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INTRODUCTION

The Procedure Manual is an administrative tool, the importance of which is based on the fact that it deseribes the
fogical and chronological sequence of related operations or tasks (procedures) that are carried out in each of the
structural-and functional areas of the Institute, and that it specifies who, how, when, where and for what purpose said

operations or tasks are performed.

The purpose of describing procedures is to standardize and document tasks and to guide the persons who carry them
out.

The Research Ethics Committee of the National Institute of Medical Sciences and Nutrition Salvador Zubirédn (the
Salvador Zubiran National Institute of Medical Sciences and Nutrition) is an autonomous, institutional support
organization set up In accordance with the standards established in the General Health Act of Mexico, to supervise the
safety and protection of the rights of humans that take part in research projects. Its functions are based on a thorough
examination of the ethical research requirements established in the Operating Guidelines for Ethics Committees that
supervise Biomedical Research, published by the World Health Organization, and as established in Title V, Health

Research, of the General Health Act of Mexico.

For the purpose of the manual, biomedical research includes pharmaceutical research, medical, medical radiation and
imaging equipment, surgical procedures, clinical records and biological samples, and epidemiofogical, social and
psychological research. The purpose of these Guidelines is to facilitate and assist the tasks of the Research Ethics
Committee of the National institute of Medical Sciences and Nutrition Salvador Zubirén.
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I. PURPOSE OF THE MANUAL

The purpose of the manual is to fay down the guidelines for the tasks of the Ethics Committee of the National Institute
of Medicatl Sciences and Nutrition Salvador Zubiran, that meets jointly with the Research Commitlee, in order to specify
the logical sequence of the steps of each procedure, and the operating responsibility of the members and staff of each
working area, and describes graphically the flow of tasks, and also helps to educate and orientate new employees of
the Institute, so as to assist them in the performance of their functions.
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Il. - LEGAL FRAMEWORK

The Mexican Political Constitution
Official Gazette of the Federation 05-1-1917 Reforms and Additions.

LEGISLATION

The General Health Act
Official Gazette of the Federation 7-1-1984 Reforms and Additions.

The National Health Institutes Act.
Official Gazette of the Federation 26-V-2000.

The Transparency and Access to Public Government Information Act.
Official Gazette of the Federation 11-VI-2002.

REGULATIONS

The Health Research Regulations of the General Health Act.
Official Gazette of the Federation 6--1987.

The Regulations of the Federal Transparency and Access to Public Government Information Act.

Official Gazette of the Federation 11- {V-2003.

OTHER LOCAL LEGISLATION

The Organic Charter of the Institute ‘
Approved by the Board of Governors on 25-111-2009

The National Development Plan 2007-2012.
Official Gazette of the Federation 30-V-2007.

The Sectorial Health Program 2007-2012.
Official Gazette of the Federation 17-1-2008.

4

ISSUE CONTROL

Drafted by, Reviewed by, Authorized by;
Name: Br. José Alberto Avila Funes . Dr. Carlos A. Aguilar Salinas
_— . . Deputy Chief of
Position; ) Secretary/ Chief of Gevialrics : .
'\ N EndocnnologytPrestdeilt
Signature: \ .Z,/(/(,( - X\_, L’\
Date: “\WARCH JQI3NT ' MARGH 2013 MARCH 2013




PROCEDURE MANUAL

CODE:
M.PJET.INV

RESEARCH ETHICS COMMITTEE

REV: 03

II. Legal Framework

BISTETUTO NACTORAL DE
CIENCIAS MEDICAS
Y NUTRICIOHN

SALYADOR ZUBIRAN

PAGE: 5

OF: 152

~INTERNATIONAL REFERENCES

The following international references that the Inététute observes must afso be included:

e The Helsinki Declaration - Ethical principles for medical research carried out on human beings.

e Good Clinical Practices, of the ICH (E8).

¢  Operational Guidelines for Ethics Committees that Review Biomedical Research, of the WHO.

o The Universal Declaration on Bioethics and Human Rights.

o International Ethical Guidelines for Biomedical Research that Involves Human Beings, issued by the Council
for International Organizations of Medical Sciences (CIOMS).

¢ The Belmont Report.

¢
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1. PROCEDURE FOR SELECTING PERMANENT MEMBERS OF THE RESEARCH ETHICS

COMMITTEE
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1.0PURPOSE

To incorporate representatives of all areas of the institute and persons not connected with the Institute, so as to ensure
that the ethical aspects of alf research projects received for approval are properly assessed.

2.05COPE
Internal: The scientific and non-scientific committee of the Institute.
External: Those persons recognized on account of their employment, scientific and social background.

3.00PERATING POLICIES, STANDARDS AND GUIDELINES

GENERAL

1. Members of the Research Ethics Committee must always include experts in their areas of knowledge, both
scientific and non-scientific, there must be a balance of age and gender, and they must represent the interests
and concerns of the community they serve in a plural and multi-disciplinary manner.

2. Those persons proposed to sit on the Research Ethics Committee must have a successful employment,
scientific and social background. These members will be considered as Permanent Members.

The career background of permanent members must be sufficiently varied so as to promote the
comprehensive and proper assessment of the research activities that the Research Ethics Committee normally

deals with.
Permanent members must include:

¢ Scientific Members: investigators in medical, biological, social, behavioral and physical sciences, and
others, who are members of the Institutional Investigators System andfor the National investigators
System. These members must have proven experience in scientific research. When the Research Ethics
Committee has to discuss a protocol the scientific area of which it is not conversant, an advisor may be
invited to sit on the committee, although he or she will not be a permanent member. -

¢ Non-scientific Members: so that a Committee is plural and multi-disciplinary, it must incorporate
professionals from various areas of knowledge, related or not to medical, social or biological sciences,
whose main function is not scientific. These persons may be doctors, nurses and, ideally, philosophers,
persons experienced in ethics, attorneys, and others. These members need not necessarily be affiliated to

the Institute.
3
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3. The Research Ethics Committee will publish calls to meetings in the T-shirt and on notices that specifies the
requirements to be met by potential members of the Committee, plus a profile of the tasks and responsibilities

of committee members.

Requirements for new members:

e ltis desirable that members of the Research Ethics Committee are prepared to:

Committee themselves to being trained professionally and to deal with ethics-related disputes.

Inform themselves to the extent possible of the situation.

Ask any necessary guestions to better understand disputes concerning conflicts of principles, if
any, and philosophical viewpaints.

Conduct any necessary dialogue to this end and to assume the position of those involved in the
problem. ’

Not be influenced when taking decisions, but rather fo be influenced by “the best possible
argument”.

Not break off the dialogue if it s not possible to reach an agreement, but rather leave it open for
the future, even when a consensus is not possible.

Contribute to the dialogue only those arguments that other persons involved may understand and
accept concerning the basis of the minimum values shared.

4. New Committee members may be proposed as follows:

®

By members of the Technical Administration and Programming Council (made up of the President and
Heads of Department).

By outgoing Committee members.

By recognized members of the Institute.

5. Appointments will be made by consensus or by the majority vote of members during the monthly meeting of
the Research Ethics Committee. All cases must be confirmed by the Chairman of the Research Ethics

Committee.

6. The Secretary and the Members last three years in office with full right of renewal for an equal period.

7. The position of Secretary will be rotated so as to permit continuity, development and maintenance of
experience on the Research Ethics Committee, and the regular contribution of new ideas.
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10.

11.

12.

13.

14.

Members of the Research Ethics Committee or the Research Committee will not receive any remuneration.

All members of the Research Ethics Committee must agree to the following conditions of their appointment in
writing:

e Members must provide their full name and profession;
* Allincome and expenses that are solely related to the Research Ethics Committee, if requested;

o A confidentiality agreement concerning meetings at which projects, applications, information of those
involved in research and related matters are discussed. All the administrative staff of the Research Ethics

Committee must sign a similar confidentiality agreement.

Members of the Research Ethics Committee will be given an induction course and will be entitled to receive
ongoing training in refation fo biomedical research ethics and science.

Members of the Research Ethics Comimittee will only be given induction training regarding their tasks on the
Research Ethics Committee and the Research Commiltee, plus opportunities to improve their training in ethics.

Members of the Research Ethics Committee may appoint an alternate who must be acquainted with those
matters to be discussed at the meeting that he or she attends at the request of the permanent member.
Alternate members must be formally appointed as alternate members or the C.E.l. Alternate members must
follow the same training requirements as regular members. When an alternate member replaces a regular
member at a meeting, the alternate assumes all the responsibilities of the regular member, including voting

Alternates must meet the provisions of policy no. 2 and the requirements for new members, established in
policy no. 3 of this procedure.

Members of the Research Ethics Committee may review the functions to be performed in the Composition and
Operating Manual of the Committee, in Section IV.3.- Functions and responsibilities of members.

i a member has confiict of interest because he state according to the definition in our manua! including if is
author in a review project, this members must leave the room and the coordinator assure there is enough
quorum to continue the session; all projects with conflict of interest with the member of the committee must

leave to discuss at the end of the session.
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ASSESSMENT OF REGULAR MEMBERS OF THE RESEARCH ETHICS COMMITTEE

This section describes the process for assessing members of the Research Ethics Committee.

1. New members to be appointed to the Committee will be assessed by current members.

2. The participation of members of the Research Ethics Committee will be assessed every year by the Chairman,
and Secretary of the Committee

3. Then results of assessments will be notified to members of the Research Ethics Committee personally.

¢
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4.0DESCRIPTION OF THE PROCEDURE

PERSON ;
RESPONSIBLE TASK DESCRIPT!O_N OF TASK
C.E.l 1 Assesses the need to appoint one or more new meinbers.
C.E. 4 2 Publishes an invitation that establishes the requirements to be met
by potential committee members.
CE:.l 3 Asks the COTAP, members of the Committee and, in some cases,
recognizes scientific staff of the Institute, for suggestions,
COTAP, Comnittee Send proposals to the Committee for assessment.
members or scientific 4
staff of the insfitute
. Responds to the invitation and presents itself to be considered as a
Staff of the Institute 5 member of the Committee.
Research Ethics 6 The Commitiee President interviews potential candidates and asks
Committee them for their professionai profile to be distributed to the Committee
The Research Ethics Committee convenes and establishes if
potential committee members meet the requirements established in
the operating policies, standards and procedures of this document.
CE I 7 Do potential scientific members belong to the institutional or National
T investigators System?
Yes.- Appoints new member.
No.- Returns fto task 2
Sends letter of appointment that describes their position, in
C.E.l 8 accordance with the terms and conditions described in the
Committee’s composition and operating manual.
Receive their letter of appointment to the Committee and sign as
New members 9 confirmation of receipt.
CEI 10 Retains a copy of confirmation of appointments in the Committee’s
T fite and amends the composition of the Committee.
Delivers the Committee Composition and Operating Manual, the
institutional protection program for research members and other
educational and standards material to new members.
CE. 11 END OF PROCEDURE
¥
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5.0FLOWCHART
5.1 Selection of permanent members of the Research Fthics Committee
' COTAP, C.E.L Staff of th New Members
Research Ethics Committee {C.E.|.} members or ;2st§u[ee
Scientific Staff of
the Institute
- \ ” .
/ I Ve
( smart ) S — T ) (1) 1)
] Ser;&;;mposa!s to ) l 5 9
.. ¥ 1 Acks for the R":e.searct? Ethics | oy
1 55 I omimitlee h ] i !
Assesses the need suggestions ] ﬁ.ﬁf{,‘ﬂff;’e i app:ﬁfr?::r‘fand -
{0 have one or more - considered for tha | signs in ¢
new members 7{ ’ ipmpos e B committes % - confirmation E
L e R /T f ;APPGinlmenlanﬁ,f._,_,
@ . | e
L -y 2 <2\) | f{2)
By te melby canddates ; (5\
i Lpd Interviews /7\ N
—— J_ ! candidates &1 j
i—- Invitation "/,,ﬁ.\ e
H -¥ 8
7
T ey | Sends letter of
Eslabishesif | i appointment
candidales meet E i
rexqquirerments | '
! 1 Appoinlment . J l
| g Ty
13 : @
s I 10
He . '/c;ndﬁiaale:su g:long\y Files conﬁmmﬁnnil
‘\\to the S or SM7 and amends -
. ” composition of the I
T o2 S
A4 Yes Appointment |
7 FPPOINEN: - — ]
G) l -
Mrembors” | . l 11
} Provides new
S| members i
—l;__ documents for their |
information
N
{ END }
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6.0RECORDS:

1. All documents and correspondence of the Research Ethics Committee must be dated, numbered and filed as
per written procedures. The written authorization of the Chairman is needed to review and obtain various

documents and files,

2. Documents will be filed at the offices of the Research Ethics Committee for a minimum of 5 years after the
relevant study has been completed, after which documents will form part of the dead files of the Committee.

. - Person
Records Time Retained Responsible Code Number
tnvitation 5 years CEl FC1102
Lelter of appointment 5 years CEl FC1102
Profile 5 years CEl FC1102
Committee Composition Document Permanent CEl FC1102

7.0GLOSSARY:

C.E.IL- Research Ethics Commitiee
COTAP.- Technical Administration and Programming Committee

8.0CHANGES TO THIS VERSION

Review Number

Date of Change

Description of Change

NOT APPLICABLE

NOT APPLICABLE

NOT APPLICABLE

9.0FORMS AND INSTRUCTIONS: Not applicable
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1.0PURPOSE

To have persons who are competent in specific areas to assist in assessing complex matters that require expertise not
available on the Research Ethics Committee, or additional expertise and, if applicable, to approve research projects.

2.0SCOPE
Internal: Staff of the Institute that provides the Research Ethics Committee specific expertise.
External: Persons from outside the Institute who may provide the Research Ethics Committee specific

expertise.

3.00PERATING POLICIES, STANDARDS AND GUIDELINES

GENERAL
1. All projects that vuinerable or special populations is required to engage the participation of an external
evaluator for discussion of the project and the opinion of the CEL.

2. Persons invited to sit on the Committee will be considered as Temporary Members and will have expertise in a
particular field, and may be proposed as follows:

o By Committee members;
o By recognized members of the Institute; or

e By members of the Technical Administration and Programming Council (made up of the President and
Heads of Department).

3. Guest advisors may attend meetings of the Research Ethics Committee, and must have proven employment,
scientific and social experience. Guest advisors may specialize in ethical or legal matters, in diseases or
specific methodologies, or may represent special groups, such as communities, patients or groups of interest.

Guest advisors may be:

¢ Scientific: investigators in medical, biological, social, behavioral and physical sciences, and others, who
are members of the Inslitutional Investigators System and/or the National Investigators System.

e Non-scientific: professionals in various areas of expertise, related or not to medical, socia! or biclogical
sciences, whose main activity is non-scientific. These persons may be doctors, nurses and. ideally,

philosophers, specialists in ethics and attorneys, b
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10.

11.

¢

Representatives of special groups: the involvement of members or advisors conversant with the need of specific
groups or local context may be required when assessing certain research protocols. For example, if the
Research Ethics Commmittee assesses a protocol that includes the involvement of prisoners, a member
representing this group, either a former inmate or a person who specializes in this sector of the community,

should be part of the Research Ethics Committee.
Guest advisors may not be influenced by members of the Research Ethics Committee.

Advisors invited to Committee meetings will have the right to be heard, but not to vote, and may have no
influence on the decisions taken by the Committee.

Advisors must submit a written report on their involvement to the Committee, which must be filed in the project
file.

Guest advisors may remain in the meeting room while protocols are being assessed, but must then leave the
meeting room.,

Advisors will be asked to disclose any conflicts of interest by the same process as REC members. in most
cases, if the person has a conflict of interest they will not be allowed to be an advisor. If an advisor is used who
has a conlflict of interest, the REC will be informed of the conflict and the advisor will be allowed to provide

information to the REC. .

ltis desirable that guest advisors of the Research Ethics Committee are prepared to:
o Commit themselves {o being given proféssionai training and to deal with ethics-related disputes.
o Attempt to inform themselves to the extent possible of the details of the situation.

* Ask and answer questions to better understand a dispute of principles, if any, and various philosophical
viewpoints.

o Conduct any necessary dialogue to this end and to assume the position of those involved in the problem,
e Not be influenced when taking decisions, but rather to be influenced by “the best possible argument”.

e Not break off the dialogue if it is not possible fo reach an agreement, but rather leave it open for the future,
aven when a consensus is not possible.

= Contribute to the dialogue only those arguments that other persons involved may understand and accept
congcerning the basis of the minimum vaiues shared.

If questions arise as to who qualifies as a legally authorized representative, guardian, child/minor, or other legal
questions, or legal questions. concerning research conducted outside the jurisdiction of Institute National de
Cenci's Medics y Nutrition Salvador Zubiran, the Research Ethics Committee will seek advice from legal counsel
assigned to assist the Research Ethics Committee. '

ISSUE CONTROL.

