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reword

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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Introduction

There is limited information on the safety and effectiveness of female condoms. Therefore, clinical
validation of any new female condom is necessary to ensure that its performance during actual use is
not inferior to the performance of female condoms of existing designs.

This clinical study guidance is intended to help in the design, execution, analysis, and interpretation
of clinical function studies conducted in accordance with requirements of ISO 25841 for female
condoms. In addition to information regarding the clinical validation study, this document provides
recommendations on risk assessment, pilot studies, and statistical analysis plans. Annexes include

previously

To date, t
condoms
sponges o1
associated
definitions
sponsor pl
determine

For furthe
Reference
might need
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used case report forms (CRF) and protocols that can be modified or adapted.

re has been considerable variation in female condom designs and materials. Many fen
e held in place with external rings and are often anchored within the vaginayusing ri
other unique designs. From the published literature, the most common acute-failure evq
with female condom use are breakage, slippage, invagination and misdirection. However,
for these acute failure events have been inconsistent from one published-study to anothg
hnning to conduct a female condom study should review the definitionsin this documern
their applicability for the product.

" information regarding definitions of female condom failures;yrefer to Reference [12]
[16]. Also, note that the definitions used in this document arfe based on existing designs
to be expanded or adapted according to the female condeimninder investigation. Other ty

of acute fa
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recruit partficipating couples who agree to use the test and control condoms for vaginal intercourse. Such stu|
can also colllect incidental data on condom use during anal’sex; however, that is not the primary objective
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y power requirements, it is critical that sufficient reports are collected on condom use during vag
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3.1

Scope

5 document is intended to help in the design, execution, analysis, and interpretation

se clinical studies compare the performance of a new female condomto an establis
Hdom during vaginal intercourse (not anal intercourse). In particulaf, these studies are ¢
ss acute failure events during use.

5 document also provides direction on the analysis of data when the study is completed|
rpretation of these results by manufacturers and regulatory bodies.

fidentiality of individuals and their records, use of*letal ethics committees, etc. These
br clinical trial design issues are covered in greatefZdetail in ISO 14155.
Normative references

re are no normative references in this document.

Terms and definitions
the purposes of this document, the following terms and definitions apply.
and IEC maintain terminological databases for use in standardization at the following ad

[SO Online browsing platform: available at http://www.iso.org/obp

IEC Electropéedia: available at http://www.electropedia.org/

E Allhof the clinical failure events defined below represents potential vaginal exposure td
r peniledischarge. Non-clinical failure events do not risk exposure.

of clinical

ction studies conducted in accordance with the requirements of ISO 25841 forfemale copdoms.

ned female
esigned to

as well as

fain clinical trial elements are not addressed in\this document, including compensation,

and many

dresses:

semen and

clinical breakage
breakage or tearing of the condom during intercourse or withdrawal from the vagina

Note 1 to entry: This might not be noticed until after inspection of the condom following intercourse.

Note 2 to entry: Any breakages that do not meet the definition of clinical breakage are considered “non-clinical
breakage” (e.g. tearing the condom when opening the package).

3.2

clinical breakage rate
number of female condoms broken or torn during intercourse or withdrawal divided by the number of
female condoms used during intercourse

Note 1 to entry: The clinical breakage rate is typically reported as a percentage.

© IS0 2017 - All rights reserved
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3.3
clinical slippage
condom slipping completely out of the vagina during intercourse

Note 1 to entry: If a condom slips off primarily as a result of breakage, do not count that as a slippage event.

3.4

clinical slippage rate

number of female condoms that slipped completely out of the vagina divided by the number of female
condoms used during intercourse

Note 1 to enftry: The clinical Slippage rate 1s ty pically Teported as a percentage.

3.5
clinical misdirection
insertion of the penis between the female condom and the vaginal wall

3.6
clinical mysdirection rate
number of| female condoms that misdirect divided by the number of femalé condoms used during
intercours¢

Note 1 to enftry: The clinical misdirection rate is typically reported as a percentage.

3.7
clinical inyagination
external rdtention feature of the female condom that is partially or fully pushed into the vagina dur
intercourse

—-

ng

3.8
clinical inyagination rate
number of| female condoms that invaginate divided by the number of female condoms used dufing
intercours¢

Note 1 to enftry: The clinical invagination rate i§ typically reported as a percentage.

3.9
clinical fajlure event
clinical brepikage (3.1), clinical slippage (3.3), clinical misdirection (3.5) or clinical invagination (3.7)

3.10
total clini¢al failure
number off female condoms with at least one acute failure event that results in potential vagjnal
exposure tp semen argrother penile discharge

Note 1 to erftry: Any.condom that experiences multiple clinical failure events (3.9) only counts as a single clijical
failure.

Note 2 to er Ty trctodes comdonswithr the ful‘luwiug fattures—timicat br cukuyt: (ﬁ), al'llppuyc (3.3), Tisdirection
(3.5), invagination (3.7), or any failure event(s) in the risk assessment as described in Clause 4.

3.11

total clinical failure rate

number of female condoms with clinical failure divided by the number of female condoms used during
intercourse

Note 1 to entry: The total clinical failure rate is typically reported as a percentage.

2 © IS0 2017 - All rights reserved
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3.12
bias
systematic error caused by a variable not considered in the calculation of results

Note 1 to entry: Three common causes of bias in this type of clinical study are (1) selection bias, where certain
types of study subjects are not representative for the outcome being assessed, (2) recall bias, where poor
questionnaire design or lengthy time between when condom is used and when the use events are recorded, and
(3) misclassification, where the outcome of interest (e.g. breakage, slippage, invagination, or misdirection) is
recorded erroneously.

Note 2 to entry: The term bias is used in statistics to refer to how far the expected value of a statistic lies from the

i ik 3 i
paI' TITCTCT TC TS CSTITITATTIITS:

3.13
non-inferiority margin
S
staffistical term used to identify a clinically meaningful difference between products

Note¢ 1 to entry: Differences between product means which are less than & are interpreted as noisg inherent in
the study while differences between product means which are greater than/8\are attributed to ajmeaningful
diff¢rence between products.

4 |[Risk assessment

A risk assessment for the product shall be conducted in accerdance with ISO 14971. This gssessment
shojld identify all safety and effectiveness concerns, ineluding potential mechanisms of condlom failure
and) the results of the pilot study. All possible acute failure events should be considered in|the design
of the female condom, and clinical investigations stiould be designed to capture informatipn on each
poskible type of failure.

The risk assessment should address whether each acute failure event leads to potentjal vaginal
expsure to semen and other penile discharge during condom use, and therefore whether dach failure
event is designated clinical or non-clinical:

Manufacturers should make this risk-assessment available to regulatory bodies.

5 |Pilot clinical studiés

A pllot study helps to.identify and evaluate the different types of acute failure events of the pew female
condom prior to inifiation of a larger clinical investigation (see ISO 25841:2014, Clause 8)| The acute
failire rates obtained in the pilot study will influence the statistical calculations of power gnd sample
sizg for the pivotal study. The risk assessment (see Clause 4) should be conducted prior fo the pilot
in the pilot

htures that

i i e pilot study
undergo a post—c01tal phy51cal examination as soon after condom use as practlcable Such exams should
be conducted by an experienced clinician.

Investigators should provide detailed verbal and written instructions on appropriate condom insertion
and use to all study participants and demonstrate correct condom placement using a pelvic model.

Collection of user acceptability information will be useful to evaluate product acceptability and to guide
further product improvements prior to the larger clinical investigation.

For additional information, see 6.15 and 6.16.

Annex B contains a sample outline for a pilot clinical study.

© IS0 2017 - All rights reserved 3
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6 Clinical validation investigation

6.1 Objectives of clinical validation investigation

The protocol should state the purpose of the study, e.g. to evaluate the performance of a new female
condom (test condom) during vaginal intercourse compared to a control female condom. The protocol
should clearly state the hypothesis being tested (i.e. whether the non-inferiority margin between the
total clinical failure rates for test and control condoms complies with the requirements specified in of

[SO 25841:

NOTE

2014, 8.3).

