc
appropriate

The duratio

14155. Additional considerations are given in this Annex.

clinical investigation is to be performed. The objective of the investigation is to docu
nd performance of the new OE when compared to.the control. The primary hypot
h risk analysis, and standard biostatistical formulae are used to calculate the reqy
atients per treatment group.

Homized, concurrent or a historical control is;used. In the latter case, the control treat
fumented OE of the same type as the OE under investigation, marketed widely for at
years for the same use. An appropriate’ safety end point for the claimed indication
ed in the determination of the appropriate sample size for the clinical investigatioj
he appropriate sample size for an-QE based on intraocular pressure is given in B.3. Alth
esting is performed only for theprimary end points, the rates of the other assessmer
hts will also be used to evaluate the device safety and efficacy profile.

itor contributes less than 20 patients or more than 25 % of the total number of pa]
tigation. The numbef of patients lost to follow-up in each treatment group should n
10 % of the totalax@mber enrolled.

facturer wishes to make additional claims, for instance regarding the intra-oper
b of the deyite, additional end points to support these claims are to be included an
power calgulations for determining the patient numbers are to be performed.

h of OE use and volume used for each patient is documented. Any adverse intra-oper

and post-op

and

are

ment
hesis
hired

ment
least
(s) of
. An
ough
ts or

ients
bt be

ative
1 the

ative

brative events are documented.

B.2.2 C(Clinical variables

The study end points are assessed in a consistent manner across investigation sites. If a historical
control is used, the evaluation methods used to evaluate the OE should be consistent with those used
for the historical control.

The following are assessed:

presenc

visual a

10

e or absence of the crystalline lens and, if present, its status in terms of clarity;

cuity;

degree of retinal repositioning;
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