[

Drafted by: ' : Reviewed by: ‘ Authorized by:

Name: Dr. José Alberto Avila Funes Br. Carlos A. Aguilar Salinas
ae . - Deputy Chief of
Position: Secretary/ Chief of Gerfatrics . Endocrinology/Presh dr.nt

Signature: “\ ,%f—\' O (/\«y\/"(/\

Date:

ARCH 2q1 MARCH 2013 MARCH 2913
~M 3\\ £9

/)




PROCEDURE MANUAL P INV

SALU | RESEARCH ETHICS COMMITTEE REV: 03
o 2. Procedure for selecting advisors invited to sit mrgum:: PAGE: 18
on the research ethics committee salvavon zueinkn | OF: 152

12. The President of the Research Ethics Committee will ask the advisor invited for additional information, if
necessary.

13. The advisor invited must inform the President immediately after he or she has been appointed to review a
research protocol, if he or she has any conflict of interests, so that another advisor may be appointed.

o The advisor must do this by contacting the Committee President before the meeting, on 5487-0900 Exts.
2501 and 2503 or by sending an e-mail to patricio.santilland@quetzal.innsz. mx.

14. The guest advisor excluded for having a conflict of interests may not submit any supporting documents to the
Research Ethics Commitiee to be filed with other documents of the research project.

{
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4.0DESCRIPTION OF THE PROCEDURE

PERSON
RESPONSIBLE TASK DESCRIPTION OF THE TASK
CEl 1 ldentifies the need to invite an expert advisor on specific ethical or
T legal matters, diseases or specific methodologies.
Asks committee members, recognized members of the Institute or
C.E.L 2 members of the Technical Administration and Programming Council
(COTAP) for suggestions.
Committee Members, Send proposals to the Committee for assessment.
members of the 3
COTAP, staff of the
Institute
Meets and establishes those advisors who may be invited to
meetings and establishing the order in which they wili be invited.
Do the advisors invited have sufficient experience in the relevant
C.E.L 4 area?
Yes.- Continues
No.- Returns to task 2
The Committee President invites the external advisor by sending him
C.El 5 or her a letter.
Guest advisor 6 Receives letter and signs as confirmation of receipt.
Analyzes the option of assisting in assessing the protocal.
Accepts?
Guest advisor 7 Yes: Sends a letter of acceptance to the Committee President.
No:  Sends a letter of rejection to the Committee President. Return
to task No. 5
CEl 8 Receives the letter concerning the decision of the guest advisor and
T files it.
C.El 9 Contacts the guest advisor and sends him or her the documents that
T he or she needs to provide an opinion.
. Attends the committee meeting on the date established in order to
Guest advisor 10 clarify any doubts and gives his or her opinion.
Guest advisor 11 Submits a written report on his or her involvement at the meeting.
Files report in the project file.
CEL 12 END OF PROCEDURE
L
: ISSUE CONTROL
Drafted by: Reviewed by: Authorized by:
Name: Dr. José Alberto Avila Funes ) Dy, Carlos A. Aguilar Salinas
Position: Secretary/ Sief of Geriatrics En dci?iﬂi%;ﬁg dent /
Signature: . = /6 L. L\.\
Date: MARCH 2913 \%\ - MARCH 2013 MARCH 20




PROCEDURE MANUAL

CODE:
M.P.JET.INV

RESEARCH ETHICS COMMITTEE

REV: 03

2. Procedure for selecting advisors invited to sit
on the research ethics committee

PAGE: 20

INSTITUTO NACIONAL DE
CIENCIAS MEDICAS
Y KUTRICIGH
SALVADOR ZUBERAN

OF: 152

r5.0 FLOWCHART _
5

Research

.1 Selection of advisors invited to the Research Ethics Committee

Ethics Cominittee {C.E.lL)

COTAP, C.E.L
members or
Sctentific Staff of the

Guest advisor

Conlacts advisor
and prevides
documents he/she
nesads for giving an

opinion
Various decuments
T
e

4)

Fiiesrepertin
project file

i

Reporf ,T/" R
— ]
!
!
1
i

(oo )

Ay

Institute
( START ) e i 3 2 —
| ¥ :
N : 4 T ; ; :
: . SR Send proposals o ¥ 6 v 7
v 4 the Research P |
Convenes and Ethiqs Cemmitles Analyzes
Establishes need establishes (Receivestetteref = ! | possibility of laking
to invite an expert poteniial candidates e — imitationandsigns | ;| pasin essessment
adviser on legal or lfmp-osals P confmation }
ethicat matters ; P - — i | -
N H T Letter ofinvitation and | | i
em /,7\\ conﬁnnalig[g//"_"\, ! i
rd - -, e H
1) L . —L |
k, - [ A 2 Yes ..~ Do advisors have the™ ,é, Mo
{ » Asks for .necessary emeﬁencﬁ/ e P
~. e es .- .
wagson e e et
o Ty ¥ — ]
Orafts fstler o invite C1>
wdvisor - Sends lelter of
|. acceptance
\[ 3) ] 5 Teffer of acteplance
e }r’ —_ ¥ W L e
i Invites extemat 1 e
,‘ advisor by letter thal | 4
v & explains reason | f" N J
{ N (34 | sendsleteror
e} ol 2 e i reiection
Receives Iefter of | Letter of invitation ' N l
1 e —_
nolification ; Ay - Letter of rejection
I P
i a — o [ S
| Letterofnvitation | <5> (4) |
N i - -
| 4 10 1)
\ 12

Allends meeting on
date set 1o give
hisfhar opinion

e ¥

Submits teport on
participation

ISSUE CONTROL

Drafted hy: Reviewed by: Authorized by:
Name: Dr. José Alberto Avila Funes Dr. Carlos A. Aguilar Salinas
I o _— Depuly Chief of
Position: Secretary/ Chief of Geriatrics Endocrinology/President
]
Signature: =~ ﬂ‘ ] L‘\
Date: MARCH D013 MARGH 2013 MARCH 2073




PROCEDURE MANUAL

CODE:

M.P.JET.INV
SALUD | RESEARGH ETHICS COMMITTEE e 03
2. Procedure for selecting advisors invited to sit oo PAGE: 21
on the research ethics committee L&;%E:;JB':.?A;‘, OF: 152
6.0RECORDS

1. All documents and correspondence of the Research Ethics Comimiltee must be dated, numbered and filed as
per written procedures. The written authorization of the Chairman is needed to review and obtain various

documents and files.

2. Documents will be filed at the offices of the Research Ethics Committee for a minimum of 5 years after the
relevant study has been completed, after which documents will form part of the back files of the Committee.

. . Person
Records Time Retained Responsible Code Number
Letter of invitation b years CEl FC1102
Letter of acceptance 5 vears CEl FC1102
Profile 5 years CEl FC1102
7.0GLOSSARY:

C.E.L - Research Ethics Commitiee
COTAP. - Technical Administration and Programming Committee

8.0 CHANGES TO THIS VERSION

Review Number

Date of Change

Description of Change

NOT APPLICABLE

NOT APPLICABLE

NOT APPLICABLE

9.0FORMS AND INSTRUCTIONS: Not applicable

i
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1.0 PURPOSE

To register all research projects to be conducted at the Institute, or submitted by other institutes for assessment, for
control and supervisory purposes.

2.0 SCOPE

internal: vestigators and other members of the Institute who condtict research at the Institute or in
coltaboration with other institutes. -

External: Institutes that asks the Research Ethics Committee for support in assessing and, if applicable,

approving research projects.
3.0 OPERATING POLICIES, STANDARDS AND GUIDELINES

GENERAL

1. Research will be conducted by the health professionals referred in Article 14 of the Health Research
Reguiations of the General Health Act, and they will have sufficient knowledge and experience in protecling
the research participant at the responsibifity of a health institute that is being supervised by the proper heaith
authorities, and that has the staff and resources needed to protect the well-being of research participants.

2. Members of the Institute may not commence their own research projects or any research project in
collaboration with another institute if they are not registered with the SERPI and do not have the authorization

needed according to the nature of the research,

3. It is a requirement that all personnel involved in the investigation including the principal investigator, co-
investigators, and study President subinvestigators delivered when registering a research project a declaration
of conflict of interest signed by each of the participants.

4. That investigational drug are used only in CEl approved research protocols and under the direction of principal
investigators.

5. The principal investigator is responsible for recording in a log the use and distribution of medication to the
research participants, recording the following data:

» Name of participant research. '
» Registration number.
» Name of the drug.

= Use Date. - 3
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o Quantity delivered
v Serial Number
»  Expiration Date

6. The sponsor is responsible for ensuring that the pharmaceutical product or products researched and, when
applicable, the comparison products provided for clinical trials, are of suitable quality and have been

submitted to quality guarantee procedures.

7. When major changes are made to the formula of the product being researched or of the comparison
product during the trial, results of additional studies wiil be required, for example, on stability, comparative
dissolution rate or, if applicable, comparative bioavaitability, before the new formula is used for the trial.
Studies must show that it is not expected that rgw changes will aiter the pharmacokinetic profile or other

clinical features of the product,

8. The measures that the sponsor takes to supply the investigator the pharmaceutical products needed for the
clinical trial must be described in the protocol. The manner in which they will be registered, sent, dispensed

and stored must be specified.

9. Good Manufacturing Practices must be applied not only by the supplier of the product or the pharmaceutical
product or products, but also by any intermediary responsible for the temporary storage of these products.

10. Records must be kept of information concerning the sending, delivery, receipt, storage, return and
destruction of all excess pharmaceutical products. The investigator must not supply the product researched
to any person who is not authorized to receive it. Preferably, a local drugstore or the pharmacy department
of the local hospital will assume liability for storage, delivery, return and registering of products researched
and, when applicable, comparison products. When this happens, these procedures may be documented so

an audit may be carried out.

11.All investigators must provide the information requested by the SERP), clearly and completely, according to
the nature of the research.

12. When the researcher is recording a new project should mention if your project is under the HHS regulations or
the FDA. These projects usually have special exemptions or different regulations with the use of drugs or
devices. For the CIS has to be aware and take care during the evaluation process and the next. All these
exceptions are described below and the other in the manuals of pharmacy

13.1f the Research Ethics Committee is asked to review a project, the investigator involved must also provide a
List of Documents, the documents listed thereupon and the Investigators Declaration Form, signed and

completed.
14.All projects must have a project number allocated on the Research Registration Form.

15.All projects registered on the SERPI will be revised for authorization by the Research Director as President of
the Research Committee, who will corroborate if it will be necessary for one or more Committees to assess

and.approve the project.
T
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16.Extensions to approved projects will not be registered as new projects; only information that changes will be
adjusted (for example, probable date of completion, funding, etc.), and the system will allocate an additional
number at the end of the project version number. These changes must be assessed and approved by the
relevant Committees, according to the nature of the study.

17.1n all cases, the investigator responsible must be a member of the Institute and must be registered on the
SERPI, according to the system’s user manual.

18.Contracts with Research Sponsors.

a.

All the contracts will be celebrate in Spanish, The legal advisory department is responsible for ensuring
that the appropriate language is included in the contracts

The legal advisory department is responsible for reviewing, amending and authorizing research
protocol collaboration agreements.

The legal department is responsible to review, modify and approve the collaboration agreements of
research protocols.

The legal department and the Research Ethics Commiltee will be responsible to review, modify and
approve, the specific arrangements to ensure that patients receive care in the event of any research-

related injury.

The legal advisory department and the Research Ethics Committee will review, amend and authorize
agreements to ensure that they specify the following:

(1) The National Institute of Medical Sciences and Nutrition follows the procedures for recording and
reporting data; allow monitoring, auditing and inspection of research and retains essential clinical
documents related to the investigation untif the sponsor informs the institution that they are no

longer needed.

{2) A description of who is responsible to pay care when a participant is injured in research. For
instance, the contract must indicate whether this is the responsibifity of the research sponsor or

another entity.

(3} A statement indicating that the sponsor should promptly inform the National Institute of Medical
Sciences and Nutrition study any outcome that monitors and that couid affect the safety of
participants or alter CIS approval to continue study.

{4) A statement that the sponsor is required to follow the policies and procedures of the National
Institute of Medical Sciences and Nutrition in relation to the publication of sponsored research

findings.

{6} A statement describing the communication of the results of a research study participants when
those results directly affect safety or care. For example, the contract should state that the sponsor
shall report the resuits of studies that could affect the health care of the participants to the National
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Institute of Medical Sciences and Nutrition.

19.The investigator and the sponsor will be responsible for any injuries caused to patients related to the
research project.

20.The Committee President will review agreements to ensure that the sponsor is required to promptly disclose
any results of the study monitors that may affect the safety of the participants or alter the approval of the

Research Ethics Committee for continuation of the study.

RESEARCH PROJECTS CONDUCTED OUTSIDE THE INSTITUTE:

1. The Institute or the relevant investigator must do what is necessary to have his or her research project
registered on the SERPI.

2. The Institute or the relevant investigator must provide all information concerning said research project.

3. Those parties involved must sign an agreement before the project commences.

NOTICES
1. The Committee must check the following:

The information included in advertisements
The manner in which they are distributed
The final copy of printed advertisements
Recorded video/audio advertisements.,

2 & o o

2. The Committee must ensure that advertisements:

e Do not indicate or imply certainty of a favorable result or other advantages beyond those included in the
consent document and the protocol.

¢ Do not include a excuipatory language

¢ Do not accentuate the sum to be paid using bold type or capital letters.

* Do not promise free treatment when the intent is only say that costs will not be charged to patients

¢ Restricted to the information prospective participants needed to determine their eligibility and interest, such

as:

» The name and address of the r investigator or research facility.
o The purpose of the research or condition under study
* In summary form, the criteria to be used to determine the eligibifity for the study.
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Brief list of participation benefits, if any.

A brief list of parficipation advantages, if any.

The time or other commitment required of participants

Location of the research and the personal office to contact for further informatian.

For USA’s FDA-regulated research advertisements:

Do not make claims, either explicitly or implicitly, about the drug, biologic or device under investigation that
are inconsistent with FDA labefing.

Do not use terms such as — new treatmenf -, hew medicine or new drug without explaining that the test
article is investigational.

Do not include compensation for participation in a trial offered by a sponsor that implies a coupon for a
discount on the purchase price of the product once it has been approved for marketing.

PAYMENTS:

1. The Committee must check the following:

That the sum paid, the method proposed and timing of disbursement are neither coercive nor present undue
influence.

Credit for payment accrues as the study progresses and is not contingent on participants completing the
entire study.

Any sum paid as a bonus for completion is reasonable and not so large so as to unduly induce participants
to remain in the study when they have decided to withdraw.

2. The National Institute of Medical Sciences and Nutrition Salvador Zubiran through the Research Ethics
Commitiee, prohibits the following:

Payments to health professionals in exchange for referring possible participants {(payment or fee).

Payments to participants in exchange for referring possible participants (payment or fee), unless this is
considered not to increase the possibility of coercion or undue influence on participants by providing
reasonable compensation or unreasonable conditions for distribution of compensation.

Payments used to speed up recruitment that are tied to the rate or timing of enroliment (bonus payments),
unless considered that it would not interfere with providing possible participants the opportunity to consider
the option of participating and that do not increase the possibility of coercion or undue influence on

investigators or participants. . :
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4.0 DESCRIPTION OF THE PROCEDURE

4.1 Registering the Institute’s research projects

PERSON .
RESPONSIBLE TASK DESCRIPTION OF THE TASK
Checks current status on the SERPI.
Registered?
Investigator 1 No. Registers. (As per the instructions of the SERP} user manual).
Yes. Provides the information required by the SERPI to commence
the session.
) Completes all forms provided by the SERPI for registering a new
Investigator 2 project, as per the user manual.
The project needs to be assessed and authorized by the Animal
Research Committee, the Bio-safety Committee or the Ethics
Committee.
Investigator 3 Authorization required?
No. Uses the general project registration module.
Yes. Uses the Committee review and authorization module.
Checks that alt information entered on the system is correct and
clear, so that the Research Committee President may check it.
Investigator 4 The SERPI automatically allocates the investigator a protocol
number and prints the Registration Form as confirmation of
processing.
Asks the Head of Department, Head of Section or Director
{according to the authorized organizational charf) to authorize
investigator 5 registration of the research project on the relevant module, for
assessment.
Checks project information.
. N
Head of Department, Agrees with the project?
Head O.f Section or 6 Yes. Procedure continues.
Director
| No. Project rejected.
END OF PROCEDURE
s
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PERSON
RESPONSIBLE

TASK

DESCRIPTION OF ASK

Research Committee
President

The C.l. President checks information of the research project to be

“coimmenced,

May he establish if the project needs to be assessed by the Animal
Research Committee, the Bio-safety Committee or the Fthics
Committee? '

Yes Establishes which committee will assess the project.