The prima
condoms.

Secondary
(e.g. slippa
control fe

condom fa

1 £ b= =l YALLLO. L I I ) 1 R £ R ) Y o d
ITAST ITITI LU LT VV IIU suxucuuca UIT CITITIC AT STUUITS TULI dAUUItIUIIAl TITTUT IITAatlIUIL.

objectives are to evaluate each different type of failure event identified in the risk anal
e, breakage, invagination, misdirection, etc.) by comparing the new femalé condom to
ale condom for each type of failure event. In addition, there should be an‘evaluation of t
lure (i.e. sum of total clinical and total non-clinical failures).

The seconglary objectives of the research should also include safety and @ceeptability. Safety wil

determine
by condom
points incl
lubrication

l by the proportion of women reporting adverse events reported during condom uses
type. Acceptability will be measured by the calculated freguency of key acceptability
iding ease of insertion and removal, like or dislike of product attributes, adequacy and fe
, etc.

These studies might also collect incidental data on female coidom use during anal sex; however, th

not the pri

6.2 Outq

The protoc
study is co

a) The pr

mary objective.

ome measures

ol should prospectively state and define the outcome measures to be evaluated when
mpleted, as well as the means by which such data will be collected.

imary outcome measure is ¢otal clinical failure, representing the total number of tes

contr

condoms for which one or-more acute failure events (as defined in Clause 3) are reporte

the usé¢rs.

b)

Secondary outcome measures should include all types of acute failure events, reported individu

Adverge events. The protocol should contain provisions for collecting data on safety outcomes,

pain, discomfort, bleeding, penile or vaginal irritation, etc.

d)

1) a

Other putcome measures (optional):

nonsclinical failure rates;

"y objective of this study is to compare the total clinical failure rates of the test and\conjtrol

ySis
the
ptal

Il be
And

end
] of

ht is

the

t or
l by

lly.

e.g.

2) totartalure rate (Clinical and non-clinicatj;

3) user acceptability.

6.3 Study subjects

6.3.1 Ge

neral

The protocol should describe the exact method(s) of recruiting subjects. Recruitment should attempt
to draw from a representative target population that includes various socio-economic, ethnic, and
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cultural, and condom user experience backgrounds. The study should include multiple investigational
sites, and the number of study subjects enrolled should be evenly distributed across sites.

NOTE Selection bias can be introduced into a study by recruiting or oversampling couples who do not
represent the target population. For example, highly experienced condom users (such as commercial sex workers)
might not challenge the condom as much as inexperienced users and so targeting these couples for recruitment
can result in artificially low failure rates.

The various stages and elements of the study are described below. Annex C provides a sample timetable
of events for the individual study subject. It may be configured to the specifics of a given study.

6.3]2 Enrolment of study subjects

6.3{2.1 General

The following inclusion and exclusion criteria are examples for a low risk study.’However, ¢ther entry
criteria can be used depending on the study context.

6.3{2.2 Inclusion criteria
The following is a list of recommended criteria for selection of study.couples:
a) |mutually monogamous; current relationship = 3 months;

b) |already protected from pregnancy, e.g. oral contraceptive, intrauterine device, subdernial implant,
injectable, patch, male or female sterilization;

c) |18 years to 45 years of age;

d) |[sexually active, sufficient to meet protocol Fequirements; agree to have penile-vaginal intercourse
with frequency sufficient to meet protocolrequirements;

e) |agree to use only study female condems during time of participation;

f) |agree not to use male condom when using female condom in a single sex act;

g) |agree not to use drugs ornen-study devices that can affect sexual performance;
h) |able to understand instructions for correct use of female condoms;

i) |no known sexuallytransmitted infections, including HIV/AIDS;

j) |agree to use-only lubricant(s) provided by the study;

k) |agree nét'to wear any genital piercing jewellery while using study condoms;

1) |willing and capable of following requirements of protocol, including willingness to respond to
questions about reproductive and contraceptive history and use of condoms during intefviews and
o self-administered questionaiTes;

m) available for follow-up.

If self-administered questionnaires are used in the study, the study subjects should have an adequate
level of literacy commensurate with the questionnaires.

6.3.2.3 Exclusion criteria

The following is a list of recommended criteria for excluding a couple from the study, at the time of
entry or at any time during the study.

© IS0 2017 - All rights reserved 5
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If either partner is (or becomes) aware that

a)

b)

c) either

d) anitin

e)

f) either
genita

g) either

he/she is allergic or sensitive to the material(s) of the test or control condoms,

female partner is pregnant or desires to become so while participating in study,

partner knowingly has a sexually transmitted infection,

erant person who might not be able to complete the study, e.g. migrant workers,

male partner has known erectile or ejaculatory dysfunction,

partner is using any medications or preparation applied topically or intravaginally.to
ia, other than that supplied for the study,

partner is an employee of study sponsor or affiliated with clinical research centne,

it is possible to conduct a condom clinical function study in a population at risk of prieghancy, i.e.

using a ba

the commyg
well as any

requireme

Commercig

However, i
not specifi

the study d
applicabilif

6.4 Info

The purpo

presented
informatio
should be

Ck-up contraceptive. In fact, this might be more representative of the target populatio
brcial market. However, the risk of pregnancy during the study should be considered

nts from the local regulatory body.

1l sex workers (CSWs) represent an important target population of female condom ug
hcluding them in this kind of study poses some unique challenges. While this document ¢
Cally recommend excluding CSWs, great care should be taken when considering this du
esign phase, including provisions to ensure proper stéps taken for data collection, as we
y to other target populations.

rmed consent

se and requirements of the study sheuld be explained before prospective subjects

h about sexual activity will be collected than is typical of most family planning visits. Subj

consent. Subjects should provide written informed consent before they are enrolled in the study;

participan

6.3) focuse
on; if the recruitmentfocuses on female subjects only, then the male partner(s) do not njeed
to sign infa

forms to si

Subjects sh
contracept]
of contracH

NOTE

s should receive a copy of their signed informed consent form. If the subject recruitment
s on monogamous couples; then both partners should be given separate informed con

rmed consent fornis:

ould be informed about the potential for condom failure and the availability of emergdg
ion in the event of condom failure (if not otherwise using a highly effective alternate met]
ption).

Usefuliinformation regarding informed consent is available in Reference [11]. Also see Reference

the

not
h in
, as

 measures in the protocol to manage that risk. Such a study might'be subject to additignal

ers.
oes
ing
las

are

with the informed consent form..Subjects should also be advised that more detafled

pcts

biven an opportunity to ask quéstions about the study and/or the content of the informed

All
see
bent

ncy
hod

12].

6.5 Testamdcomtrotcomdomns

6.5.1 Ge

neral

Both control and test condoms should be tested to establish baseline properties as specified in
ISO 25841. This is important because these results are used to establish or verify the specifications of
the new condom and to verify that the control condom represents typical production. Sufficient sample

sizes shoul

d be used.
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2 Test condom

The test condom should continue to meet performance specifications throughout the study.

a) Test condoms used in the clinical study should be manufactured using the same manufacturing
process(es), equipment, specifications, and quality assurance procedures as the eventual product
to be commercially marketed. Recognizing that the scale of manufacture can be different than
normal production runs, the use of pilot manufacturing equipment is acceptable, so long as it is

similar to the equipment to be used during normal production.

b) Test condoms should be selected from a single lot. The compliance of the lot with the specification

d)

NOTI

6.5
The

b)

should be assessed using the sample plans specitied in 150 25841:2014, Annex b.

If test condoms for the clinical study are selected from more than one lot, thefi*thig
documented and precautions should be taken to ensure that the individual‘lets cd
the specification and are of a similar age and from a similar period of pyodfction,

should be
mply with
e.g. within

three months. It is not acceptable to mix samples drawn from lots produeed using significantly

different processes or equipment.