No  Asks for an extraordinary meeting of the Research Committee
to establish authorization requirements for other committees and
returns to task 4.

Research Committee
President

Research project needs to be assessed and authorized by the
Animal Research Committee, the Bio-safety Committee or the Ethics
Committee.

Assessment and authorization needed?

Yes Connects with formal project assessment and authorization
procedure. Once the project is authorized, procedure continues.

No  Releases authorization on the SERPI and notifies investigator
of authorization.

investigator

Prints the authorized Research Registration Form for signing and to
obtain signature of the Head of Department, and sends to the
Research Division

Research Director

10

Signs as authorized on the Research Registration Form obtains
authorization of the President, sends the authorized form to
investigator.

Investigator

11

Receives signed registration form a and sends C.E.}. the documents
specified on the list of documents form, and the Investigators
Declaration Form

Project supported by third-party funding?

Yes. Submits authorized form to the Special Research Funding
Control Department for registration and to open account. Stamped as
received, files document.

No Files document -

END OF PROCEDURE

—
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5.0 FLOWCHART
5.1 Registering the Institute’s research projects
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4.2 Registering research projects involving two or more institutes

RESPONSIBLE

PERSON TASK

DESCRIPTION OF THE TASK

Establishes general conditions of the collaboration agreement with

Investigator 1 instates involved in research projects.
Asks Head of Department, Head of Section or Director (accerding to
Investiaator o authorized organizational chart) to authorize the collaboration
9 agreement with instates involved in research projects.

Checks the collaboration agreement of the project to be commenced.

Agrees with agreement?

of Institutes

Head of Department,
Head of Section or 3 ; .
Director Yes Sends it to legal department for analysis.
No Participation of institute reject and END OF PROCEDURE
Check collaboration agreement with institutes involved for signing by
the person responsible of each institute.
1 r I?
Legal Departments 4 Do the agreement’s terms favor the Institute®
St Sent to institutes for signing.
No Participation of institute reject and END OF PROCEDURE
. Sign collaboration agreement and inform Investigator for registering
Persons Responsible 5 with the C.E.I

Checks current status on SERPI.
Registered?
No  Registers. (Follows instructions in SERPI user manual).

Yes Provides information required by SERP! to commence

Investigator 6 session.
o
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PERSON
RESPONSIBLE

TASK

DESGRIPTION OF THE.TASK

Investigator

Completeé all SERPI forms to register a new project, as per the user
manual,

Investigator

Does the project need to be assessed and authorized by the Animal
Research Committee, the Bio-safety Committee or the Ethics
Committee?

No. Uses the general project registration module,

Yes. Uses the review and authorization module of the Committees.

Investigator

Checks that all information entered on the system is correct and
sufficiently clear so that the Research Committee President may

check it.

The SERPI automaticatly allocates the protocol number and piints
the Registration Form as confirmation of processing.

Investigator

10

Asks the Head of Department, Head of Section or Director (as per
the authorized organization chart) to authorize registration of the
research project in the corresponding module, for assessment,

Research Committee

1

The Research Committee President checks the information of the
research project registered.

Does the project require the assessment of the Animal Research
Committee, the Bio-safety Commitiee or the Ethics Commitiee?

Yes. Establishes which committee will assess the project.
No. Convenes an extraordinary meeting of the Research

Committee to establish the requirements for authorization by other
Committees and returns to task 8.
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PERSON
RESPONSIBLE

TASK

DESCRIPTION OF THE TASK

Research Committee

12

1 Is assessment and authorization required?

The research project needs to be assessed and authorized by the
Animal Research Committee, the Bio-safety Commitiee or the Ethics

Committee.

Yes. Connects to the procedure for formal research project
assessment and authorization. Once the project is authorized,
continues with the procedure.

No. Issues the corresponding authorization on the SERPI and sends
notification of authorization to the investigator.

Investigator

13

Prints the authorized Research Registration Form for signing and for
the signature for the Head of Department and sends to the Research

Division.

Research Director

14

Signs authorization on the Research Registration Form and obtains
authorization of the President and sends the authorized Form to the

investigator. :

Investigator

15

Receives the Form duly authorized and sends to the Research
Ethics Committee all documents specified on the List of Documents
Form, and the Investigators Declaration Form.

Is the project supported by third-party funding?
Yes, Submits the authorized Form to the Special Research Funding
Control Department for registration and to open an account. Stamps

as received. Files document.

No. Files document.

END OF PROCEDURE

#
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5.0 FLOWCHART
5.1 Registering research projects involving two or more institutes

Investigator Head of Department, Legal Heads of Research Research
Section or Director Departments Institutes Committee Director
(| START \,
— 7N (2 3
1 \‘1,/ L\T/ (:;—3/
v s [ s
Establishes v 3 ‘ . A
general conditions __I Sign agreement
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S agreemen i l agreement registration
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agreement {0 be 3 l
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v 6 g Mot authorized ] -
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t END
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Completes fields for
regislering project
Y
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N
4
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5.0 FLOWCHART
il Registering projects involving. fwo or more instifutes

Investigator Research Committee Research Director
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4.3 Registering external research projects

PERSON
RESPONSIBLE

TASK

DESCRIPTION OF THE TASK

Institute or Investigator

1

Project needs to be revised and assessed by the Research Ethics
Committee of the Institute.

institute or investigator

2

Contacts the Research FEthics Commiltee to ascertain the
réquirements for registering the project.

C.E.L

Provides the information needed so that the Institute or investigator
may register the project on the SERPI.

Institute or Investigator

Completes all SERP! forms to register the project, as per the user
manual. Uses the Research Ethics Committee’'s review and
authorization modute.

Institute or Investigator

Sends all documents specified on the List of Documents Form and
the Investigator Declaration Form to the Research Ethics Committee.

C.EL

Checks that the information sent by the institute or the investigator is
complete and is that to be reviewed at the Committee's next ordinary

meeting.
Does the information meet minimum requirements?

No. The institute or investigator is informed of the situation so that
any necessary corrections may be made.

Yes. The project is scheduled {o be revised by the Committee at its
next ordinary meeting.

Returns to Task No. 5 for formal assessment and authorization of
research projects. -

END OF PROCEDURE

tl
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5.0 FLOWCHART
5.1 Registering external research projects

Institute or investigator

Research Commiftee

v 3

Advices information -—}
rieeded for i
registration :

1
i Procedure . ———. ¢

. e

I/ )
\ START
f Needs ta have the =
projecl assessed
i . 4
N e
1 Comgletes the fields
i required on the
i SERPI, according to ¢
| the manual
2 _
Contacts the C.EI
to ascerain the |
procedure register |
the project E

Sends documents
asked forto CEL

confirmalign-——""~,
T

I

|
vy 8
Checks thal i
informationis
i complete
MNo

Yes
7 Meets .

. i 1™
requm;rnf/n
\/

Schedules project to ‘ Institute or
be assessed at next investi;a{or is
ordinary meating informed ta correct
information and
Connects {o
returns totask 5
procedure No. 5
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6.0 RECORDS

1. All documents and correspondence of the Research Ethics Committee must be dated, numbered and filed as
per written procedures. The written authorization of the Chairman and Committee is required to review and

obtain the various documents and files.

2. Documents will be filed at the offices of the Research Ethics Committee for a minimum of & years after the
relevant study has been completed, after which documents will form part of the back files of the Committee.

. , Records Time Retained RESP:;?;?N e Registration Code
SERPI Database Indefinite Research Division

Collaboration agreement 5 years Legal Department

Investigator Declaration 5 years C.E.l FC1102

7.0 GLOSSARY

C.l.- Research Commitlee

C.E.l.- Research Ethics Commitlee

INNSZ.- Instituto Nacional de Ciencias Médicas y Nutricion Salvador Zubiran

SERPI.- The Electronic Research Protocol Registration System.

8.0 CHANGES TO THIS VERSION

Review Numbher

Date of Change

Description of Change

NOT APPLICABLE

NOT APPLICABLE

NOT APPLICABLE
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9.0FORMS AND INSTRUCTIONS:

! 2 SALVADOR ZUBIRAN NATIONAL INSTITUTE
R OF MEDICAL SCIENCES AND NUTRITION

Vednesday, Qclober 20, 2009
INVESTIGATORS’ STATEMENT

PROJEGT TITLE:
C.EJ. Rogisiralion Number:

The [nvestigstors participating in the referenced praject voluntarily submit fo the
svaiuation of thal project by the Research Ethics Committee on in and frealy declare:

v+ Wa are familiar with all sspecis of the study snd we have the capacify fo
implemant it fully snd properiy.

v A thorough roview of the sclentific background of the projact fuslifies its
implemuantstion snd we unrderiske to maintsin a high scientific standard that
allows us {o oblain information useful to soclaty.

+ Wa are familiar with tha polential risks fo which wa sre exposing the patients
invitad to partivipste, which wa have discussed with them fufly,

v Wa will put the research subjects' well being snd safaty of shove any other
objective.

» We will conduct oursaives in accordance with natlonally snd internstionally
acceplod sfandards of ethical snd scientific conduct 53 established in the
General Law on Heaithcare ami the Regulstions ln Hatters of Healthcare
Research of the United Mexican Sistes {Mexico), the Infarpstions! Ethical
Guldelines for Blomedical Rasearch sad Experimentstion in Humans of the
World Health Orgsanizalion, and ihe Helsinki Declaration

Name of investigator Signatura

Yasco de Quiraga Ko 15
Tiafpan 14308, DF. ¥axko

Complete and print this declaration on a separate sheet. This declaration must be signed by all
investigators involved in the project.

f
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No. DESCRIPTION : INFORMATION TO BE PROVIDED
1 Project Title The full project title.
2 C.E.l. Registration Number The registration number allocated by the Research Ethics
Committee.
3 Investigator's Name The full name of the principal investigator and the full name of all
associate investigators.
4 Signalture To be signed by all investigators on the list.
H
ISSUE CONTROL
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SALVADOR ZUBIRAN MATIONAL INSTITUTE
OF MEDICAL SCIENCES AND NUTRITION
LISTING OF DOCUMENTS
(Checklist)
PROJECT TITLE:
C.E\), Rogisiration Numbar:
DOCUMENT Hardcopy |File
C.E.l. Research Project Evaluation Form ]
Subject Information Sheet for Iformed Consent
Form
Letter of Consent Form
Investigators’ Statement (signed)
Cerlification issued by one of two courses on ethics
for research in humans
Other documents delivered (specify):
Data:
trvestigalor:
Received:
Vagea e Ouirsgs No. 55
Tialpan 14038, OF. Mxiae
¥
: JISSUE CONTROL
Drafted by: Reviewed by: Authorized by:
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No. DESCRIPTION INFORMATION TO BE PROVIDED
1 Project Title The full project title.
. . The registration number allocated by the Research Ethics
2 ) C.E.lL Registration Number Committee. _
3 | printed Place an X against the document delivered.
Place an X against the file delivered, except for the investigator's
4 |File statement that must be on an original document with an original
5 | Date The date on which all documents are received.
6 | Investigator The full name of the investigator submitting the document.
7 | Receipt The full name of the person receiving the documents.
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EI‘-CI HFLIST OF INTEREST

FPROJECT TITLE:

RAegizty Humber &E0:

2 Fne ineestigator incurs B $oTowing Conkin of imeressy

In taza of conbicl exizts ar ool =ipiain wiy.

TONFLIDT OF JHTEREST YEZ 28

Tos bmerest Ix wOE more han BE. § 10000 when

wided b B immediste damiy.

Inered i3 oot Holed on the 3300k sechings.

The fmerest walus will incrzare or decreaze depeading

an the reruis of i EesBorton

He owns 5% o more o B COMpany Ipoasosing the
=tdy or e product genersed (of 19 oiher rolaties

are ivoteed)

Tiix inderest ir reizied 10 2 palenl, trademank, copyright,

oF JENLITG sgTesTERL

Dt

Resazrcher Hame and Signatures
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'?t
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4. PROCEDURE FOR ESTABLISHING IF RESEARCH INVOLVING HUMANS MAY BE
ASSESSED QUICKLY (FORMAL ASSESSMENT NOT REQUIRED)

‘\
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1.0 PURPOSE

To establish which research projects do not require a formal and strict assessment by the Research Ethics Commitiee
for authorization and that may be assessed more quickly.

2.0SCOPE
Internal: All research projects conducted at the Institute on humans that do not require formal assessment.
External; Research projects conducted at other institutions on humans for which a formal assessment is not

required.

3.00PERATING POLICIES, STANDARDS AND GUIDELINES

GENERAL

1.

2.

All research projects must be reviewed and approved by the Research Ethics Committee.

The CE! is aware that some research projects, due to its methodological structure do not affect the
participants (if patients) or very litlle affect. Such projects can be evaluated without requiring a formal
evaluation by the Committee. This type of test is known as expedited review and may be requested by the
principal investigator. Only the president of the CEl can decide whether the research can be evaluated in the
expedited review procedure. In this case, the president and other members of the Committee will review the
proposal. If there is unanimity in the decision, the approval shall be issued expeditiously. ERC President shall
report to the full Commitiee expedite the approvals granted since the previous session. For rasearch with risk
committee be convened a special meeting and its evaluation will be according to the policies established

evaluation.

In accordance with the project classification established in the Regulations, the Committee will assess the
project according to the following general guidelines:

Research without risk: These are studies that employ retrospective documentary research techniques and
methods and those in which no intervention or intended medification is ¢arried out in the physiologicalt,
psychoiogical, and social variables of the individuals who participate in'the study, among which the
following are considered: questionnaires; interviews, and review of clinical files and others, in which
behavioral-sensitive aspects are not identified nor treated.
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.

Research with minimal risk: Prospective studies that employ data risk through common procedures in
physical or pathological examinations of diagnoses or routine treatment, among which the following are
considered: weighing of the participant; auditory acuity tests; electrocardiogram; thermography; collection
of excrement and external secretions; obtaining of the placenta during delivery; collection of amniotic
liquid on membrane rupture; obtaining of saliva, deciduous teeth, and permanent teeth extracted by
therapeutic indication; dental plaque and calcifications removed by means of non- invasive prophylactic
procedures; hair that has been cut, or the cuttings of nails without causing disfiguration: extraction of blood
by venous puncture in adults in a good state of health with a maximum frequency of twice weekly and with
a maximum volume of 450 mi in 2 months, except during pregnancy; moderate exercise in healthy
volunteers; psychological testing of individuals or groups in which the behavior of the participants is not
manipulated; research with drugs of common use, broad therapeutic margin, that are authorized for sale,
employing the indications for use, doses, and routes of administration established, and that do not
comprise the drugs for research that are defined in Article 65 of the Bylaws.

Research with greater-than-minimal risk: Research studies in which the probabilities of affecting the
participant are significant, among which the following are considered: radiological studies and those with
microwaves; assays with drugs and modalities that are defined in Article 65 of the Bylaws; assays with new
devices; studies that include surgical procedures, extraction of 2% of the circulating blood volume of
necnates; amniocentesis and other invasive techniques or more extensive procedures; procedures that
employ randomized assignment methods to therapeutic schemes and those which include placebo

controls, among others.

3. In order to request assessment of a project using the quick assessment procedure, the investigator must
submit the same documents referred to in the documents section of Procedure No. 5 for formal assessment
and authorization of research projects.

4. For applications without risk research President presented at the next meeting of the committee a list of
projects that were evaluated without risk and its opinion; leave available to the committee the record in the
case that a member decides to further review and discuss the project in full session, in this case as a body be
validated or reverse the decision of the President, if different than originally issued be notified within 24 hours
to the researcher.

5. Any project under FDA regulations can not be evaluated by the rapid assessment procedure.

6. The expedited review does not preclude the obligation to declare a conflict of interest by the research team
and during the process of registration and evaluation policies should follow the procedure 5 Section B (Conflict
of Interest)

7. The investigator must submit to request a review by the expedited review procedure documents in the same
paragraph of the documentation of the Procedure No. 5 for the formal evaluation and approval of research
projects.

8. All research projects classified as risk free and minimum risk may be assessed using the quick assessment
procedure.
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1.

12.

13.

14.

15.

18.

For research with minimal risk, the Ethics Commission, for good cause and at the request of the principal
investigator, may authorize that informed consent is obtained without written formulated. However, the
researcher is obliged to deliver information written leaflet, booklet or case summary and without risk research,
the investigator may waive informed consent but if the patient is present, it is the obligation of the researcher
give written information, which should present the receipt for your records.

. The Committee President will receive applications from investigators and establish if the research protocol

may be assessed using the quick assessment procedure.

All projects not approved by the Quick Assessment Method shall be referred to the Research Ethics
Committee for Formal Assessment.

To expedite evaluation will only be attended by the Secretary sufficient without a quorum, but shall be subject
o confirmation by the full Research Ethics Commitlee as determined by the President. It will require the

affirmative vote of the President and the Secretary to grant expedited approval

The Research Ethics Committee President or the member who will conduct the assessment using the quick
assessment procedure must give his or her decision in writing and open a file on all considerations concerning
standardization using the quick assessment procedure. The person who conducts the assessment using the
quick assessment procedure must not have any direct interest in the project in question. If an assessor
establishes that he or she has heen allocated (o assess a research project in which he or she has a conflict of
interests, he or she must immediately inform the Committee President who will ensure that the project is

allocated to another assessor who does not has a conflict of interests,

No member of the CEl can carry ouf the review of a research protocol using rapid assessment procedure
when he or she has a conflict of interest.

The Research Ethics Committee, through the President, must give a decision in writing and open a file on all
considerations concerning the research project assessed using the quick assessment procedure.

The determination of the exemption does not necessarily preciude the need io provide informed consent or
other supporting documentation.

i
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4.0DESCRIPTION OF THE PROCEDURE

PERSON
RESPONSIBLE

TASK

DESCRIPTION OF THE TASK

Investigator

1

Requests a quick assessment of a research project.

C.E.O. President

Receives information and the application for quick assessment to
establish if the type of project meets the criteria for quick
assessment.

Does it meet criteria?

No. Notifies the investigator that the project will be assessed
formally by the Research Ethics Committee at its next meeting
(linked to the formal assessment procedure for research projects).

Yes. Reviews project information for authorization.

Investigator

Receives the decision of the President of the Research Ethics
Committes.

Has the quick assessment method been approved?
Yes. Continues with the project registration procedure.
No. Notifies the investigator (sic) that the new project may not be

commence.

END OF PROCEDURE

ISSUE CONTROL

Drafted by:

Reviewed by: Authorized by:

Name: Dr. José Alberto Avila Funes

Dr. Carlos A. Aguilar Salinas

Position: Secretary/ Chief of Geriatrics

Deputy Chief of
EndocrinologylPresidenl

Signature:

™

Date:

TW'«BCH\ 2013 SN
~) ™~

MARCH 2013 MARCH £013




SALUD |

SRR

PROCEDURE MANUAL

CODE:
NM.P.JET.INV

RESEARCH ETHICS COMMITTEE

REV: 03

4. Procedure for establishing
involving humans may bhe assessed quickly
(formal assessment not required)

if research

PAGE: 49

INSTITUTO NACIONAE DE
CIENCIAS MEDICAS
Y HUTRICIGH
SALVADOR ZUBIRAN

OF: 152

5.0FLOWCHART
5.1 Registering external research projects

investigator C.E.1. President
i
(/ - PR S 2
i Receives infermation
N START ) i and quick
e e | assessment request;
to establish if projec
1 meels the criteria for,
s ‘K.____l - OUiek-pssessmant
i H
I H
l Requests a quick i
| assessment of the Yos X No
i research prolect T
L*[i, i 'g/ Meels \\)
| e critaria? e
[ . L
[ o

Checks project
information for

h 4

Notifies investigator i
responsible if it wit
be checked. (Passes

possible to research profect
i authorization assessmeni
i ,§ procedure}
e PR
— o
¥ 3
Receives dedision
of the G.EL
Coordinater
e
!
Yes ,/Y\\ No
/// \\\
— \F’ositive’i /«;
v e r
Continues with Advises invesligator
project registration that news project
procedure may nol commence
Y
<--------END )
|
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6.0 RECORDS

a.  All documents and correspondence of the Research Ethics Committee must be dated, numbered and filed as per
written procedures. The written authorization of the Chairman and the President is needed to review and obtain
various documents and files.

b. Documents will be filed at the offices of the Research Ethics Committee for a minimum of 5 years after the relevant
study has been completed, after which documnents will form part of the back files of the Committee.

project

. . Person . .
Records Time Retained Responsible Registration Code
Application for guick assessment 5 years C.E.i FC1102
Notification of authorization on research 5 years CEI FC1102

7.0 GLOSSARY

C.E.l.- Research Ethics Committee

Quick Assessiment.- An alternative manner in which the C.E.I. reviews research projects proposed.

Investigator: a qualified scientist who takes on the scientific and ethical responsibility, on his or her own behalf or
on behalf of an organization/company, of the ethical and scientific integrity of a research project conducted on a
specific site or group of sites.

8.0 CHANGES TO THIS VERSION

Review Number

Date of Change

Description of Change

NOT APPLICABLE NOT APPLICABLE NOT APPLICABLE
9.0 FORMS AND INSTRUCTIONS: Not applicable
#
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1.0PURPOSE

All projects to be conducted in the Institute by staff that conducts research on humans, will be submitted to a consistent
ethical and quality assessment and, if approved, according to the internal criteria of the manual and the Institutional

Research Participant Protection Program.

All research projects conducted on humans at the Institute that involve investigators of at least two institutes, one of
which is the Institute, must be assessed consistently in terms of ethics and quality and, if approved, according {o the
internal criteria of the manual and the Institutional Research Participant Protection Program.

Projects that are not of the Institute must be conducted ethically and professionally and risks to patients must be kept
to a minimum, by means of a consistent ethical and quality assessment and, if approved, according to the internal
criteria of the manual and the Institutional Research Participant Protection Program.

2.08COPE
internal: All research projects conducted on humans at the Institute.
External: Research projects conducted on humans at other institutes and for which an assessment is

required.

3. 00PERATING POLICIES, STANDARDS AND GUIDELINES

GENERAL

1. The Research Committee and the Research Ethics Committees will meet jointly so as to improve the efficiency
of procedures and to contribute to the quality and consistency of the methodological and ethical assessment of

research projects to be authorized or rejected.

2. Any research project that is conducted at the National Institute of Medical Sciences and Nutrition must meet
the definition of research, in accordance with the Regulations of the General Health Law in the Field of Health
Research, defines research (health research) and must be reviewed by the CER before you start.

3. All actions that contribute to the following:

+ The knowledge of biological and psychological process in humans.

¥
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o The knowledge of logical implications between causes of disease, medical practice and social structure.
e  Prevent and control health problems.

s The knowledge and evaluation of the harmful effects of the environment on health.

+ The study of technigques and methods that are recommended or employed.

o Providing health services and for the production of health products

Before a research project may commence at the Institute, all projects must be authorized according to their

4,
nature.

a).- All projects must be authorized by the Head of Department, Head of Section or Director, and by the

Research Director and the President.

b). - Projects involving humans must also be authorized by the Research Ethics Committee

¢) Projects that involve the organs, tissue and the products of human corpses must be reviewed and

authorized by the Research Ethics Committee, in accordance with the definition of health research.

d}. - Research involving animals must also be authorized by the Animal Research Commission.

e).- Research projects that invelve the use of radioactive isotopes, the use of nucleic recombining acid and

pathogenic agents that need to handle at security levels il and IV, must also be authorized by the Bio-safety

Committee.

f).- Pharmacological research through Stage |, Il, il and 1V clinical tests must be authorized by the COFEPRIS

(Federal Commission for Protection against Health Risks).

The following documents must be submitted so that this authorization may be given:

s Research protocol that includes a complete and objective analysis of all possible risks, in comparison with
the risks of established diagnosis and treatment methods, and the expectations for the living standards of
the participant, with or without the proposed procedute or treatment;

Letter from the head of the institute that accepts that the research will be conducted;

s Approval of the REC and, if applicable, of the Bic-safety Committee.

o Description of resources available, including the areas, equipment and/for auxiliary services of laboratories
and doctor’s offices. _

e The curriculum vitae of the principal investigator, including his or her qualifications, representative
scientific production and clinical practice or experience in the field of research proposed.

_ }
ISSUE CONTROL
Drafted by: Reviewed by: Authorized by:

Name: Dr. José Alberto Avila Funes Dr. Carlos A, Aguilar Salinas

. . _ , Deputy Chief of
Position: . Secretary/ Chief of Geriatrics Endocrinology/President / _
Signature: AN . /C/" L/\-
Date: MARCH 2013 MARCH 2013 MARCH 201

~




PROCEDURE MANUAL MPIET.INV

- RESEARCH ETHICS COMMITTEE REV: 03
- 5. Procedure for formally assessing and 'c",i':.‘éi'fs'”‘;?é’é‘?éfé PAGE: 54
authorizing research projects _ Ivavon 2oeiean | OF: 152

¢ The qualifications and experience of med!cal and paramedical staff and of other experts involved in the

research study.
¢ The authorization of the Federal Commission for Protection against Sanitary Risks is needed to assess

the medicine used for research involving humans during stages | to iV of the pharmacological research.
e Authorization of the Federal Commission for Protection against Sanitary Risks must be obtained after the

REC has given its authorization.
e The investigator will ensure that the medicine to be used is registered with the Ministry of Health and other

relevant authorities.

The secretary of the research ethics committee is the responsible and will validate the identification number

5.
given by the Ministry of Health for a product in research as well for research drugs or devices regulated by the
US FDA, will review the protocol submitted by the sponsor to determine that the IND (for drugs) or IDE number
{for devices) is valid.

8. The application for the review of research project must he made on the SERPI by the investigator responsible
for the ethical and scientific aspects of the project.

7. With regard to projects conducted at the Institute or in collaboration with other institutes, the Investigator of the
INNSZ must be a base member and be registered with the SERPI according to the SERPI user manual.

8. All research involving human subjects that is conducted on the premises owned by the National Institute of
Medical Sciences and Nufrition must be reviewed by the Research Ethics Committee.

9.  There must be an authorized agreement for projects conducted with other inslitutes (see Procedure 3,
Registration of research projects).

10. For projects that involve humans, both the investigator who asks for the review of a research project, and all
assistant investigators, must submit the certificate issued from one of the two human research ethics courses
of the INNSZ (see Institutional Research Participant Protection Program).

11. The investigator responsible for each health research project must comply with the authorized project proposal,
in observance of ethics and taking into account the wellbeing of subjects.

12. The Committee must make a consistent and quality assessment and, if the project is approved, according to
the criteria in the manual and in the Institutional Research Participant Protection Program.

13.  All research conducted at the National Institute of Medical Sciences and Nutrition wilt be held in accordance
with the Regulations of the General Health Law in the Field of Health Research and ICH-GCP (ES).

14. When the National Institute of Medical Sciences and Nutrition conducts research that is supported by the U.S.
Government (NIH, for example), the foliowing applies:

a. 45 CFR 46 Subpart A (Common Rule} or equivalent protections as defined in the Bylaws of the
General Health Law in the Matters of Health Research.
b. A5tCFR 46 Subpart B for research involving pregnant women or equhfa!ent protections as defined in
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the Bylaws of the General Health Law in the Matters of Health Research.

18. The Investigator must submit all detailed project information.

186. if necessary, the Committee will ask the investigator to make changes, so as to guarantee protection of
participants.

17.  The information submilted tfo the Research Ethics Committee must include a section that describes possible
solutions o research risks, in order {o prevent participants from being exposed to greater risks.

18. The Instifuie’s REC will examine unexpected problems that create risks for pammpants or third parties, as
described in: hitp://aahrpp.org/Documenis/D000148.PDF

19. The Research Ethics Committee of the Institute will keep in touch with the committees of the parties involved,
with the external institute or the investigator heading the project, in order to guarantee the proper conducting
and functioning of the project.

20.  When a research project of another institute that has already been authorized by the Research Ethics
Committee of the INNSZ is altered, all changes must be assessed and approved by the Committee of the
Institute and not by another Commitiee,

21.  With regard to research projects funded by the pharmaceutical industry or those that do not involve the
Institute for which assessment is requested, the Research Ethics Commiltee will charge a fixed fee for
reviewing applications. This fee will not be refundable if projects are rejected. Income will be used to fund the
Committee and the administrative tasks and training of its permanent members.

22. The Committee may appoint or authorize a person, from inside or outside the institute, to observe the informed
consent process, paiticularly in the following cases:

o When the research requires a legal representative.

« When an investigator has a record of failure to obtain the informed consent of research patients.
o  When the investigator conducts his or her first research project.

« When a study is particularly risky.

s When the project is regulated by the FDA

23.  When the principal investigator is a member of the Institute and takes part in a multi-center study, the
Committed must determine if patient protection is suitable

24, A section with the following information will be published on the website of the institute:

e Name of the protocol: : .
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¢ Name of the principal inveét‘lgator:
¢ Telephone:
o e-mail
s |n order to discuss, deal with and ask about aspects concerning the research
DOCUMENTS:

1.

The investigator must submit all documents required for a thorough and full review of the ethicat aspects of
the project proposed. Said documents must include, but not be limited to:

Application form, signed and dated;

The research project proposed, together with all supporting documents and annexes, in Spanish or English;

A summary in Spanish of the protocol (form to be decided upon);

A proposal of consent documents.
Recruitment material
The complete protocol

Any application for funding

The investigator’'s brochure (if applicable).

L]

Documents are to be sent to the President of the Research Ethics Committee.

One copy of all documents on the document list (6omparison) is required.
The deadline for receiving applications will be the last day of each month.

Investigators will be notified of the receipt and acceptance of applications, and if an application is
incomplete, by a stamped confirmation of receipt.

ASSESSMENT PROCESS:

1. All applications for the assessment of research projects correctly registered will be processed according to the
assessment scheme established in this procedure and in the Institutional Research Participant Protection

Program.

2. All research projects put to the Research Ethics Committee must be submitted using the Research Project
Assessment Form, irrespective of whether the assessment will be Quick or Formal.
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10.

This form is a summarized version of the research project proposed, however, substantial information is
needed so it may be assessed thoroughly, which the investigator is responsible for providing.

There are occasions on which the complete project may be included on the form, however, some projects,
such as those of the pharmaceutical industry (commonly known as brochures) Include information,
information annexes and coperating documents that need not be included on the form of the Committee, but
should be duly referenced to it. In these cases, the Committee must be provided a copy of the doc or pdf file

of the original project and its annexes.

The Committee will assess and, ifJappEicable, approve the new research project.

Each member of the Research Ethics Committee must receive information on the project to be assessed so it
may be properly assessed. This includes the informed consent document proposed, recruitment subjects (sic),
the complete protocol, the application for funding, the investigator's brochure (when applicable} plus the
research project, the assessment form, which include the content of policies 1 to 6 included in the project

review section of this procedure.

The research project will be submitted to all members of the Committee fifiteen days before its monthly
meeting. The Research Ethics Committee will discuss each study in sufficient depth in order to establish if all
criteria, general principles and policies for research on humans are met.

Any amendment to the research project that the Research Ethics Committee requires concerning general
principles and research policies must be put to a new vote of the Research Ethics Committee.

If any problems arise, the Committee will recommend to the principal researcher any improvements and
changes fo be made for the project to be authorized

“Fhe investigator may submit changes o the Research Ethics Committee in order to clarify any' doubts, either in

writing or personally at the next meeting of the Committee. The Research Ethics Committee must review the
reply of the investigator to establish if it meets the requirements of the Research Ethics Committee and

approval criteria, as defined in General Principles and Research Palicies.
If the project contravenes the ethical principles of the Institute, it will not be authorized

The Research Ethics Committee will notify the investigator in writing, if the application is approved, still to be
approved or rejected. For those applications that are rejected or still to be approved, the Research Ethics
Committee must explain its decision and give the investigator an opportunity to respond personally or in

writing. .

The maximum time in which the decision is guiven after the protocol is assessed will be 15 business days. The
research conclusion date is the same as the time established by the investigator, less one day after the date

on which the project is approved.

b

ISSUE CONTROL

Drafted by: Reviewed by: Authorized by

Name:

Dr. José Alberto Avila Funes Br. Carlos A. Aguitar Salinas

Paosition:

: o Deputy Chief of
Secretary/ Chief of Geriatrics Endocrinclogy/Pres denl

Signature:

N Z et

Date:

MARCH 2003 S ™~ MARCH 2013 MARCH 2018




PROCEDURE MANUAL O IV
RESEARCH ETHICS COMMITTEE sl lRev: 03
5. Procedure for formally assessing and ga'sm:ﬁ?gﬁg PAGE: 58

authorizing research projects Lot | oF: 152

. The Committee will guarantee that at least one person who is conversant with the project subject will attend

the monthly meeting at which the project is assessed.

. If any member of the Committee is not conversant with the project subject, another person who is not a

member of the Committee will be asked to assess the project (see procedure 2, Selection of guest advisors).