As specified in ISO 25841:2014, Clause 9, the airburst properties of test condoms fr
(preferably only a single lot) used in the study should be determitied using a sample siz
2 000 condoms. Other properties of the condom should be determined and recorded h
the principles described in ISO 16037.

For the purposes of the trial, the test condoms may be packed in non-standard pac
sequence number and randomization allocation without typical brand. However, the
should provide the same level of protection to the condom as normal production packag
standard packaging is used, the manufacturer,ei~the organization responsible for the t
ensure that the labelling information specified in ISO 25841:2014, 13.3 is made avail
study participants.

E Local regulations can require additional labelling.

3 Control condom

control condom should continue to meet performance specifications throughout the stu

The control condom selected for this study should comply with the requirements in ISO 2
Clause 8. Normal production condoms should be used, subject to any special packaging
mask the product for the trial.

If possible, control condoms should be selected from a single manufacturing lot that
2 years before the expiration date at the commencement of the trial. Quality of the contr
should leyfully characterized by testing and, if possible, by information from the manuf]
expirydate.

bm all lots
b of at least
y adapting

kaging, i.e.
packaging
ing. If non-
rial should
pble to the

dy.

5841:2014,
required to

is at least
bl condoms
hcturer, i.e.

Control condoms should be distributed and stored under such conditions that they arg

protected

£ 1 1 PR - : £20 00 1 +1 .
ITULT PIUIVIIESCU TAPUSUTT LU LCIHHTPTT ALUTLCS I TALTSS Ul o4 U dIIU dily OLICT CIHVIT UITITICT

tal factors

that could affect their quality. Storage conditions should be recorded and fully traceable.

6.5.4 Trial duration exceeds one year

If the duration of the trial exceeds one year (dating from when the condoms were first tested), the study
sponsor should retain samples of both the test and control condoms (per initial sampling plan) and
store them under the same conditions as the trial condoms. The retained samples should be re-tested
at the end of the trial to confirm ongoing compliance with the specifications for airburst properties,
freedom from holes, and any other key condom properties, as established with baseline testing. The
results of any re-tests should be included in the trial report.
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Manufacturers may retain additional condom samples and re-test them at regular intervals (e.g. every
six months) during the trial. If the retained samples fail to meet the airburst and freedom from holes’

requirements of ISO 25841, then consideration should be given to terminating the trial.

6.5.5 Sampling of control condoms for bench testing

Sampling plans based on ISO 25841:2014, Annex B, should be used to confirm compliance with

appropriate statistical principles.

6.6 Randomization

Typically, the most efficient design for a condom functionality study, in terms of subjects and comllom

numbers, is a randomized, crossover study. With the crossover study design, study subjects.are f
given a sef of one condom type, use them, and then return for a set of the other condom.type.
protocol should contain a provision for the randomization scheme designating the sequerice, e.g.

condoms first and control condoms second, or the other way around.

6.7 Allo

To the deg
data analy

6.8 Use

Lubricant
condoms ¢

The study

protocol should also specify the type and amount of lubricant available for the user. In addition,

case repor
degrees po

If the lubri
then mater

cation concealment and study masking

ree possible, product assignment should be masked from study couples, investigators
bts after randomization. The study protocol should describe suéh masking procedures.

of additional lubricant

s normally applied to the test and control condom“before packaging. However, some

protocol should address whether additionalshibricants can be used with the condoms.

t forms (CRF) should capture the use.gf)any lubricants, including the type, amount (to
ssible), and location applied.

Cant supplied to the study subjects is different from the lubricant applied prior to packag
ial screening and testing should be conducted to ensure that any additional lubrication d

not have a

NOTE
on condom
latex male ¢

6.9 Inst

Detailed vj
documente

t[y deleterious effects on either the test or control condoms.
I

might be possible to adapt the testing principles of ASTM D7661 for testing the effects of lubri

ondoms with lubricants.

Fuctions andinteractions with study couples

erbal and” written instructions, as well as training, on correct condom use should
d in the protocol and provided to all study participants.

hn require users to apply lubricant. In addition, seme users can desire additional lubricampt.

irst
The
test

and

test

The
the
the

ing,
oes

Cant

properties. ASTM D7661/is a test method to assess the compatibility of unlubricated natural rubpber

be

The trainin

g andinstructions should r:\raﬁllly address:

a) purpose of study and duration of participation;

b) clear definitions (with illustrations) of the key outcome measures (acute failure events) that study
participants are expected to report, e.g. breakage, slippage, invagination, misdirection, and any
adverse events (there should be a thorough explanation and demonstration of each type of acute
failure event, preferably using a pelvic model);

c) correct condom use;

d) time frames for using test and control condoms and recording data;

e) careful review of the “individual condom use” CRF and any other CRFs, with instructions on how to
properly complete them;
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f) telephone and/or other contact information for study coordinator.

In addition, couples should be instructed to contact research staff immediately if they encounter any
problems related to the study. Serious adverse reactions should be reported immediately to the study
sponsor and the ethics committee.

6.10 Interviews and data collection

6.10.1 Schedule for interviews and condom distribution

Theprotocotshoutdrave aschedutefor:
a) |enrolment interview:

— questionnaire, enrolment including training on device use and different types of failure events;
— provide condoms and condom use CRFs

b) [mid-study interview, if crossover design:

— collect condom use forms from first set, any unused condoms;
— provide second set of condoms and individual condom use CRFs;

NOTE If three different types of condoms are being tested (i.e. for a three-arm study), collpct CRFs for
the second set and any unused condoms. Provide a third setef condoms and individual condom fise CRFs.

c) |exitinterview:
— collect condom use forms from the second‘(or third) set, any unused condoms.

For|the purpose of this document, CRFs might be paper-based or electronic. Examples df CRFs are
proyided in the annexes.

6.10.2 Enrolment interview

The protocol should have provisions for an initial interview for obtaining informed consenf from both
pargners, ensuring that inclusion/exclusion criteria are met, and to provide study participants with
insfructions and initial set 0f condoms.

There should be an Enrelment CRF to collect data on the study participant:
a) |age, condomrexperience, reproductive history and other demographic information;
b) [risk of SThand pregnancy;

c) |method of contraception used during study;

d) abi]i{—xv tocomplatn tha ot dy vt ~nl (o o lonath of valationchin  £fn i anoyg r\f ‘;lteI'COLlI'SG,

TITC TO—CompTIeTC— It otaty — protoctor "= Tt O T— T CIoatrotroTiT P rrequatnty—o

problems with erection/ejaculation, use of genital jewellery, etc.);
e) others, e.g. data on circumcision, genital mutilation (modification), as appropriate.

If desired, the protocol might contain provisions for a penis measurement kit. The kit should allow for
a consistent means of measuring erect penis length and circumference. This information should be
turned in to the investigator at a later visit.

Annex D is a sample form for initial entry into the study (study entry CRF).
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6.10.3 Individual condom use CRF

Per the randomization scheme, the protocol should contain a provision for providing the designated
number of condoms (test or control) to the participating couples together with sufficient number of
individual condom use CRFs for self-reports of acute failure events and other information.

Clinical function studies of condoms are heavily reliant on user reports and memory recall. To minimize
the impact of recall bias, it is recommended that a limited number of condoms (e.g. five) of each type be
used in less than a two-week to three-week time period. Study instructions should direct participating
couples to complete the CRF for individual condom use as soon as possible after each sex act. To
reduce memory recall bias, every effort should be made to minimize the time between the sex act and
completion] of the CRF, i.e. no more than a few hours.

The individual condom use CRF should provide for entries to collect the following event infoymatior] for
each conddm:

a) package opened (yes/no);

b) type of intercourse: vaginal, oral, anal;

c) condom broken prior to intercourse while opening package or putting cordom on;
d) condom broken during intercourse;

e) condom broken during withdrawal;

f) locatidn of break, if any;

g) condoin slipped completely out of the vagina during intércourse;

h) externpl retention feature of the condom pushed igside the vagina partially or fully;
i) penis inserted between the female condom andthe vaginal wall;

j) any other clinical failure events identifiedin the risk analysis or pilot study;

k) semen|leakage from condom, noticed-by user;

1) use of pdditional lubricant;

m) safety|related events: burning, itching, irritation, etc.