. When an external advisor is invited to attend the Committee’s monthly meeting, said person wilt be entitled to

be heard, but not to vote on the final decision. The guest advisor must submit a written report to the Committee
on his or her participation, which must be filed in the project file.

. Members will assess each protocol before the Committee meets formally, in order to guarantee that when the

research protocol involves vulnerable members of the community, at least one member who is experienced

* with working with these types of people will be present at the Committee meeting

15,

16.

i7.

18,

“The National Institute of Medical Sciences and Nutrition conducts no research with prisoners, or children.

Members will assess each protocol before the Committee meets formally, in order to guarantee thal when the
research protocol involves vulnerable members of the community; at least one member who is experienced
with working with these types of people will be present at the Committee meeting.

The Committee must postpone approval of a project if it has any doubts and an expert in the area of research
proposed is not present at the time.

When a Commiltee member has a conflict of interests concerning a project, he or she will not be allowed to
vote on it.

ASSESSMENT OF PROJECTS

The main task of the Research Ethics Committee is to assess research projects proposed and their supporting
documents, paying particular attention to the informed consent process, documents, and the viability and suitability of
the protocol. The Research Ethics Commiltee will always take into account previous scientific reviews, if any, plus the

requirements of applicable laws and regulations.

All applications for approval of research projects registered will be processed according to the following assessment
procedure:

1. Scientific design and conducting of the study.

1.1 The suitabiiity of the design of the study in relation to its objectives, the statistical methodology (including

calculation of the size of sample) and the potential to arrive at solid conclusions with the least number of
participants in the research;

1.2 The weight of the justification of predidtab!e and inconvenient risks against foreseen benefits for participants

and communities involved in the research;
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1.3 Justification of the use of a control group;
1.4 Justification of the use of the placebo,

1.5 Justification of the washout period;

1.6 Criteria for the premature withdrawal of research pariicipants;

1.7 Criteria for suspending or terminating the research project;

1.8 Provisions to monitor and audit the research project, including setting up a data security monitoringr panel;
1.9 The suitability of the research site, including the support team, facilities available and emergency procedures;

110  The manner in which research resuits will be reported and published.

Recruitment of Research Project Participants.

2.1 Characteristics of the population from which participants will be taken (including sex, age, education, economic
tevel and ethnic origin);

2.2 The means by which first contact will be made and by which patiénts will be recruited,

2.3 The means by which all information will be notified to potential research participants, or their representatives;

2.4 Inclusion criteria for research project participants;

2.5 Exclusion criteria for research project participants.

2.6 There will be no distinction with regard to social class, economic status or religion with regard to the
recruitment of participants, and all persons who wish to participate and gualify will be treated on an equal

basis.
Care and Protection of Research Project Participants.

3.1 Suitability of the investigator with regard to his or her professional ftraining and the experience of the
investigator or investigators of the study proposed,

3.2 Specifying the plan for interrupting or refusing conventional therapy for the project proposed and the
justification for this action;

Signature:

i
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3.3 Medical altention that participants will be provided during and after the research project;
3.4 The suitability of medical supervision and psychosocial support for project participants;
3.5 The procedures to be followed should project participants withdraw voluntarily during the project;

3.6 The criteria for increasing access to the emergency use of andfor for the use prior to sale and regulation of the
project's products; : .

3.7 Description of the plans to make project products available to participants, once the project has concluded;

3.8 Description of any cost that project participants may have to pay,
3.9 Compensation for project participants (including cash, services and/or gifts),

3.10 Measures for compensationftreaiment in the event of the injury/disability/death of the participant
attributable to his or her involvement in the project;

3.11 fnsurance and indemnity agreements.

4. Protection of the Confidentiality of Project Participants.

4.1 List of persons who will have access to data;

4.2 Measures to ensure the confidentiality and security of the personal information of project participants, including
clinical records and biological samples;

5. Informed Consent Procedure.

5.1 The information to be communicated to the participant or the representative during the consent process does
not include exculpatory language through which the participant or the legally authorized representative is made

to waive or appear to waive any of the participant’s legal rights.

5.2 The information to be communicated to the participant or the legally authorized representative during the
consent process does not include exculpatory language through which the participant or the legally authorized
representative releases or appears to release the investigator, the sponsor, or its agents from Hability for

negligence.

5.3 Complete description of the procedure for obtaining an informed consent, including identification of persons

responsible;
§
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5.4 The correct, complete and comprehensible information that will be given to project participants, both orally and
in writing and, when necessary, to their legal representatives; in accordance with Art. 100 of the General

Health Act

5.5 Clear justification of including persons in the project who may not give their consent, and a full description of
arrangements to obtain the consent or authorization for the participation of said persons;

5.6 Guarantee that project participants will receive information, as it becomes available, concerning their
participation during the project (including their rights, safety and wellbeing};

5.7 The arrangements made for receiving and answering questions and complaints of participants or their
representatives during the course of the project;

5.8 A non-therapeutic clinical trial {i.e. a trial in which there is no anticipate clinical benefit for the participant)
should be conducted on participants who personally give consent and who sign and date the written consent

document.

5.9 Non-therapeutic clinical trials may be conducted with the informed consent accepted by participants or by a
legal representative will be satisfactory, if the following conditions are met: a) The objectives of the trial can not
be met by means of a trial on participants who can give consent personally. B) The foreseeable risks to
participants are low. The negative impact of the participants well being is minimized and low. d} The trial is not
prohibited by law. e} The opinion of the Research Ethics Committee is expressed and sought on the inclusion
of such participants and the written opinion covers its aspects. Such frials, unless an exception is justified,
should be conducted on patients having a disease or a condition for which the product researched is intended.
Participants in these trials should be particularty closely monitored and must be withdrawn if they appear to be

unduly distressed

5.10 When the research protocol so requires, the investigator must have the following statements:

s A statement that the particular treatment or procedure might involve risks to the participant, which are
currently unforeseeable.

e A statement that if the participant is or becomes pregnant the particular treatment or procedure may
involve risks to the embryo or fetus, which are currently unforeseeable.

e The consequences of a participant's decision to withdraw from the research project.

o Procedures for orderly termination of a participant's involvement.

o A statement that significant findings developed during the course of the research which may be related to
the participant’s willingness to continue participation will be provided to the participant.

o Any additional cost for participants related to research will be covered by the budget allocated for the

research.
¥
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A statement that in the event of a research-related injury, the mstitute will provide medical care and
medical treatment at no cost to the patient. :

5.11 To cover the provisions of the regulations code in the Good Clinical Practices Section of the ICH (E8), the
investigator must include the following statements:

The aiternative procedures or treatment that may be avaiiable for participants, including their advantages
and major potential risks.

That the monitor, the auditor, the REC, and the regulatory authority will be granted direct access to the
participant’s original medical records for verification of clinical trial procedures or data, without violating the
confidentiality of the participant, to the extent permitted by applicable laws and regulations and that, by
signing a written consent form, the participant or the participant's legally acceptable representative is

authorizing such access.

5.12 The Research Ethics Committee considers that investigators must take into account the following in order to
obtain the consent of patients who do not speak Spanish or who are illiterate:

o

-]

The informed consent must specify that the grounds required for access have been explained orally to the
patient or the legal representative,

There will be a person who will witness this.

For patients who do not speak Spanish, the witness will speak both Spanish and the language of the

" patient,

The patient or the legal representatiye will sigh {or place their thumbprint) the informed consent document.
The patient or the legal representative will sign and date the informed consent document.

The witness will sign the form and a copy of the summary.

The person who obtains the informed consent will sign a copy of the summary.

A copy of the form will be given to the patient or the legal representative.

A copyof the. summary will be given to the patient or the legal representative.

5.13 When research involves minimum risk and no risk, the Research Ethics Committee may not authorize the
documents of the informed consent process.

For research with minimal risk, the Ethics Commission, for good cause and at the request of the principal
investigator, may be authorized to obtain informed consent without written formulated. However, the
researcher is obliged to provide information related to the project objectives and benefits, written in leaflet,
booklet or case summary and without risk research, the investigator may waive informed consentbut if present

ISSUE CONTROL .

Drafted by: Reviewed by: Authorized by:
Naime: Dr. José Albarto Avila Funes Dr. Carlos A. Aguilar Salinas -+
— . . Daputy Chief of
Position: Secretary/ Chief of Geriatrics Endocrinology/President
Signature: e 6‘ C(,C '/\
Date: “WMARCH 200 =y~ MARCH 2013 MARCH 2013/




CODE:
M.P.JET.INV

PROCEDURE MANUAL

RESEARCH ETHICS COMMITTEE 8 Rev: 03

5. Procedure for formally assessing and smromcos o PAGE: 63
authorizing research projects IFALTICC] D,

the patient should also delivered information written,

When the Research Ethics Committee does not authorize the documents of the informed consent process, it
must recommend that the investigator proceeds as follows:

o Reviews the written description of the information that will be given to patients.

»  Considers having a written declaration of patients with regard to the research,

If the Research Ethics Committee considers that the informed consent process may not be authorized, it must
establish the following: '

o The research may not be conducted without authorization or changes to the informed consent.

6. Community Considerations.

6.1 Effect and relevance of the research on the communities from which project participants will be chosen, and for
those who are concerned about the research;

6.2 Procedures followed to consult the communities involved during design of the research project;
8.3 Influence of the community on the consent of individuals;

6.4 Consultations with the community during the course of the research project;

6.5 Extent to which the research contributes to the training of human resources and mateﬁa! resources, including
improvement of the héalth system, research and the option of responding to public health needs:

6.6 Description of the availability and accessibility of any successful product of the study that may be used by the
communities involved, after the project has concluded:;

6.7 The manner in which the results of the research project will be made available to participants and to the
communities involved.

6.8 When research is conducted on communities, the investigator must obtain the written approval of the Federal
Commission for Protection against Sanitary Risks and other civil authorities
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GENERAL PRINCIPLES AND POLICIES FOR RESEARCH INVOLVING HUMANS

1. Risks to participants are reduced to a minimum by using procedures that are compatible with the design of
research projects and that do not unnecessarily expose participants to these risks.

2. Risks to participants are reduced to a minimum by using procedures carried out on participants for diagnosis or
treatment purposes. :

3. The Committee will ask principal investigators to monitor data so as to guarantee the safety of participants

4. So that a research protocol may be approved, the Committee must establish that said research protocol has a
montitoring plan in order to guarantee safety of participants

5. The Committee must ensure that research protocols that involve vuinerable members of the Community include
protection measures and the informed consent in accordance with health research requirements and the
international guidelines established in the participant protection program, in addition to which they must include
the procedures for each category of vulnerable participants identified in the research protocol, which may include

®* & o o & o ° o

Children

Disabled participants

Women of child-bearing age.

Pregnant women.

Women giving birth, during puerperium and while breast feeding

Embryos, ohituses, and fetuses

Participants being given artificial insemination

Groups dependent on others, such as students, laboratory and hospital workers, employees, members of
the armed forces, prisoners, and other special members of the community whose informed consent may
be infiuenced by the authorities

Participants who do not have all their faculties

6. The Committee must ensure that recruitment and selection of participants is fair, to which end it must consider
the objective of the research and the terms under which research will be conducted, and also ascertain inclusion

and exclusion criteria

7. The Committee must establish that there are suitable confrols for keeping information secret

8. The Committee must ensure that here are adequate safeguards to protect the privacy of participants.

CONFLICTS OF INTERESTS:

1. All committee members must notify the Committee President of any conflict of interests concerning the
research protocol, as established in the disclosure requirement,

4
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Policies concerning confiéct of interests must take into account;

e Protection of patients.

s Integrily of the research.

¢ Maintaining ethics in the practice of medicine.

e Promoting compiiance with professional obligations for the institute they work with,

*  Explaining clearly the obiigation to bring into the open the possible existence of a conflict of interests.
o Ensuring that the relationship of doctors and institutes with industry is conducted on an ethical basis.

The purpose of this policy is to ensure the objectivily of research involving humans, and to avoid possible
conflicts of interests in the conducting of these research projects.

This policy applies to research projects carried out on humans and assessed by the Research Ethics
Committee, under any of the following circumstances:

e Studies sponsored by business organizations.

e Studies of registered medication, devices or technology or products being studied that are not registered.
Committee members may achieve this by contacting any other member of the Committee before the meeting is
called or when the conilict is declared at a meeting called to discuss a permanent subject of the program.

in all cases, the President will notify committee members at the meeting held before a research protocol is
reviewed, that because there is a conflict of interests, the member of the Research Ethics Committee involved

must leave the room and may not be present at the meeting or vote on said project, and will be excluded from
the quorum to review a specific protocol.

When a member of the Research Ethics Committee does not vote on a project due to having a confiict of
interests, a note must be made accordingly in the minutes of the meeting. )

If a committee member has a conflict of interests regarding a project, but his or her experience a'nd knowledge
on the subject is required to assess the project, the commitiee member will be allowed to provide additional

information to assess the project.

;
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6. No member of the Research Ethics Committee may review a research protocol using the quick assessment

procedure when he or she has a conflict of interests. Members must inform the President immediately if they
are appointed to review a research protocol in which they have a conflict of interests, so that another member
of the Research Ethics Committee may be appointed.

TAKING DECISIONS

“The Research Ethics Committee will take the fallowing into account when taking a decision concerning the ethical
review of a biomedical research project:

1

Withdrawal of a committee member from the meeting when a decision is taken in the eventuality that an
application may create a conflict of interests with said member. Any such conflict will be notified to the
President before the application is assessed and a note will be made in the minutes of the meeting,;

2. A decision may only be taken when sufficient time is available to assess and discuss the application;

3. The application will only be discussed by members of the Research Ethics Committee and non-committee
members may not attend these meetings (e.g.: the investigator, representative of the sponsor, independent
consultants);

4. Decisions may only be taken when there is a quorum (refer to the Composition and Operating Manual of the
Research Ethics Commiittee);

5. Before a decision is taken, all documents required for assessing the project must be complete, plus all other
items referred to above;

6. Only members who review the appiication may be involved in taking the decision;

7. When possible, it is recommendable that decisions be taken by consensus, when a consensus is unlikely, will
lead to a majority vote;

8. Decision taking may include suggestions that are not obligatory;

9. The Research Ethics Committee may give the following types of decisions: rejected, pending (subject to the
review of the fult Committee or not) or approved.

10. With regard fo pending decisions, a list of observations or objections must be made for review, and the
procedure for reviewing the application again must be specified;

11. Rejection of an application must be properly justified.
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NOTIFYING THE DECISION

The Research Ethics Committee will notify applicants in writing according to its procedures, preferably within two
weeks of the meeting at which the decision is taken. it will also provide a document on its resolutions that will include
the project title, the Committee code, the name of the principal investigator, the department to which he or she belongs

and the

resolution of the assessment, which will be sent to the relevant authprities.

Notification of the decision must include, but not be limited to, the following:

Clear identification of the research protocol proposed, or the amendment, plus the date and version number (if

1.
applicable} on which the decision was based;

2. The names and, when possible, the specific identification numbers (version number/dates) of documents
reviewed, including information concerning potential participants and the type of informed consent;

3. The name and title of the applicant;

4. The name of the institute and place at which the research will be conducted:;

5. The date and place of the decision;

6. A clear statement concerning the decision taken;

7. The cbservations and objections of the Research Ethics Committee;

8. With regard to conditioned decisions, the requirements of the Research Ethics Committee, including
suggestions for review and the procedure for re-reviewing the application; -

9. If an application is approved, a declaration of the responsibilities of the applicant, for example, confirmation of
acceptance of any of the requirements established by the Research Ethics Committee; submitting progress
reports, the need to nofify the Research Ethjcs Committee with regard to members of the protocol (but not
amendments that only involve logistical or administrative aspects of the study); the need to notify the Research
Ethics Committee if amendments are made to recruiting material, or to information for potential project
participants, or to the informed consent form; the need to report serious and unexpected adverse events
related to the conducting of the study; the need to report unexpected circumstances, termination of the study or
significant decisions taken by other Committees; the information that the Research Ethics Committee expects
to receive to put into practice the review, the summary or final report;

10. If an application is rejected, the reasons must be clearly stated:

11. Date and signature of the President {or another authorized person) of the Research Ethics Committee.
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12. The Research Ethics Committee will notify the result of its assessment of health research

the confidentiality of the application and the assessment.

projects observing

13. The Research Ethics Committee will ensure that the institute’s web page includes the following text: “If you
have any comments concerning any protocol or monitoring any protocol, please send them to the e-mail
address of the Committee.
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4.0DESCRIPTION OF THE PROCEDURE

PERSON
RESPONSIBLE

TASK

DESCRIPTION OF THE TASK

C.E.l. President 1

Receives all applications of projects to be assessed at the next
ordinary meeting of the Committee.

C.E.IL President 2

Sends the research projects to be assessed to all members of the
Committee at least 15 days before the meeting.

Members of the C.E.L 3

Receive information of projects to be assessed.

Members of the C.E.L. 4

Discuss research projects in technical and ethical terms.

Members of the C.E.{. 5

Ensure that all information provided on the Research Project
Assessment Form and documents submitted is sufficient to decide
whether to authorize the research project or not.

Has sufficient information been provided?

Yes. Continue with the review of the project and of all documents in
order to reach a decision.

No. Ask the investigator to clarify any doubts that arise from the
first assessment.

Members of the C.E.I. 6

Allow the investigator to explain the project at the meeting.
Did the investigator clarify doubts?

Yes. Continue with assessment of the project and of all documents
8o as to take a decision.

No. Members of the Commiitee may choose fo leave the
assessment pending (go to Task 10).
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PERSON
RESPONSIBLE TASK DESCRIPTION OF THE TASK
Asks members of the Committee to vote for or against the project
C.E.l. President 7 assessed.
Members of the C.E 1. 8 Cast their vote for or against.
C.E.I. President In the event of a tie, gives his or her casting vote for or against,
. Notifies the investigator of the Committee’s decision by written
C.E.. President 10 notification and through the SERPI.
Receives written notification and through the system, so that he or
Investigator 1 she may conduct the procedures necessary to ask for the project o
be assessed again or to commence the protocol.
Submits all documents for filing.
END OF PROCEDURE
b
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6.0RECORDS

1. All documents and correspondence of the Research Ethics Commitiee must be dated, numbered and
fited as per written procedures. The written authorization of the Chairman is needed to review and

obtain various documents and files.

2. Documents wili be fited at the offices of the Research Ethics Committee for a minimum of 5 years after
the relevant study has been completed, after which documents will form part of the back files of the

Commiltee.
Records Time Retained Regggi(:s?ble Registration Code

Scheduling of meetings 5 years CEJ FC1102
Minutes of meetings 5 years CEl FC1102
File of the project assessed (with all b years CEl FC1102
material sent by the applicant)
Declaration of investigators b5 years CEl FC1102
Correspondence of members of the C.E.I. 5 years CEI FC1102
with applicants or with those involved with
the application, decision and follow through
Copy of the decision and of any 5 years CEl FC1102
suggestions or requirements sent to the
applicant

7.0GLOSSARY

The definitions in this glossary indicate the sense in which the terms in this Manual are used. These terms may have

different meanings in other contexts.

C.E.L- Research Ethics Commitiee.

Community: a community is a group of persons who have a certain identity as they share common interasts or are
close to each other. A community may be identified as a group of persons that live in the same village, town or
country, and who share geographically close to each other, A community may be identified as a group of persons

that shares values, interests or ilinesses.

Conflict of interests: a conflict of interests arises when a member or members of the Research Ethics Committee
has an interest with regard to a specific assessment application that may comproimise him or her meeting his or
her obligation to provide a free and independent assessment of the research project, focused on protection of
project participants. Conflict of interests may arise when a member of the Research Ethics Commiftee has 3
financial, material, institutional or social involvement with the research project.
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Decision: a conditioned answer with or without assessment, rejection or approval of the Research Ethics
Committee of an application after it has been assessed, in which the position of the Research Ethics Committee

concerning the ethical validity of the study is expounded.
Amendment to protocol: written description of a formal change or clarification to the protocol,

Investigator: a qualified scientist who assumes scientific and ethical responsibility, either on his or her own behalf
or on behalf of an organization/company, of the ethical and scientific integrity of a research project conducted on a

specific site or several sites.

Clinical research “any experiment that consists of a test article on one or more human participants and that or
should meet requirements for subsequent presentation to the REC and

Human Participant: A live individual who is registered as a subject in the research study. This definition considers
the use of existing data, including identification details. May be healthy individuals or patients. A human participant
includes an individual for whose sample a device is used.

Project participant: a person who participates in a biomedical research project, either as a direct receiver (e.g.:
study product or invasive procedure) as a control or by observation. The individual may be a healthy person who
volunteers for the research project, a person with a disease that is not related to the research, who volunteers, or a
person (generally a patient) whose disease is refevant to the use of the product being studled or the questlons

being investigated.

Sponsor: an individual, company, institution or organization that funds a research project.

Protocol: a document that specifies the background, reasons and objectives of a research project, describes its
design, methodology and organization, including ethical and stafistical considerations. Some of these
considerations may be specified on other documents that refer o the protocol.

Requirements: in the context of decisions, requirements express and contemplate ethical considerations, the
implementation of which is considered as indispensable and obligatory by ethics committees in order to conduct

research.

Applicant: a qualified investigator who takes on the scientific and ethical responsibility of a research project, either
on his or her own behalf or on behalf of an organization/company, and who request the approval of the Ethics

Committee’s by submitting a formai application.

Suggestion: a non-obligatory consideration linked to the decision, the purpose of which is to provide ethical
assistance to those persons involved in the research project.
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8.0CHANGES TO THIS VERSION

Review Number Date of Change Description of Change
NOT APPLICABLE NOT APPLICABLE NOT APPLICABLE
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9.0FORMS AND INSTRUCTIONS

FORM 9.1: RESEARCH PROJECT EVALUATION FORM

RESEARCH ETHICS COMMITTEE
RESEARCH PROJECT EVALUATION FORM
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4, Sponsorship

4z, Sponsoring organizations : :
N, addrasszs, aad relaphona viabad of the ormizsions, Testitations of Libaratores (st will coptibutz funds.

4b. Specify whether or not the investigators are to receive pay ment {mouelnry ar in l\md) for lhﬂlf

spcui'c par n:ip'ﬂmn inn the investigation.
Efsa, dasasibas

3 Yulnerable participants

Are any of ali patiants thal take pari in fhe study conskierad es vulnorable?
Fiaca aa X’ Yes Mo

¥ *Yes’, ideatify which of the folowing vuinerabls participants wit b enrcted in the research protocct?

Childran

Disablad patticipants

Weien of child-bearing aga

Prapraatl winnan

Woroen giving bieth, duting pucrpedium and while hreast feeding

Embeyos, dead fetuzes and fotugas

Parlicipants belng given artificial insemination

Groups dependent on others, such 25 students, Taboeatory and hospital workers, eaplovess, mamhers of the
anned forces, prisoners, ._mi mher zpecial n“tz'b s of e conununity whose mformed consent may he
indlugneed by the guthorties

Participans who do ot have all deir facultles

Please alzo provide & brief description of the additfonal guarantees thar the prorocol lmludes to project the ripghts and
weli baiag of panicipants,

7. Thearetical framework : L L e
Explale In deizil ifz irmmuma 3:£_h}e to a_a_em “hldx ik pmpcuﬁ! sn.i} is l:gml (1 inlogload srpasing, 113 fom exXpainen
Inkemansy UL [EHRTR PR LTI
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B daimitian of ks rmh{;m
CHuslifeation

i aras oy

?x_t.'i-i:.-'homes'is .

Dafinad 485 yavili

7h. Objectives.

Thosa tbe investigaar Sp:.\l!hj“} e‘xpr\:h m &L%jﬂ fham x}“-.s,id\ 3rdsp~\:med.b Lﬁ ml chm;nemi spaifia otj:mne.
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8. Methodology: General design.

Eesosibeth2 pavesl Iosign ofihe stedy ead if pedliien, spociy the _susmmmm
&3 Irxiign of ihe siudys desoriba iF it I rasdamnon -raadegn, \.x‘l‘lr‘UG‘ aohian,
plaeebo, ative subtiape), wabaut parlod.

b) Eescription of mesever or intayentios

o Sanple size {# ofsubjacts 1o Be beotustads Jeatine the aaloubsti. EhJ]

d) Patizar tecritiieat ard ensallmant prosadere

&y Mackasism fot msignaent o treatweet (Radonvopan)

£ Trevsant m-Lp; aid

o Dreration of isdivideal falfow op

w2 of blind ('ﬁhle blizd, s._i.n.gEa Hindy, typ2 of sonisels

Y, Methodology: Sercening criteria

4 Criveeis fardeclusioa oorside non-pandaipaion In oiher investieations and eontragepting iff2o2asinyy

By Critasia for exelusion

2y Criteris for dimination fasnaider preananey if sadssanyh

1t Methodslogy: Outcomes and variables

a) Primay vastablesfeutormes to 1} mansural

i Spoondary vakblavoteom s o b mpasesed .

by Froqeassy of mass vray

S Ciiea ofseeonms and fdlur

i Stratzay fos statistizal

When particens, specity and jostify echaiqees, deviess, mndor fnsinmeaa {incfeding spacial mochastals lectrontzeybornatte aquipiment,
acalustion fans, questlennares, tahles of mmp_mon etz) o be viad £ me.amnu.% ndicaien citeda of yalidity, ezpactocibiliny, and

m:.h!} sentrola appliad totham. -

L pavessary and

fysis.

11, Risks and benefits of the study ' i :
s Bispomion P by the sigdy {in L.i:a af ihﬂd xsm;: les, wl:;a'e todat ﬁu:l)l&f af pan Auei,m til\.‘olN\\ipﬂer"lEre andior mui
and frpguenay ofpurctatas) - .

B Pereatial fskadprdsacos o:mmph.:;ﬂ. £ of ;,i-. 2132 2(T01, 60
mtheds, 8.3 5unveys o saaltve dssees),
S Memsal deu\.;mnﬂ:e ntloipatad risks. |
dy Safsy maasiris for opporivna disgacsli and pr".m:l”-n &f FitH
2) Prozedarss 1o z‘.im\'m:mhe fisks iftkey asise ol

1 E¥reat bene By expacted. - .
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12, Costs - . o .

3] S‘am SO3LE (hrm.wilxm rler-‘vi_m iv nm of partfzipatiag_ v _“xm;:h:l & bvestiaation will sl ﬁ!:\i‘lhiﬁ-ilﬂlim}hﬁusw iy
whathator pot dotor visies, leborstoryaabinet fosis, dod madiastsuraizal toatiets relaad 1o ke ilady will be vova tad by the patiaaty re,-v..:ch
subject). Sratesnact on Whe will cover scoh costs,

B Specify compaaiion: o be ofizead {m.nhﬁ Azt el gopenies focead foe porizipatieg fn b stalys 2.0 pa }m»m I"lﬂ—“iﬁ;ﬂ-ﬂa" s,
SSEHE RIS

o} Specify lragativas taba omredif 4«p|imbla {0 intenive 3 uede stood @ an offer of infleasce thst eampels asebjaot n1de 0 atios
vitlaal it kaplylzg a sebstalial deviabon Gom thelr geceral pisar o 0 ¢ giviog selfacts abeok forhaning panizipatady :

i IV stz bs zuy compersaiion, spif whan and bow participants will meiveil.

Apia ;\dispfopéﬂin:éﬁecﬂ:)lp&iﬂﬁéﬁ"iﬂt—:’n[h’éii considzrad 3 podpave Ailude,

13. Biblingraphical reforences,

. Informed Consent

[ taformed Consend s undersiond ax alf ootions that promate @ process of coumumisation ayd dislag tut heioy a persea make

decisions re grding an action, prackice, or product iha affecis My or Fer By, privacy, oF othie vital spaeer. Infarmation is mads
svallable lo the research subfest 10 allaw him o fer to make an sutosomous daelsion regarding whather or pot ta partizipate ina
dindeal n:s.:nh profect, This process §s Implemented through dislog with the subject and is documentad by means of an
irmumanaﬂzcd dmummz [on lh. lns!mm s lm:rlué} ars u.LLrg En‘a accm:n.i ?JL .mu:p’d eud;lm;s m( fo p{u‘poﬂ

\3m amd tel phcm xzm:b.r of 11-.«. iny cmg:lar i C{'ﬂjg.. :
Name aod telephone mimber of the persan who can answer qusstions or prov u& hs.quen; informution on cl!m:i wsms .

\3mc of Lhc persan wha will Lma’ml the conssnt |m~m\.m

Ha, Subegt !nfurmaﬂan Sheet to participate in lhc study {attach on a separaic page).

‘This dovument mwst be prepared in writing by the reincipal nvestigator, using s2cand-persan {anguage udsrsizndable o the
escarch subjact, te.g.: You bave . and for that reasai we ave Syviting vou ta partcipats. . efc A Usr ot mudtideved hn:mg‘ is
reommendzd, understond as phms._g that explaln the same lhmg ane tevel abave and one level below the expocted level of
comprehension of the suhyxt ta b uxlud:i A ,.:m) mm he gncn ta %h.. sui:ucq U‘Li lnmnmuun Sheet shm.ld mdu:k bu: ixnat
Tirgsitedt to; S e :
Aclear x:ks.npuan o Lh,.}mtm..mm :mﬂ nb;c:llhs of e i Im\.snnatm'i, ma.z:;imcs l\‘] be u.i-.,d, aspes !5132 thc siudy i.hal_an:_
axpesimental, C‘tpcihc‘j discomforts or sisks, and b.n.his thll may ] h obi:lin.,d. : - S S
Alternative reatments or procdures. 7 ’ R
Responsibilitizs at the su‘ﬂjn! smci ths dmtor, m.h.dnga M o rs,sgxmi 5] an} qu.sllan anda: cnqur) xcg:.rdmg the
xstarch pmta.af :

Conpensations in hrms of hilih, c?mg, mm;:) {shau 5 g h.: f.n:alL.d as remunerztion for f-sm;mg an organ o ugm bu! )
wmpersation far mrlh.lpahng asz reszarch subject}, cle., Incimred in mﬁlumtmg in the study and in sase of an adherss effpet
Costs of pasiicipation, availability o8 medizal reatmert in casc of danag\.s that wamans it, directly caussd by the § imvestigatian, © -
The paarantee of Lam\iinixahi}, m!umaxy partizipaion, and the option to de lm.. ta pam.zpat.. of mlh:lrawal an} :um Wi lihmt
bosing bonefits as a palient of the Instltute and mthoutpmahzanoa . : S e :
Tha Teagaus for which the sm.!} may he icmnmici .

Name'of ths perssn wha will gve Yonsset or prrmission, :

Ay limz befween patlent Information and Dbulmrig the informad consenn, o
Soasures aken 10 redise the passitibity of coercjon of vodue influinee o a mjnimumm,
Tha Languam that witl be sed by thase who obtain thé informed sansint. . S
The Janguzge understodd by the patlsne o }us ar%u §.;;3§ Tepresentative.

The inftrmaticg that will bs given'ta the ;\mm} o icgai repn:s-n%:luc .
HCSS« pd'ﬂ%'ld»& d‘s,.npilan o?th. ial!a.un : o

3
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~® U Who will pravids vonszot or permission? For instance, will the partfeipants themsalves proside consant or will consent be
o prayided by the padicipants® legally amthorized sepresentative when partivipants are incapable of " providing sonsent?) -

» Wil thare be any waiting period betwesn informing the prospective participart and ohiining cansent?

v What steps will be taken to misimize the possibllity ef cocrsion or undue influznce? [For iratanse, wit I paricipants be
‘allzed 10 take the consent document hnm_ in order 1o consider whether they wish to parizipate? !—nﬂmung thy consent
Etersiew, will theed be an assessmem of partizipats understanding of the study? [ illitemte participanis are tohe envolled
mthe 5o s-’:uxh how ‘ilil)ou easire that these ;unm;untq arg zuil} 1nmm>..d af the, m’urnulzmiiut is inctudad i ia the

cons eot dagument?
* What |ang1ug: wil! be used by those ohaining consant?

» . Do you plan 1o 2irol] subizcts who speak languages cifferen from thosz oblaining coaszat?