The study $ponsor can colléet'information on user acceptability.

Study couplles should bédnstructed to examine the condom carefully after the condom has been remgved
from the vpgina. Breaks which are known to have occurred after removal of the female condom ffom
the vaginalshould:be'considered non-clinical breakage events.

Annex F infludes a sample individual condom use CRF that one can model.

6.10.4 Mid-study CREF, crossover trial

If a crossover trial is conducted, then the protocol should have a provision for a mid-study interview
at which the initial set of individual condom use CRFs is collected from the participating couples, and
a second set of condoms and CRFs is given to the couple. A mid-study interview CRF could collect
additional data on:

a) problems with condom use;
b) acceptability;

c) safety;
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d) others.

Annex E is a sample mid-study CRF that can be adopted.

6.10.5 Compiling data from CRFs

The protocol should also explain how data will be accumulated from the individual condom use CRFs
from each study arm and compiled on the following:

a) number of packages opened;

b) numbper oI condoms used Ior vaginal intercourse,;

c) |for each type of clinical failure event (e.g. clinical breakage), the number of condomsywith that type
of failure;

d) |for each type of non-clinical failure event (e.g. tearing condom while opening package), the number
of condoms with that type of failure;

e) |the total number of condoms with at least one clinical failure event;
f) |the total number of condoms with at least one failure event (clinical or non-clinical);

g) |number of condoms used for oral sex or anal sex.
6.1/1 Data integrity

6.11.1 General

The clinical function study for a female condemt;is highly dependent upon user self-report§ of clinical
failire event type(s) from each coital act. Considering the limits of human memory, the tinjeframe for
recprding these data by the user should be-as immediate to each coital act as possible. THerefore, to
help ensure accuracy, reliability, and traceability of all data, the study protocol should addreg§s selection
of sfudy couples, instructions for study participants, timeframes for reporting events, design of coital
diaries and other CRFs, study schedules, as well as distribution of study condoms (test and cpntrol) and
overall collection of study datas

Compared to male condoms,)female condoms have more types of failure events, and this dan require
conpiderable probing tg ensure the failure events are correctly described. There is pdtential for
underestimating and-overestimating these events unless questions are clear and the coital |diaries are
chefked carefully,~This often requires direct contact with interviewers. It is therefore aglvisable to
des|gn clinical funetion studies of female condom to include face-to face interviews at each dtep of data
collpction.

6.11.2  Interactive voice response systems (IVRS)

_ o o ] ] are 3 interactive
voice response systems (IVRS) that pose pre-recorded questions and enabling participants to respond
using the keypad of their telephone. The advantage of this approach is thatresources are “time stamped”
and can potentially uncover participant fraud.

6.11.3 Mail-in and web-based data reporting

Because a condom breakage and slippage study relies on patient reported outcomes, it is possible to
conduct such a study and allow study couples to submit their reports by mail or Internet.

This does not substitute for face-to-face interviews at study entry and completion. In this situation,
procedures should be in place to minimize the potential for participant fraud.
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The following are examples of procedures that should allow a third-party audit to validate the study
and its underlying data.

a)

b)

Clinical investigators should keep the envelopes when couples return information by mail. If no
CRFs will be returned via mail, couples should be asked to send a personal identifier by mail (for
example, name of pet, oldest sibling, name of high school, etc.) which can be used to verify the
participants’ identity in future contacts. The investigator should keep the envelope and information
in the letter for verification of enrolment.

To verify the couple’s participation, the informed consent document could request that, in addition
to the collection of electronic data or data collected via the postal service, the clinical investigator

might
agency
by telq
that w
persor]
postal
addres

conducts inspections of the clinical investigator’s facility. Or, if the couple cannot be reaghed

rontact the study couple via telephone when either the sponsor monitors or the govern%:ent

phone that day, a letter will be sent with a post card (pre-addressed to the investig
ill verify that the couple is a participant in the study. The telephone contact might ask
al information that could verify the individual’s participation. The post card should have

stamp and date of the couple’s post office which could be compared with the'couple’s kn:twn

Study spo
archive or
computeri:

s and the post card could require additional information that would help-verify the cou

particlpation.

sors also need to be mindful of computerized systems used to“(reate, modify, maint
transmit clinical data (e.g. e-Patient Reported Outcomes). Thé_primary focus should bg
red systems used at clinical sites to collect data in order te-eénsure the quality and integ

research ofganizations, data management centres and sponsors."\Regulatory bodies that review §

of electronEc data, but same principles might be applied to computefized systems belonging to cont

studies an

other persons using the data from computerized systems should have confidence that

or)
for
the

le’s

ain,

on
rity
ract
uch
the

data are nq less reliable than data in paper form.

6.11.4 We¢b-based data collection systems, additional'suggestions

Given the delf-report nature of these condom studies, use of web-based data collection systems cap be

possible in[certain regions with selected user pepulations. Conducting studies by web, email and pojstal

communication can assist recruitment and fagilitate the execution of the study. Loss to follow up mjght
be reduced because there are fewer visits to-the study centre.

When conducting such studies, the mantifacturer and/or organizations responsible for the study shquld

take steps fo ensure the following;:

a) that fulll details of the propgsed study are provided to potential subjects to enable them to makg¢ an
informed assessment of the risks prior to entering the study;

b) that c¢ntact details“atre provided to allow potential subjects to ask questions prior to entefing
the stydy;

c) thatwrittensinformed consent is obtained from both partners prior to enrolment and the provision
of any samples;

d) that adequate questions are asked to identify any participants that do not meet the inclusion
criteria, that should be excluded on the basis of one or more of the exclusion criteria or for whom
the trial can pose a special risk;

e) that adequate advice is provided to the subjects about what actions to take if they experience any
of the listed failure events or if there is any adverse reaction to the condom. The subjects should
be provided with relevant contact details including telephone numbers and addresses to facilitate
seeking advice from the study centre or other nominated sources of help and information;

f) that adequate records are kept about the provision and return of samples and documentation

including any questionnaires, record sheets, report forms, etc.

The manufacturer or organizations concerned should take steps to verify that participants are
genuine, meet the inclusion criteria and do not conflict with any of the exclusion criteria. Verification

12
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of addresses, using appropriate databases and follow-up interviews, in person or by phone, with a
randomly selected proportion of the study population, are ways of achieving this.

6.12 Control of distribution chain

The principles of ISO 13485 should be followed in the production of both test and control condoms.
In general, all condoms used in a clinical trial, both test and control condoms, should have been
produced, tested, and foiled to production specifications for manufacturing, testing, lubrication and
packaging. Documentation to this effect should be as complete as possible. At a minimum, each condom
foil/individual container should be labelled with the batch number and the expiry date. The individual
foil fromtaimer thecomsunrer package or botirshoutdprotect the comdoms fromrenvirommemntal damage
as iy appropriate for the product for at least the duration of the clinical trial period.

Thg manufacturer should take steps to ensure that the batch records are fully completed anfl approved
by QC/QA prior to dispatch, along with the necessary shipping documents to the clinical sthidy centre.
Thg manufacturer should also ensure that an adequate number of samples are retained for pny follow-
up investigations that can become necessary.

The clinical study centre should take steps to complete their receiving and inventory record$ and make
cherks on the sample packs to ensure they are free from any damage.during transit.

The clinical study centre should store the samples according to ‘the manufacturer’s diredtions until
they are ready to be given out to the study participants. The~¢linical study centre should| follow the
profredures for coding and any further labelling required a§/défined in the study protocol. [The centre
shopld also ensure that, for traceability purposes, the individual foil/container with the manjufacturer’s
bat¢h number and expiry date remain visible to the user:

6.13 Analysis of returned condoms

It can be useful to analyse condoms that broke-or slipped during the clinical trial. This kind oflevaluation
is alsignificant element in a general quality.systems approach to device manufacture. It might also help
explain some of the study findings when the trial is complete. Annex H contains a samp|e protocol
for freating returned condoms. Annex*H also includes diagrams illustrating a number of examples of
condom break types.