Hb. {nformed Consent Letier {atfach s a separate page),
s file contalng th2 sukjaci” sst;‘eme:al regarding his-be partleipation in the prajeat, andibarefora it wordad In 1ha fifs1 pasan {2gel,
202 Do2, an awaraof i protest... a1 will Baaviendad in diplicata, an INCM) 87 Jattahad, with on 2 oY fing me raezwzh;;}sles.l
hisher le gl reprptentsiive and ke al? er i ik invastigaos. This lgﬂen nust stata, without hmn.men‘ "
Tharshazubioor has roceivad eleas, wiiitan Informatien, S
i sl E2 sebjoct's qeeatfons sbout pafticipatlog in the prasasst L-..e baen sswered (inclodaitla: it 15 issmi.ﬂ b imclede ke orsact this fn -
ik prataaaly s DETE R R ; e ) LRI d
Tt thesebjoct Is swarg of e risks, bartefits, sed responsiilisbes rasulting froei kaker pantblpation.
Thiat th 2 subjoct ks volumaniiy srread 1o padicipate aeb b tha Soafidentality of the jrvestpnion will be coampized.
That thesubjoct may withdraw a1 zay e, wiiboul ffelling hisher banafits 23 apsieet efibe fustitele _M withagt p:n.:hz;um‘
T gamd and sigeaur ofthe teearch subject or hivles lead wpresentative L :
2 rd signsieres of TWO witeass s and ihair ralsdon :h:punh tha fes2ach fbt‘jm:g o . ST o
The panz sed shassture ol fha investiaatar &'\.?‘Jﬂ-t\i.dﬂ_i ﬂe am,au - o [ R R ST
Daiz eay which thir s fonme d ocusent is oMaized.
Anexplanation of the ¢xpectcd duratlon of th\. pznuimm 5 m:tmmn:m :
A statemant that rates the {msslbiht) that othar entities mgH irspest the records (rcpr‘synmms ram the minlsiry of He ailh for .
example).. . . .
An explanation as 1o ulm,L!u camn.nsalian ts avaifable i qur} BOTULS. ;
¥ compensation is a&all:bic when i li‘IJLH'} ooerrs, an explanation as 1o what it consists of or where Turther information can be
obizined.
An explanation of whom te contaet for answers ta pertinant questions aboat the rescarch partizipants’ rights.
An cxpi:mus_n of whom ta contazt in the event of o research-relatest injury to the mm\.lp:ln_ .
When approprate, have the ipvesiigator 2dd the following statemants;
A staternzit that the parifcilar teeatment o procedure might Involve risks 1o the participany, whick are curnmlv unﬁur..s,.cshlc. e
A statementthas IF the pandeipant fs or hecomes pregran, lb.. plﬂlnﬂgit'!ftllm.nf or prn.cdufc hlght inv al\ visks 1o the embryo or
s, which are currently mibresseable, om0 T Gl R R
The coasz:qu.m.cs of a partizipant’s decision ta withdraw from the r:s:zr\h
Procedures for the orderly termination of partiziparion by the participant. " . L -
A statement tnt significant new findings developad doring the course of ihz res,;m.h '.).i'u hm!gh: i‘ciJSE ta t%s. ]'!‘.lﬂh.lp;lni 5 S
wilingness o contime mnqualzm will bz provided to the participast, : e
Any addivional cxpenses for ;um..lpar.as alatesd ta the resmrch, will by borne h} 1h.. hu..;g\.z alh.at*d mr the re_var;h ) -
As‘;ll'm-.mﬂul in the evem cr* E] rcs_:xr h—r ht:d injury the healthcare insiitmion will proside medical trestment at o expenss 1o
ih:pirlh.;pam = : R T TR PR Sl e el T e

Iohrt,
"

Open dites CE1 02 fIO0JA DE INFORMEDOC and CEI #3 CARTA DE CONSENTIMIENTO.D0C 1o Qenarate
the informed conzent form. When it is ready, save by prefixing the file name with the project registration muuber so
that the new fils is saved as 2A2=CEL 02 MOJA DE INFORMEDOC  and #2=CFl 03 CARTA DFE

CONSENTIMIENTODOC {where 253 = OB} repistration sumbar), and attach 2 separats sheet.
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16. Investigators” statement
Comvind i B el ad the o' Terhpad
Epen fite CEIF 4 DECLARACION DE INVESTIGADORES 1o PRINT IT and heve it signed by each and every ong
of the participantz in the proposad project. Attach the sheet to the printad Evaluation Form provided,
17, Committee: Rukmg
This sa:im:;i, fml{,. o] ﬂa'i muum
17h. Objections
Paty deaeind By 2 prolint et rafer dois o =areem chrlfinadon oad an ‘-r.;»:{c-d &y alfact fo soimgfioedical smararrs and warrem avplisation, ronh,
Hanfzaton amendmez 2ndow fvdfindm b o Bir avabaibn and re
17¢, Opinion
Approyed R :
A Praject Approval Lemsr i mmj, m*’x Hch s Fa'mfs i-':i!.if.:h;z}.
zshration wileadandis impleeration may
B 1hosa are (O znadan :hq,"
Not apprm'ed RS
JFex'p m‘.‘:i ez I:hul {'J .
E2Y Lt Y:;!'-f. lan ._ ):
2 evaloatin zd x._!lh 2 fi
aipre{iraiony will e fred a;'. ==
]
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General Instructions for Completing the Form:

The investigator must open the C.E.l. 01 FORMATO DE EVALUACION.DOC file and fill in the blank spaces with the

details of the project (do not use shaded areas).
The form has fifteen sections

FORM 9.2: REPORT SHEET FOR PARTICIPATING IN RESEARCH PROJECTS

[ No. BOX INFORMATION TO BE COMPLETED
CEl Registration No.: The registration number allocated by the Research FEthics
Commitiee

1 Project Title: Note the official project title (in later sections, reference will only be
made to the “project”, so there is no need fo repeat the title.

2 Investigators: This section has two parts

2a | Identification (Name, affiliation and position in the project of each investigator.
The principal investigator must be a professional affiliated to the
institute, a house doctor, or investigator, not a student, resident,
internee, etc.); and

2b | Membership of investigator's group Briefly describe the qualifications of the investigating group with

regarding the project regard to the scientific research projects in general and with regard
to the project submitted (academic quaiifications, working
experience, member of the Investigators System of the INS, SNI,
etc.)

2¢ | Investigator Affiliation The principal investigator will have to answer the questions on this
point. ‘

3 Participating institutes: Name and address of participating institutes and a brief description
of their participation. For multi-center studies, add the details of each
coordinating center,

4 Sponsorship:

4a | Sponsors: Name, address and telephone number of organizations, institutes or
laboratories who will contribute funds.

4b | Specify if investigators are paid (in cash | If yes, please specify.

or in kind) for their specific involvement
in the research project.
}
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5 Vulnerable Population Describe if the project involved vulnerable populations,
6 Theoretical framework: Explain in detail the grounds available to date on which the study

proposed will be based (biological sense, information concerning
experiments on animais or humans):

a) Background

b) Definition of problem

c) Justification

7a | Hypothesis

Defined as a probable statement regarding the relationship between
a dependent variable and an independent variable. (Remember that
the concepts of “null hypothesis”, “alternate hypothesis” are related
to the statistical analysis, so they must NOT be included in this
section).

7b | Objectives,

Those expected to be achieved from the study and specified as a
general objective and specific objectives.

8 Methodology: general design

Describe the general design of the study and, if relevant, specify the
following points:

a) Design of the study: describe if it s random/non-random,
controlled, cohort, type of blinding (double blind, single), type of
controls {placebo, active medicine), washout period.

b} Description of maneuver or intervention,

c) Size of sample (number of patients to be included, justify
calculation)

d) Procedure for allocating treatment (random/open)

e) Treatment groups, and

f) Duration of individual monitoring

9 Methodology: screening criteria

a) Inclusion criteria (take into account that they do not participate in
other research projects and anti-conception, if necessary)

b} Exclusion criteria

¢) Rejection criteria (consider pregnancy, if necessary)

10 | Methodology: outcomes and variables

a) Main variables/outcomes to be measured

b) Secondary variables/outcomes to be measured
b) Frequency of measurements

¢) Success or failure criteria, and

d) Statistical analysis strategy.
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16 | Methodology: outcomes and variables
(Continued)

When applicable, the technigues, apparatus and/or instruments to
be used for measuring must be specified and justified (this includes
mechanical/electronic/special cybernetic equipment, assessment
forms, questionnaires, comparison tables, etc.), and specify the
validity, reproduction and their quality control criteria.

t1 | Risks and benefits of the study

a) General problems produced by the study (with regard to blood
samples, note the total number of samples, the amount of blood per
sample and/for total and frequency of samples).

b) Potential risks (presence of complications or adverse effects,
consider medical interactions, consider psychological effects of
assessment methods, surveys on sensitive subjects).

¢) Method of detecting foreseen risks.

d) Safety measures for opportune diagnosis and risk prevention.

&) Procedures to folfow to deal with risks, if present.

f) Direct benefits expected.

@) indirect benefits expected.

h) General weighting of risks against benefits of the study proposed.

12 Costs

a)} Specify costs (directindirect, monetary, in time of participation,
visits/transfer) of the investigation for study patients. Specify if
appointments, iaboratory examinations and medical/surgical
treatment required on account of the study will be paid by research
study patients or not. A statement as to who will cover these costs.
b) Specify the compensation offered (refunding of expenses incurred
for taking part in the study, payment of transport, food,
accommodation, etc.).

¢) Specify incentives offered if applicable (incentive is understood as
the offering or influence that compels the taking of an action without
implying a major deviation from our general way of life, e.g. giving
away a book)

Note: any compensationfincentive out of proportion will be
considered as a coercive attitude.
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13 | Bibliographical references Note the bibliographical references on which the project is based.
14 | Informed consent This section comprises two exira files that must be downloaded and
opened: CEl 02 PAGE DE INFORME.DOC and GE| 03 CARTA DE
CONSENTIMIENTO.DOC, to prepare the informed consent. Once
done, save with the project registration number so that the new file
may be saved as #HHCE! 02 PAGE DE INFORME.DOC and
#HHAICEl 03 CARTA DE CONSENTIMIENTO.DOC (where ###t# =
CEi registration number); and attach separate sheet.
14a | Patient Report Sheet for participating in | File: CEl 02 PAGE DE INFORME.DOC
the study (include on a separate sheet).
14b | Informed Consent Letter (attach on a | File: CEl 03 PAGE DE CONSENTIMIENTO INFORMADO.DOC
separate sheet).
156 | Confidentiality Declarafion Describe the action, strategy and precautions that will be taken to
protect the confidentiality of patient information
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1 Report Sheet for participating in

research projects

To be drafted by the principal investigator, using the second person,
understandabie for the research patient {e.g. You suffer... therefore
we are inviting you fo participate... etc.). The use of multi-level
language is recommended, this being understood as phrases that
explain the same for a high level or low level of comprehension
expected for the subject to be included. Provide the patient a copy.
This Report Sheet must include, hut not be limited to:

A clear description of the justification and objectives of the research,
procedures to be used, aspects of the study that are experimental,
troublesome, or the expected risks and benefits that may arise.

Alternative treatment or procedures.

The responsibility of the patient and the doctor, including the
guarantee of answering all questions andfor doubts concerning the
research protocol.

An explanation of whom fo contact for guestions and answers
concerning the rights of research participants

An explanation of what participanis must do if they suffer a
research-refated injury

The estimated time that the patient's participation will last

Compensation under heatth terms, drugs, economic terms for their
participation in the study (should not be handled as remuneration,
but as reward for effort and expenses incurred as a research
subject-travel expenses, fransport, food, etc.).

The costs of their participation, availability of medical treatment if
any damage arises that needs such treatment, directly caused by
the research.

Possible indemnity and action to be taken if any adverse effect
appears during the study.
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An explanation as to if compensation is available if injury occurs

If compensation when injury occurs, an expianation as to what the
patient must do or where further information can be obtained

The guarantee of confidentiality, voluntary participation and of being
able to refuse to participate or withdraw at any time, without fosing
any benefits as a patient of the Institute, or being penalized.

The reasons for termination of the study.

A statement that declares the possibility that other authorities may
inspect the records (representatives of the Ministry of Health, the
Federal Commission for Protection against Sanitary Risks)

The name and telephone number of the principal investigator.

The name and telephone number of a Committee member who may
contact patients to answer questions concerning ethical aspects of
the research study, concerns regarding the research study and to
receive complaints

The informed consent must include information on participants and
the principal investigator so as to clarify problems, answer questions
and allay the concerns of study patients

When the research protocol so requires, the investigator must have
the following statemenits:

° A statement that the particular treatment or procedure might
involve risks to the participant, which are currently
unforeseeable.

e A statement that if the participant is or becomes pregnant the
particular treatment or procedure may involve risks to the
embryo or fetus, which are currently unforeseeable.

e The consequences of a participant’s decision to withdraw from
the research project.

}
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To cover the provisions of the regulations code in the Good Clinical
Practices Section of the ICH (EB), the investigator must include the
following statements:

L]

Procedures for orderly termination of a participant's

involvement.

A statement that significant findings developed during the
course of the research which may bhe refated to the participant’s
willingness to continue participation will be provided {o the
participant.

Any additional cost for participants related to research will be
covered by the budget allocated for the research,

A statement that in the event of a research-refated injury, the
institute will provide medical care and medical treatment at no
cost to the patient.

The alternative procedures or treatment that may be available
for participants, including their advantages and major potential
risks.

That the monitor, the auditor, the REC, and the regulatory
authority will be granted direct access to the participant’s
original medical records for verification of clinical trial
procedures or data, without violating the confidentiality of the
participant, to the extent permitted by apptlicable laws and
regulations and that, by signing a written consent form, the
participant or the participant’'s legally acceptable representative
is authorizing such access.

b
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“* LETTER OF INFORMED CONSENT TO PARTICIPATE I THE PROJECT:

PNCEUDE DATE OF PREPARATION AND PROTOCOL VERSION}

Princlpal Investigator:
Researcheraddress:
Telephone contactthe researcherlinciuding one
emergencyy,
Researchers panticipating:
Study sponsername:

Address of sponsor;
Version of informed consentand date of preparation:

INTRODULCTION:

Flease take all the time il takes to readhis document, ask the researcher any questions you have,
‘this consentcomplies withih e guioeines established inthe Regulation ofthe Generat Law of Health
researchin health, the Dactaration of Helsinki and Good Clinical Practice issuad by the Natiopal
Bioethics Committee.

indeaciding whether of notte parficipate in this study, you shotdd bave encugh knowledge about the
fisks and benefis te make an infermed decision The informed conseré form will give detailed
information ebott the research stedy that may diseuss with your physicianor a member afthe
research feam. Eventually youwil be askedto serve erithe project andif so, underany pressureor
intimidation, willbe invited {o sign the infemed consent,

INVITATION TOPARTIC!IPATE AND PROJECT DESCRIP HON

Bearpir{dis)

The National insitiie of Madical Sclences and Nutrition Invite yout lo participate in this research study
thataims; .

The sludy durafion is:
The approximate number of paricipants will be; -

You were inviled ko the study because ithas the Tollowing Tealires:

STUDY PROCEDURES

Thetieatment is o be evaluated:

Will ke compared against -

Your chance o be assigned lo one of the sforementionsd groups is; o

Your participation inthe studyis: {describe number, frequency and timing of
visits, length of the Interview, you must attend conditions, taking medications, changes Indlet

Vasco de Chdrogalio, 13
Tiaipan 140090, D.F, Wéxico
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or phyé)fal activity questlonnaires fifled or any other action that the patient nHist make).

Tha study procedures included conducting: (describe type and numberof tests, test

fogistics).

Proposedinterveations thal are experimental; o
Fheinterventions includedin the study are pard of slandardireatment are;

The responsibilties ofthe padicipants included: {Examples: report address changes or
health status, report changes in treatment or other action to alter the results of the study).

Risks and inconvenlences .
ft shoutd describe in detail the risks and inconvenifence to the panticipant, making specific
comments to the embiryo, fetus, Infant or sexual partnerwhen applicable. You need to describe
the procedures foflowed by the researcherto ensure the privacy of participants

Example:

Regulztion of the General Law of Health in Research for Health, sald that obtaining biologieal
samples represents a minimal risk in research. The risks of biood sampling are: possibility of
tight bleeding or bruising at the puncture site, dizziness or lightheadedness may cccurrarely
and anterfal puncture. Staffwho draw the blood sample is tralned for it, which will minimize the
risk of complications.

There is no risk whatsoever in obtaining the urine sample.

Data about their identity ahd medical information witl not be disclosed at any Ume as required
by law, therefore, In the collection of clinical data you do net face greater risks relating to the
protection of the confidentiality which wilf be protected by coding of samples and information,

POTENTIAL BENEFITS

it should explaln the potential benefits, i there are no beneffts to the participant, shotifd be

mentioned,

exainple:

This study was not deslgned to henefityou directly. However, the search for could

allow development of new therapeuvic targets and thereby make more pergonaiized treatment

of this disease. Also by panticipating altrulstic, community can benefit significantly by finding
" new veays to address this medical compifeation.

ECONOMIC CONSIDERATIONS
It should explain the anticipated expenses for participating in the study, the compensation that

" the patient can receive for thelr participation, the procedures fo be folfowed to oblain
compensation.

Example:
There shallbe no fee for patlicipating in $he study, nor will it pay. The researcher may cover

the cosis of ransportation fo the Institule up to an amount of dollars per visit. You'llneed
to submit receipis or involces (if applicable).