WARNING — The study described in Annex H requires direct contact with contaminatg¢d devices.
It i strongly recommended that operators should wear gloves during the operation|to reduce
risks of any infectious accidents.

6.1 Other methedological details
The study protecol can address the following concerns:

a) |language of instructions and CRFs and availability for review;

b) [regional differences in condom usage that could affect applicability of results to worldwijide;

c) social, cultural, and economic setting of the study population, particularly literacy, access to
medical care, community and family values, etc.

d) naive condom users can experience higher rates of failure events until they become familiar with
the products[10]; a brief pre-planned condom use run-in period can be appropriate before enrolling
study couples into the trial;

e) if the study calls for run-in periods (learning period before use of test condom “counts” towards
clinical failure rates) or wash-out periods (time period between use of test and control condoms),
the protocol should provide the methodological details for these, including how such data will be
managed;
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f)

monitoring clinical studies: functionality trials are a requirement for certain regulatory approvals;

in this case, the protocol or standard operating procedures should include a comprehensive
monitoring plan as follows:

1)
Bo
2) to

3)

ard (IRB) policies, as well as local regulatory regulations;

standardize the clinical data monitoring;

to ensure the data are in compliance with Good Clinical Practice (GCP), Institutional Review

to ensure the validity, accuracy and integrity of the data. A suitably qualified external trial

monitor should be appointed to monitor the trial throughout its course from initiation to study

cld
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If the null hypothesis of inferiority is rejected using an appropriate test statistic, then the alternate
hypothesis of non-inferiority is accepted.

The failure rates observed in the clinical study based on a small number of condom uses per couple are
only estimates of the expected rates that would be observed if an infinite number of condoms had been
used. It is not sufficient for the observed difference in failure rates to be <6 to conclude non-inferiority.
Rather, it is necessary that the study results provide a high degree of confidence that the difference in
expected rates is <d.
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6.15.3 Secondary study hypotheses

Based on the results from pilot studies and other factors (e.g. design or market feedback), it can be
reasonable to test whether the new female condom performs better than the control female condom.
As part of the SAP, study sponsors might prospectively specify a secondary hypothesis for superiority.
If the study results support the primary conclusion of non-inferiority, then the secondary hypothesis
might be tested.

Study sponsors should also develop secondary hypotheses to address each type of condom failure as
individual variables, again comparing the test condom to the control condom. These should be done as
non-inferiority analyses using a § for each individual variable that is a little smaller than that specified
in the normative standard for total failure rate. For example, ISO 25841 specifies a 6 of 3,0 ‘V1for testing

the|total failure rates. Based on currently available female condom data, as well as resulis from the

pilat study(ies), an appropriate § (smaller than 3 %) should be chosen to test each type of failure.

6.15.4 Study design
Typiically, the most efficient study design for a condom functionality study is'a two-period crogsover trial.

The study should enrol a sufficient number of subjects (or couplés)’so that a minimfim of two
hundred (200) complete the study. Because of attrition, it is prudent to enrol extra partficipants to
enspre sufficient numbers at end of study. For example, if one expécts a 15 % loss to follow yp, then the
studly should enrol at least 235 subjects (or couples).

The study should ensure a minimum 1 000 uses of each condom type during vaginal intercofirse.

The study population and investigational sites should be heterogeneous and represent|the target
population. Therefore, the study should include multiple investigational sites, and the number of study
couples enrolled should be evenly distributed across sites.

vagjnal intercourse in the first condom uséperiod, followed by the same number of uses of the alternate
condom type in a second and subsequert use period. Instances of condom use for anal intercourse
shopld be excluded from the primaryvanalysis. The number of each type of condom used|(e.g. five if
there are 200 participating couples) should be chosen to ensure that at least 1 000 uses of egch condom
typg are available for the primary-analysis.

Couples should be asked to use a specified number of condoms of each type during conseai:ive acts of

Becpuse some couples might not use their allocated number of condoms, it can be useful|to provide
all participating couples.with extra condoms to help ensure the target number of 1 000 copdom uses.
Altgrnatively, the study.design could specify a larger number of participating couples.

6.15.5 Statistical-analysis

It i recommended that the statistical analysis plan be specified prior to implementation of the study.
Thip incluides plans for primary analyses, as well as all key subgroup and secondary analyses.

Primary analyses should be performed using all available condom use data. Data from all study sites
should be pooled unless statistically significant and clinically meaningful interactions between

centre and condom type are detected. If such interactions are observed, comparisons should be made
separately for each centre. Any missing data (e.g. due to non-use or data errors) should be ignored in
the primary analyses unless patterns are identified which suggest condom type comparisons can be
biased. If such patterns are observed, efforts should be made to identify their causes and effects on
analyses.

Analyses should be based on a confidence interval approach to non-inferiority testinglll based on the
null and alternative hypotheses specified in 6.15.2.

The outcomes of each condom use by a particular couple are expected to be more alike than the
outcomes of condom use by another couple. This will result in correlated data that should be accounted
for in the statistical analysis. One approach would be to use Generalized Estimating Equations (GEE)
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with an identity link function and an independent working correlation structurel6l. This method is
described in further detail for condom studies by Reference [10].

The proportion of test and control female condoms experiencing clinical failure will be calculated.
The difference in proportions, and an upper one-sided 95 % confidence limit for the difference, will
be reported. An upper limit that is less than 6 will be interpreted as statistical evidence that the test
condom is non-inferior to the control female condom with respect to total clinical failure.

An upper one-sided 97,5 % confidence limit for the difference of less than 0 % could be further
interpreted as statistical evidence that the test female condom is superior to control condom.

led
couples and condom uses, the power of the study will depend on the degree of correlation and|the
true rates [for total clinical failure. Although these quantities are unknown, sample size caleulations
can typically be made assuming a correlation of no more than 0,2. Also, to be conservative) one shquld
assume failure rates corresponding to the upper range of expected rates in the target pepulation [e.g.
5 %). Rough estimates of expected failure rates can be determined from pilot study restilts, as well ps a

6.15.6 Additional statistical comments and concerns

Low total flinical failure proportions (<0,5 %) in the control armv¢an make implementing a condom
clinical furlction study challenging; careful choice of the study population to minimize this possib]lity
is essential.

Strongly cansider a pilot study if there is no objective data@n'the anticipated clinical failure rates of{the
test condofn in the study population.

6.16 Clinjcal study results: Review and interpretation

6.16.1 Gelneral

When the [clinical validation study and\statistical analysis is completed, it is important to critidally
evaluate the results to determine(whether the test female condom performs acceptably well in
comparisoh to the control condori. Principles for such an evaluation include careful consideratioh of
the control condom characteristics, characteristics of the couples participating in the study, reliabjlity
of user selftreporting, and therates for all the failure events.

6.16.2 Total clinical failure rates for control condom

Based on past studies of female condoms, the total clinical failure rates during actual use should b in
the range firom 6,5 % to 5,0 % for female condoms. If the total clinical failure rates for the test condlom
fall outsid¢ of thlS range then a ratlonale should be provided to justify the Valldlty of the trial. Pne

factors that could have contrlbuted to the unusually high or low rates (e.g. study populatlon factors
breaches in data integrity, participant fraud, etc.).

NOTE The published literature cites total clinical failure rates for female condoms that range from 2 %
to 20 %. However, the 20 % failure rate and some of the other higher reported failure rates are believed to be
inaccurate, the result of misclassifying non-clinical failure events. In more recent studies, there have been better
instructions for the study subjects (including definitions of types of clinical failures) and better-designed coital
diaries. This has led to more reliable reporting of total clinical failure rates in the range of 0,5 % to 5,0 %.

6.16.3 Non-inferiority

The primary hypothesis for the clinical validation study is that the performance of the test condom is
not inferior to that of a selected control condom with respect to total clinical failure events.
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The study should be sufficiently documented to allow an evaluator to independently reproduce the
statistical results.

If the upper one-sided 95 % confidence limit for the difference in the total clinical failure rates (test
minus control) is less than §, the conclusion is that the test condom is non-inferior to the standard
control condom. One can then reasonably conclude that the test condom is comparable in performance
to the control condom used in the study.

If the upper bound on the confidence interval around the difference in rates exceeds §, then the
evaluator should systematically explore the underlying reasons. One obvious reason might be that the
test condom is inferior to the control condom. However, other factors, including the user population and

met

6.1

If the upper one-sided 97,5 % confidence limit of the difference in total clinica} failure r

tha
con

6.1

Any
the
Ind
eva
sevi

6.1

If the study data do not allow one to conclude that the total clinical failure rate of the te

is 14
con

Upd

test
bas

a)

b)

hodological problems, can also explain such study findings.

b.4 Superiority

0 %, this can be interpreted as statistical evidence that the test condomds’superior to
dom with respect to total clinical failure.

b.5 Safety (adverse events)

new female condom poses an unacceptable safety risk’in' comparison to the contr
vidual complaints of irritation, burning, itching, bleeding, etc. should be followed up w
uation. The study report should fully address these, events. For each event, provide info
brity, duration, and relatedness and how each event,was clinically resolved.

6.6 What happens if one is unable to conclude non-inferiority?

ss than 6 higher than the corresponding control condom rate, then one cannot make 3
Clusion of non-inferiority.

n request, an evaluator could critically review the study design and data to determine W
condom can still be considered suitable for marketing. Under this circumstance (no st
bd conclusion of non-inferfiority), a regulatory body might consider other factors, such as

the individual failurgevent differences between condom types;

NOTE Under’these circumstances, there can be a role for a follow-up study and/or a metd
this and previous studies.

beneficial gualities of the test condom that can increase condom use;

labelling mitigation (e.g. to be used only by persons who are latex sensitive, place tes
labelling, etc.).

htes is less
the control

reports of adverse events or complaints should be thoroughly-investigated to determine whether

bl condom.
ith clinical
Fmation on

st condom
statistical

rhether the
atistically-

-analysis of

E results in
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Denote the true (unknown) test and control condom failure probabilities as FT and FC respectlvely,

Annex A
(informative)

Formula for power calculation

and let A = iple
uses Z condloms of each type. Then the number of couples requlred to have P x 100 % power (e g. P09
correspondls to 90 % power) to conclude non-inferiority is given in Formula (A.1):

N :{G(P)+1,645}2xVar(A)/{(5—A)z} (h.1)
where

Var (4) = F, (1—FT)><{1+(Z—1)p}/Z+FC (1—FC)><{1+(Z—1)p}/Z—2p><

{Fr(1-Fp)xF (1-Fc)}1/2

is a measufe of the variance of the difference in failure rates and where G (-) is the inverse cumulafive
normal prgbability function.
For example, if Ft=Fc= 0,05, p = 0,2, and each couple uses Z = 5 condoms per type, then Var(4) = 0,015 2.
In order tolhave 90 % power, G (0,9) = 1,282, and N = 145 cetiples should be enrolled for § = 0,03.
If one dods not perform a crossover trial, then Farimhula (A.1) provides the number of couples
that should use each type (i.e. there should be~2N total enrolled couples) where Var(4) 5§ Fr
A-Fr)x{1+(Z-1) p}/Z+Fc (1 -Fc)x{1l+ (Z- Bp}/Z
For the abpve example (alternate to the cressover design), N = 326 couples would have to use [five
condoms of one type plus 326 different couples would have to use five condoms of the other typg to
achieve 90(% power, i.e. 652 total couplés, 326 in each arm.
18 © IS0 2017 - All rights reserved
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Annex B
(informative)

Pilot clinical investigation (sample outline)

General
=enera:

The
pre

studlies should also comply with ISO 14155.

B.2

following is an outline for conducting a clinical feasibility study of a new condem {
iminary estimate of clinical failure rates during use. As with the pivotal study,,sSuch

Study design
Randomized, two-period, crossover design.

To the degree possible, product assignment should be masked from the study couples, in
and dataanalysts after randomization. The study protocol sheuld describe such masking

n = 50 couples who complete study, typically need torecruit approximately 60 couples
for loss-to-follow-up.

Each couple should use at least five of each of the'test and control condoms.
Each couple should be given two consecutive,weeks to complete each set of condoms.
Each couple should complete a diary of @ach coital event in which a condom is used.

NOTE Refer to Annex F for a sample'diary.

At the end of the two-week use period for each condom, the couple should be interviewd
phone, Internet or by clinicwisit, the latter being preferred.

Clinical end points should be failure events identified per the risk assessment and gen
adverse events.

Socio-economic-data should be collected and recorded (e.g. age, race, education level, etq.).

Financial pagment to panellists should be made at the end of the study.

Inclusion criteria

o obtain a
feasibility

yestigators
rocedures.

to account

d either by

to-urinary

Caunlacnat At ricl af nrngnaneoy (hcing A lbarnatn contracnntinn)
o FeLF T

SOTpPTCo IO TTToITOT P SITTTICy (o oo ce—CortratT PTToTT 3]

No known sexually transmitted infections, including HIV/AIDS.

If possible, couples should be experienced condom users, minimum 10 female condoms used in the

last 12 months.

Study subjects should be between 18 to 45 years of age.

Monogamous heterosexual couples who agree to practice vaginal sex only during the study.

© IS0 2017 - All rights reserved
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B.4 Exclusion criteria

— Couples who work for the clinical testing laboratory or who are relatives of staff of the clinical test
laboratory.

— Partici

— Partici

pants with known allergy to the materials used in test and control female condom.

pants with known sensitivity to the residual chemicals used in the manufacture the materials

used in test and control female condom.

— Female partner is pregnant, has a suspected pregnancy, or desire to become pregnant during the

coursgof the study-

— Couplgs where one knowingly has a urinary tract infection, sexually transmitted infection, or other

vagindl infection.

B.5 Info

Participati

B.6 Ady|

A draft tenpplate is attached (see Annex G).

B.7 Statjistical analysis

— To be g

— Confoy
and if

rmed consent

hg study subjects should be given appropriate informed consent. Se¢6.4:

erse event report form

letermined, 95 % confidence interval.

nding factors to be noted are couples who-¢luster break on either the test or control product,
more than 20 % of the recruited fail to'cemplete the study.

20
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Annex C
(informative)

Time and events schedule for individual study subject (sample)

Screenin .
AR _g/ Follow-up period
AUIIISS1011 I

Visit 1 Visit 2 Visttl 3
(Study entry) (Mid-study) (Study completion)
Week 0 Week 2 to 3 Week|4 to 6

Study procedures

Selection criteria v

Inf¢rmed consent

Ranndomization and
grojup assignment

Redeive coital diary

SEVRSA

Redeive condoms

Collect unopened
corjldoms

Collect coital diary

NEYERRN A

Coifal diaries reviewed

Asdessment of prob-
lenys including adverse
events

\
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Annex D
(informative)

CRF — Study entry (sample)

FEMALELIAL s 10Ry CLUC Eemale Condom Borbormanca Sidy
||:||_ | \_2‘ Date | | | (19

D 1. What is your birthdate {monthiday/year] 7 10. Have you ever had sex with someone you suspected had (bj'h
[ ] ] HIY OR have you ever shared injection drug needies? O,)b‘

o[ Mo == ¥ skipio Guestion 11 Cb
2. What is your employment status? (Check ome only.} -H‘p’cs (]/
[ JFutime | unemployed O
| | Part-ime s|_|Homemaker 10a. Have you had a negative HIV test 9@ 1l
| |student o] | Disabled | Ino
|EY&5 Q O
3. What is the highest level of education you have completed? Q
| |50 grade of less | |some cotege 11, Do you routinely use malte‘e ale condoms? (Check
[ ]s0me high schoal s|_|BA {Bachelor's degree) alf that apply.} \\
| JHigh school diploma o |Post-graduate degree of e = @s@pmmﬁﬁm 2
or equivalent (GED) -U‘feS. bec Q)nm&m about sexually transmitted infections
o Jwes, g\mmm:} Ship o Qriestion 17
4, What is your racefethnicity? g
[ Jwmite 5| | ative American inGiow often do You use condoms? [
{ |HispaniciLating 5| |Mara than ane o | |Rarety {0 - 25% of the time)
.J.Mﬁtan.ﬂmﬁm Ppase desoribe: \ |_ Sometimes (26-500 of the time)

aJﬂsia'- or Pacific Islander . cl‘ | Much of the time (51-90% of the time}
Q\ o [Meary all the time (31-100% of the time)
5, What is your lotal combined household annual income’

'—|§u -5,000 ejs;u_{m - 40,000 : 12. How many times have you used a female condom with all
{ Js5.001- 10,000 o] |s40.001 -so.t@ partners, including your current partner?

[ Js10.001- 20000 1_sso01 - Qog o IMever =2 ithever. skipio 013
{ |s20.001-30000 ﬂwa@ $60,000 | |1-2times o 111- 50 times

_D3-10 times s[si af mor: times
6. Dp you smoke? (cigareties, ® cigars)
[ Mo, Mever 12a. What was your impression of the female condom?
[ |Mo. 1 quit Q‘ [ Ivegative
1 Jves 0?“ 1| |Positive

$ | IMeutra
1 7 op you coholic beverages?
13. Are you currently taking any drugs intended to either |:|
ﬁ . Lo o
o [Morthly o=—=== MNumber of dinksbeers per month o Mo
3 [Weekly === MNumberof dinksbeers per week i| | Yes, Complete batow:
| |paily ===> Numborofdinksbeersperday Drug
D 8. Including your study pariner, how many
sexual pariners have you had in the last
Fmonths? 14, Do you have any genital plercings? |:|
.‘.DM@
9. How many sexual pariners have you had || |Yes: lam willing to rerove while using sludy condorms
during your lifetime? o [¥es: | am nol willing to rermove while using study condoms

Page 1 Iritial History ® CFHE 824012
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|:| 15. Are you currently participating in any other clinical studies?

19. In the past 6 months, have you had the following:

o JNo Chlamydia_.................. o JNe o Jves
[ Jves.Descie: Trichomoniasis .............. o Ive o Jves
Gonorhea . .................. o] Mo o ¥es
D 16. Do you want youlyour partner to become pregnant? HV ..o rﬂND i ves
.~.|_|Ye-s, in the nexdt 3 months Syphilis . ... ... .. ... ... rLlMo -:_"n"as
[ [Ves, in 3months to a year Ist Genial Herpes outbreak ... . of Jve o Jves
-|_|"|‘es, in a year o more
oMo, never 20. Are you allergic to nitrile (synthetic latex), polyufethane,
silicone or Astroglide?
[JJ[17. Do you have any current genital or urinary tract infections, o[ Ito
OR other genital problems like itching or burning, OR are :E‘ms, Desorbec_ .
you currently using any internally applied or oral
medications to treat a genital condition? #. Do you cumently have any offier sérious health problem that
oo would interfere with yourstidy participation?
-|_|Yes, describe; - — Jrﬂa
:[‘f'es, Degerib; .
D [18. In the past 60 days, have you had any surgery or biopsy
of your genitals (vulvalvaginaicervig?
o e
-DY@. Descibe:
Page 2 Initial History @ CFHG 8724012
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o | [ 1 ]14

FEMALE ONLY:

#8. How would you describe your living arrangement?

32 How often do you and your partner use additional

o[ |Maied to study partnes lubricants during vaginal intercourse?
{_ Kot married to bt kving with study partner | Naver
[ _|Not married o or iving with study partner | Rarety jr
Sometimes ¥ yes, what lubricants do you use?
20, How lopa-heve LDIser. —
|: ebs than one year _ months
|_ Orfeyearar mare  years 33, Inyour lifetime, low many times have you had each of
the following?
30. What i your current method of birth control? Hever Jey,
i |Bifh control pills Yeastinfection . ................... o | |_ 5
.'Ll:lF'l'mlafashnt Other vaginal infection . . cerana @
o |cqntraceptive patch if yes to {merrm’.acﬂ.m I}escnbe
l[ L)
5|_|stpriization flubal Egationivasectomy)
‘U r.Deseribec . Have you ever been diagnosed withaoy of the following?
MNever  Yes
30a. How{long have you used your curent method? Palycystic ovanian syndrome . S ) .o . (L ||_| D
.l| Less than 3 months Abnormal vaginal anatamy sukh a5 vaginal
1| [3-6 monlhs seplum of pelvic polapes” ... ... ... ... .. -:l: -D D
| [6-12 moniths WyesDeseibe: >

P your last menstrual period?
:-|_ Na
:|_‘|‘us

31. Have ypu ever been pregnant?

tl—lﬂf
Yils, in the last two months
s, more than two months aga

35. Do you use a vaginal device to support your bladder, ulerus,
vagingor rectum?

o[ ~Iha
4 "'I'L‘E

O

24

For RA usg : F Height anpm] FWeight __ {Pounds)
RAme_ [ Date ) Edtedby:  Date [/ Bateho _____ -
Page 3 Initisl Histoey & CFHC 824012

© ISO 2017 - All rights reserved



https://standardsiso.com/api/?name=88c582612f06b0de8cd7e3a97dae0755

Annex E
(informative)

IS0 29943-2:2017(E)

CRF — Mid-study (sample)

L EFHEF
Circle one: FEMALE ~ MALE seg A\ |
L L)L EENNEN RN
D Bithdate ted
1. What ONE thing did you fike MOST about the study condom you just used? b(‘b'v
Q) -

2. What ONE thing did you like LEAST aboul the study candom you just used?

3. On a scale ol 110 5 please circle the number that best describes your overall experience
careful to circle only one response for each question.

type of condom. Please be

2| |Recommend
3 Dﬂumm with reservabions

s Dﬂdmﬂrﬁ Wiy ol

5. How would you improve this condom?

Ll

MORE QUESTIONS ON THE BACK v

© ISO 2017 - All rights reserved
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6. Have you used both types of condoms? NoCal Only: 1D - Set #
o[ JNe: sTOP HERE
1[ Jes
Strongly prefer Strongly prefer
first condom Unisure second condom
7. Which female condom do you prefer? (Circle ase ) 1 2 3 4 5

8. What }s the MAIN REASON for your preference?

RA Initt§: f Date: f / Edited by: Date: ! [ Batch: -

Accaptablity Susvey & CPHE 872412

NOTE CFHC granted permission for its CRFs to be used in condom function studies.
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Annex F
(informative)

CRF — Single use of female condom (sample)

The following is a paper-based example of a case report form (CRF) that could be used to capture

the

inv{
the
the

It is
par
Any
the

Thi
ad
per
red

key—failure—eventinformation—afteruse—ofanindividualfemale—condom—eg—slippage
hgination, and misdirection events. It is critical that study participants enter this infoxy
CRF as soon after each coital act as practicable. They should NOT wait several days,or

1 try to recall events from multiple coital acts over that period.

not unusual for study sponsors to attempt to collect additional use information from
Licipants. Keep in mind that the CRF for an individual condom use should be'clear and eas
attempt to collect non-primary outcome data should be weighed against'the potential
CRF more confusing.

5 CRF was provided by CONRAD (Arlington, Virginia, USA). Itfis‘a three-page form th

mission for study sponsors to adapt this form for their ownycondom function studies. Q
are of primary interest.

breakage,
nation into
h week and

the study
y to follow.
for making

ht includes

jagram for marking where, if applicable, breakage occurs on the condom. CONRAI) provided

llestions in

©IS

02017 - All rights reserved
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CONDOM USE QUESTIONNAIRE - 1_ CondomA 2 _ CondomB
1D | L Female Birthdate C

Condom#\
| | DateUsed | = |

OPENING & DONNING THE CONDOM

1. How did you open the condom package? {Uhe

1| With fingers 3 With sharp object
2 With teeth 4 Other, Describe:

2. Did the condom break or tear while opening the package?
o [N r—YesAnsmrer-Questions-—ony-

3. Did the¢ condom appear to be in good condition?
1 Ygs o No, Explain:

4. Was the condom inserted?

1 Ygs o |No, Explain &

5. When was the condom inserted?

1 Bdfore intercourse started: minutes before

2 | Affer intercourse started: minutes after
6. Who iserted the condom?
1 |Wpman 2. |Man 3 Both

7. How whs the condom inserted?
1 Vingerted in vagina per instructions
2: | Pyt on penis first
ol ‘O her, Describe :

INTERCQURSE INFO

8. Did yo have vaginal intercourse using this condom?
No, Explain ] G 5

1 Ygs 0

dy lubricant during-thistondom use?

On the penis: 1 []Before ifterdotitse and/or 1] During intercourse

Infthe vagina: 1 [|Befére‘intercourse and/or 1} During intercourse
Of the inside of the-eendom: 1 [ ]Before intercourse and/or
1 []During intercourse

the outsidof the condom: 1 [_|Before intercourse and/or

o

1 []During intercourse

H—White-wearing-thiscomdomwhichof-the-fottowing-sexuat
positions did you use? (Check all that apply.)
1 ‘Front entry, man on top
1 \Front entry, woman on top

1 ‘Rear entry, woman on knees

1 |Rear
1 }Standing

entry, woman on side or stomach

1]

1 ‘ Other, Explain:

12. How long did you have vaginal intercourse
while wearing this condom? minutes

REMOVING & DISPOSING'OF THE CONDOM

13. How did you remove the condom?
1 \Tw isted-Ahelouter ring, and pulled the condom out
2 ‘Pulled the condom straight out (without tw isting)
1P jOther, Describe :

4y During removal, was there any spillage of semen?
0 ‘No
1 ‘Yes, onto woman's genital area
2 ‘Yes, away from woman's genital area

15. When did you remove the condom?
1 ‘Before intercourse ended: ____ minutes before
2 ‘Aﬂer intercourse ended: ____ minutes after

u ‘Don‘t know /N ot sure

16. How did you dispose of the condom?

1 ‘Putitin the trash 0 ‘Other, Explain:

17. If you just used Condom B, in what condition
was the insertion capsule after removal of the condom?
N ‘N/A, used Condom A

Totally dissolved
!

2 ‘Partially dissolved, Explain:

3 ‘Notdissolved atall, Explain:
4 ‘Did not notice

D09-108 Condom Report © 4/30/10
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PROBLEMS USING THE CONDOM

|
NoCal Only: ID-#:

18. Did the penis ever go between the condom and the 18a. What did you do when you noticed this problem?
vagina? (Check all that apply.) (Check all that apply.)
o No & ion 19 1 Stopped intercourse, reinserted the penis into the condom, and continued
4| Atinsertion of the penis: 4 [11 me or 2 [] More than once 1 Coniinued intercourse without any atiempt fo adjust condom
4/ During intercourse: 1 [ 1 time or 2 [} More than once 1 Removed the condom and confinued intercourse without it
u ‘ Don't know 1 ‘ Removed the condom and stopped intercourse

Other, Explain:

9. Did the outer ring of the condom ever get pushed into i92. What did you do when you noticed this problem?
the vagina? (Check all that apply.)
o No S >4 1 Stopped intercourse, adjusted the condom, and continued
1 Yes: 1fme 1 Continued intercourse without any attempt to adjost condom
1 Yes: More than 1 time 1 Removed the condom and continued intércblirse without it
v Don'tknow 1 Removed the condom and stopped intereourse

Other, Explain:

0. During intercourse, did the condom ever completely 26a. What did you do when'you noticed this problem?
SLIP OUT of the vagina? (Check all that apply:)
o No: Skipio Qu ! 1 Stoppediiptercourse, reinserted the condom into the vagina, and coftinued
4| Yes, clung to penis: 4 [}1tme or » [] More than once 1 Removed the condom and continued intercourse without it
41 Yes, did notcling to penis: 1 [] 1tme or > [ ] More than once 1 _ Rémoved the condom and stopped intercourse
u ‘Dun'l know q) :—:Oﬂler, Explain:

v

1. During withdrawal of the penis after intercourse, did the
condom completely SLIP QOUT of the vagina?
o No

1 Yes

1

u|  Don'tknow
2. Did the condom ever break? 22a. Where did the condom break? Checi ifie & est dopliss.
o No:§ Refer to diagram.

4| Yes, while opening(package 1| Near ouler ring

2 Yes, ater opening package but before inserting it 21 Inthe middle-
3 Yes, whilerying fo insert it 3 Atthe fip- sse

4 Yes, afterlinserting it but before intercourse began 4

5 ,Yes. during intercourse

N Yes, during withdrawal of penis from vagina 225, If you just used Condom B, did the condom
7;- Yes, during removal of condom from vagina break along the seam?

8 ‘Don'l know when N N/A, used Condom A

9 Other, Describe : o No, notalong seam

1 Yes, along seam

u  Don'tknow

© IS0 2017 - All rights reserved 29


https://standardsiso.com/api/?name=88c582612f06b0de8cd7e3a97dae0755

IS0 29943-2:2017(E)

Diagram S

outer ring f-p»

Condom A

C<

inner ring (<=9

Ring

Dissolving CaQ’\Q)

Foam Shap@
e ;

Cengom Pouch

Condom B ‘\0

N

outer ring

foam shapes

C |

condom pouch
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Annex G
(informative)

CRF — Adverse event (sample)

Time Began Time Ended Interview Length

Intdgrviewer’s Initials: Date:
« Ifa subject reaches you directly: “What is your name? (Subject Name).
[ would like to ask you some questions about your experience with the test products. It will take
around 5 minutes. s this a good time for you to discuss it now?” (If not, res¢heduleday| _________
time_____________ - is there a number where [ may reach you?
« Ifa subject left you a message: “May I speak to (Subject Name)?
Thisis_____________ from_________ .You are participating in a study withthe __________ You had

called and left a message about a reaction to one of our test preducts. [ would like to ask
some questions about your experience with the test products. It will take around 5 min
Is this a good time for you to discuss it now?” (if not, reschedule day t

L you
1tes.
ime

© IS0 2017 - All rights reserved

- is there a number where [ may.reach you? )
1. “Whatis the product that you were using when you experienced your reaction?”
2. “Would you describe what happened?” (circle symptoms from no. 3 as they are mentioned)
3. [“Would you say thatyour ____*_ Subject’s Assessment
(sylmptom) was mild, moderate:or severe?” Mild Moderate Severe
Itching
Burning/stinging
Redness
Bumps
Other:
Otler:
4. “How soon after you put the product on did you first experience this reaction?”
5. “How long did your reaction last?”
6. “Have youseenadoctor?” — _____ yes  _____ no (skip to 10)
7. “May we contact your doctor?” _____ yes  _____ no
8. “What is your doctor’s name?”
9. “What is your doctor’s telephone number?” ( ) -
31
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32

10. “Have you experienced similar reactions with similar products?”_____ yes  _____ no

“Which products?”

“I recommend that you stop using the product if you have not already done so and do not use
any additional test products we gave you. If you wish to see a physician and have not already
done so, and your physician determines that your reaction is product-related, please provide us
with a copy of your doctor’s note with his name and office number so that we may review it for
reimbursement. Call me back if you have any problems. Thank you for your time and patience.”
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