COMPENSATION

ft should be explalned In detaft to getatiention if adverse events responsible for the costs and
conditions that would exempt the investigator from liabitity in the svent of an adverse event
Example:

Ifyou are injured as a result of parlicipating in this study, we will provide immediate treatment and will
refer you, iFwaranied, to requinng medical specialist. We have no budget to und compensation for

Vasco de Quirega No. 15
Talpas H4005, D.F, México
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additional compensation lo cover lhe damage.

ALTERNATIVES TO PARTICIPATION:

It should he noted that participation in the study Is veluntary. i must specily the standard
treatment for thelr condftion and the alternatives thatmay foflow i not participate In the study
Example;

Yourpanicipation is voluntary. Hovever, you ¢an choose notto pariicipate In the studly. Being
& heafthy subfect, daes not require additional studies ar therapeutic actions

Potentlal commercial products derivable STUDY:

Should describe the property of biological materais and products resulting from the study,
citing the benelfits they could get the patient

example:

Materials will ke owned by the Nationalinstitute of Medical Sclences and Nutrivon Satvador
Zublrdn (INCINSZ). if a commercial productis doveloped as a resuft of the study, such input
wiif be owned by the National Insthute of Medical Sclences and Nurition Salvador Zubirdn
(INCMNSZ} or their deslgnees. In that case, you will not receive a financlal benafit.

ACTIONS TOBE TAKEN AFTER THE ENDOF THE STUDY:

& shovld describe the actions to care for the participant afier the swudy Is over, it should ba
mentioned If the possibllity exists that Ure patient be comacted afier campletion of the stwdy
example: .
You can apply the results of clinical tests and the conclusions ofthe sty Dr. _ . of
INCMNSZ ftof ). Researchis a long and complox process. The get the final resufts of
the profect can take several months.

PARTICIPATION AND VATHDRAWAL OF STUDY:

Yourpanicipation is voluntary. if you decide not to participate, it will not affect his relatfonship
with the Natlonalinstitute of Medical Sclences and Nutritlon Sakvador Zubirin (INCKINS2) or
yourtight te recefve medical care or any service for which you quality. If you participate, you
are fres 1o withdraw your consent and discontinue participation at any tme without affecting
Yourcare at the National Institirte of Medical Sciences and Nutrition Salvador Zubirén
(INCMNSZ) Will e informed in dme f new Information Is obtalned that can affect your
dacislon to continue In the study.

The investigator or the study sponsormay exclude s study.,

The study can be terminated prematurely st .The
procedures thatwill be necessary if you terminate your particlpation in the s tiroly

are .

PRIVACY AND INFORMATION IMANAGEMENT
Yourname will not be used in any of the skudies. Bictogical samples obtained de not containany
persenalinforination snd is ceded with a sedal number to avoid any possibility of identification, Bylaw

Vasce de QuirogaNe. 15
Tlalpan 14000, DF. Méajco
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the biol%g‘rcat samples, including blood are classified as hazardous waste biologicalinfectious and
therefare during the course of his investigation shovs no pubficity may be refumed. | Is possible that
theirbiological samples and medicalinformation and for geneties can be used forother similar
research projects related to the disease under study. It may be used forresearch unrelated to
congitiens other thanthose sfudied in this preject Your samples may be stored for up por
researchers {fime),

The eodes thatidentify yoursample viilt only be avaitable to holders researchers, who are bound by
law notlo disclose theiridentity. These codes will be stored in a tocked filing cabinet. Coly the
researchers will have access, There is a possibility that your privacyis affecled as a result of their
participation in the study. Your confidentiafity will be profecied as required by the law. i will be
maintained by assigning codes le yourinformation. The code is an idenlification anber that does not
inctude personat data. Noinformalion about yourwill be shared with others without your authorizalion,
except:

- If necessaty fo protect theirights and welfare {for example, i you have been injured and
regiires emergency treatment), or

- is sequested by favw.

Studio monitors of auditors may have access o information of the paticipants.

If you decide o withdraw fomihe shidy, it may request the withdrawal and destruction of biological
material and information. All dala colfecion sheets will be saved with the same degree of
confidentialily, and only holders researchers have access o data that have names.

The Reseaich Ethics Commilles of the National instilute of Medical Sciences and Netition approved
the conduci of this study, This commitlee is who reviews, aparoves and monitors human research
sludies at the Institule. i the future, if we identify information that we consider important for your
health, constiwith the Ethics Comrmissionihat uversees this study to decide the best way of
providing this information to you and your doctor, In addition, we request that you authonize us
reconlactario, if necessary, fo ask forinformation that may be relevantto the devefopmantofthis
project

Scienlific dats coltected as part of this sludy could be used in inedical publicaficns or presentations.
Yourname and other personal information will be remeved before using the data.

If you ask your GP wiil be informed about $helr patlicipation in the study

For genetic studies {if applicabile):

For their participation in the sludy, i may be necessary lo family members ¢f applicable). Yourfamily
will nothe contacted without yeur penmission.

Theirgenetic malerialwill not be used forpurposes otherthan those Jisled in this document. if the
researcherwarls to use it for dilferent purposes awst nolify and request your signature on a
document similar lo the one you are reading.

The resulis of genelic studies will not be includad in your file atthe nstitute, unless they have
implications forfrealment.

The sesults of genetic studies coldd lead to discrimination for peaple with an abnormality that
predisposes themlo suffera disease. We wili take the necessary actions fo prevent their information
from being known by elhers that may take discfiminatory action against you,

IDENTIFICATION OF INVESTIGATORS:

If yout suffer an infury retaled o the study, please contadt intNCMNSZ
{phone;_ 13
Vaseo de Quiroga No. 15
Tlalpan 14000, B.F, Méxdco
ot [
{
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If you hiave questions abowt the study, please contact the INCMMNSZ {phone

lfyou have'quesﬁons aboutyour rights as a study paricipant, you can falkio the ceordinatorofihe
Resegarch Ethics Committee of INCMNSZ (Dr. Cailos A. Aguitar Salinas, Tel. 54870800 ext. 6101 ).

STATEMENT OF INFORMED CONSENT
} have earefully read this informed consent, | asked allthe questions fve hadand all have been
answered salisfaclogly. To participate in the study, | agree wilh all af the following points:
t agree o patlicipate in the study described above. The global, specific recauilment and possible
damage and incorweniences have been explained o my satisfaction.
1 agree lo voluntarily donate my biological samples {which Py Foruse in this stidy. Also, my
biglogical and medical information may be used for the same purposes.
tngree, if necessary, o contact me in the filure ifthe project requires collecting additionatinformation
or find informationrelevantfo my health.
My signalure also indicates that Fhave received a duplicate of this informed consent.
Please answer the following questions

YES NO

{please  (please
check) c¢heck)

a, ¢ You have read and understood the infermed consent formin their O [}
nalive language?

b. ¢ He has had the opportunity fo ask questions and discuss this [m]
siudy?

€. ¢ Have you received satisfactory answers to all your guestions? & [

d. & Have you received enough information aboul the siudy andhas O 0
had enatigh fime lo make the decision?

e. ¢ Youunderstand thatyous participation is voluntary and you are free O [m]
to disconiinue pardicipation in this study at any time without having to
justify its decision and without affecting your care or without loss of
benefis {o which they would othenvise be entilied?

i applying:¢, Authorfzes be given access to their medical records for O =
research and study for regulatory purposes fo , their .

representalives, auditors, regulatory offices of the siudy, other
govemmenl agencies health in Mexico and possibly ofher
governmen? health agencies in other eountries in which to consider
the study dug for inarkeling approval?

g. ¢ Undemstand the risks, some of which are stlf upknown, fo O 2}
paticipale in this study? .

h. ¢ Understand that you may not receive any direct benefit from O
participating in this study?

f. ¢ Have youdiscussed trealment options with a doclor involvedinthe O [n]
study and you understand that other treatment options are available?

Vasca de Quitega Ho. 15
Talpan 14000, D.F. México
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3 NATIONAL INSTITUTE OF MEDICAL SCIENCES AND NUTRITION

b
WRECE o "Salvador Zubiran" ‘
o YES NO
{please (please
check}) eheck)
j ¢, Understandihat you are not waiving any of yeurlegal rights to the 3 a
creditor thatis olhenvise as a subjectin a research sfudy?
k. ¢ Understands the medical study participant can withdraw frem it O o
without its consent, either because you did not foliow the
requirements of the study or if the study participant physician
considers medically retirement is in your best interest?
. applyingi, Undersfands that the study may be suspended by the
sponsor of the sludy al any ima?
e ¢ Undeestand that you will receive an orignal of this signed and dated OO o

consent fosm for your records?

Patlent Declaration:|, |
declare that my decision lo paricipate in the study. My pariicipation is voluntary. F have been informed
that Fcan refuse lo parlicipate or lerminate my participalion at any ime during the study without
suffering any penalty erloss of henefils. If E suspend my parlicipation, 1 witl receive standard medical
freatment 1o which [have a rightin the Nafional Institude of Medicat Sciences and Nidntion Salvador
Zubledn (INCMNSZ) and suffer no prejudics ia my care of in future research studes. L can frequest
addilional information about the risks and potential benefts of my patticipation in the study. {can get
the results of my clinicat examinations ifrequested. If you have quastions about the study, please
confact fyouhave questions aboul your righls as a study participant, you can
talk to the ceodinaler ofthe Research Ethics Committee of INGMNSZ (D1 Carlos A Aguilar Salinas
Tel: 54870800 exd. 6101). Emust inform researchers of any change in my health {eg, use of new
drugs, changes in consumplienof snuffy orin the city where Hive, as soon as possible. | have read
andundersiood all of tha Information given fo me about my paricipation in ihe study. [had the
opportunity to discuss and ask questions. All questions have been answered{o my safisfaction |
understand thal | witt receive a signed copy eHhis informed consent.

Name of Participant Signature of Paricipant dale
Ptace your fingetprint ifyout can notwiite
Vasco de Quiroga Ho. 15
Tlalpan 14006, D.F. Méxdco
§
ISSUE CONTROL
Drafted by: Reviewed by:. Authorized by:
Name: Dr. José Alberto Avila Funes Dr. Carlos A. Aguilar Salinas
S : i Deputy Chief of
Position: Secretary/ Chief of Geriatrics Endocrinology/Preside Pﬂ
i N ] 4—/ b-\
Signature: _‘%\ Ceo Y/U
Date: MARCH 2013 MARCH2&13

‘M.QRCH 2013
~)




PROCEDURE MANUAL

RESEARCH ETHICS COMMITTEE

5. Procedure for formally assessing and
authorizing research projects

CODE:

M.P/ET.INV
REV: 03
PAGE: 95

INSTIRUTO RACIGNAL DE
CIENCIAS MEDICAS
¥ HNUTREICEGN

satvapor zuslRAN | OF: 152

o4 Pigina?ded.

T NATIONAL INSTITUTE OF MEDICAL SCIENCES AND NUTRITION
S "Salvador Zubiran®
Name g fegat representative legal representative Signafure Date
{if applicable}

Name of Researcher Signatie of Investigator Date

expleined thatthe document

Name of Witness 1 Sigaature of Witness { Dale

Refationship to participant;

Direccitn;

MName of Witness 2 Signature 0} Winess 2 Date

Address:,

Inferrelationship with the participant:

Place and Bate;

{This documentis original and has pages)

VYasco de GQulroga Ho. 15
Tlslpan 14000, D.E. Maxice

¥
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BOX

INFORMATION TO BE COMPLETED

1 Letter of Informed Consent

informed Consent is understood as all those actions that promote a
process of communication and dialogue that help people to take
decisions regarding a certain action, practice or product that affects
their bodly or life. Information will be provided to patients so that they
may take an independent decision as to whether they shouid
participate in a clinical research project or not. This process is
implemented through dialogue with the patient and is documented
on an institutional document (on the letterhead of the Institute) and
taking into account the accepted guidelines to do so.

The Informed Consent consists of two main sections, the details of
which are described below. In general, it is expected that both
documents will be available, although these two sections may be
combined in a single document, provided that the specific details of
each section are retained.

See Procedure for Preparing, Compiling and Obtaining the Informed
Consent.
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= £ :
CONFLICT OF INTEREST
PROJECT TITLE:
C.EJ. Registration Number:
The investigater engages in any of the fallowing Conflict of Interast?
CONFLICT OF INTEREST Yes Ho
Sslzras, profls or 3ay othzr eemunenst'en oftnia enpnzgr,
Inzoms 23evad fromzzpynsa olaszes oriaching nensorad by pubic bades
af aon-praft mEknaorganzatons,
tncamz asmed fromearezazprovidzdas s consvisn or raway bodas of
pubininatistons araorpioft making arastizstions
Sagrazine v ofwnchdozsant
when sddedto thencomeofthain
amanz3ben.thal togamar with
J3E ShTHER, 212, SA0taNpe
Date:
investisalor Mame and Signalure:
Recsived:
Magied ircdatia 35
Zlaloant BF Hasica
¥
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FORM 9.3: NOTIFICATION OF APPROVAL LETTER

Mexico Cily, Federal District, ......... , 2009

DR.
PRINCIPAL INVESTIGATOR
DEPARTMENT OF

I'hereby wish to advise you that the Research Ethics Committee of the National institute of Medical Sciences
and Nutrition Salvador Zubiran has revised and approved the clinical Research Profocol entitled: :

“Title of Protocol”
The following documents have also been assessed and approved:
> Glinical study protocol, version No. ........

> Patient Information

Upon completion of the study, please send the resulls, together with a summary of all outstanding details and
conclusions, an anhual report (if the study lasts more than a year) that includes progress made and the partial

results of your project.

Your project has been registered by the Institute under number REE. ... This number is required for

research support services.

Yours sincerely

DR. CARLOS A. AGUILAR SALINAS
PRESIDENT
RESEARCH ETHICS COMMITTEE

cc  Dr. Ruben Lisker Y. Research Division,
Martha Arredondo Urzua. Head of Department. C.F.E.I.
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No. DESCRIPTION INFORMATION TO BE PROVIDED
1 Date The date of the lstter,
2 Dr. Name of Investigator responsible for the protocol.
3 Department of Name of department in which the investigator responsible is
assigned.

4 Title of protocol Full name of the protocol approved.

Protocol review number.

5 Technical study protocol version No.
6 Ref. Reference number allocated to the research protocol.
7 Signhature Original signature of the president of the Research FEthics

Committee

|‘.
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6. PROCEDURE FOR MONITORING RESEARCH PROJECTS
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1.0PURPOSE

Give the right track to completion of the research projects that are carried out at the National institute of Medical
Sciences and Nutrition (INNSZ) and were approved by the Research Ethics Committee

2.08COPE

Internal:

External:

All research projects conducted on humans at the Institute that are assessed and approved by the

Research Ethics Committee,

Research projects conducted on humans at other institutes that are assessed and approved by the

Research Ethics Committee of the Institute.

3.00PERATING POLICIES, STANDARDS AND GUIDELINES

GENERAL

1. The Research Ethics Committee will monitor the progress of all research studies it approves, as from the time
of approval until conclusion of the project.

2. The Research Ethics Committee will ensure that health research projects meet local and international ethics
requirements for studies carried out on humans, in order to guarantee the dignity, rights, safety and wellbeing

of all research subjects.

3. At least one member of the Committee must review the complete protocol, including any previous change to
the protocol already approved by the Research Ethics Committee

4. The quorum convened by the Research Ethics Comimittee and the assessment is not necessary to continue
the assessment when the following quick assessment criteria are met:

» When the research project is initially approved using the quick assessment procedure;

o If (i) the research is permanently closed to enroliment of new participants, (ii) all participants have
completed all research refated fo interventions and (iif) the research remains active only for the long-term

monitoring of participants;

¥
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e When participants have not been enrolled and there are no additional risks or risks that have not been

identified, or

o When remaining research tasks only involve analysis of data.

5. Occuirences or events that require unscheduled monitoring (see procedures);

5.1 Any change to the protocol that affects or may affect the rights, safety and/or wellbeing of participants
in the project-or the conducting of the study;

5.2 Serious and unexpected adverse events related to the study or the product being studied and the
ensuing response of investigators, sponsors and regulatory agencies;

5.3 Any event or new information that may affect the benefit/risk ratio of the study;

8. Members of the Committee must observe the following for the ongoing review and monitoring of research
projects using the quick assessment procedure. ‘

e If the research still meets approval criteria as described in the general principles and the policies for
research conducted on humans

¢ If no major changes have been made to the protocol since the last review of the Research Ethics
Committee

o If the current consent document is stilf accurate and complete

7. Applicants must be notified of the decision to monitor the project and if the original decision of the Research
Ethics Committee is either altered, suspended or canceled, or of confirmation to the effect that the approval
given is still effective;

8. If the study is suspended or terminated prematurely, applicants must notify the Research Ethics Committee
the reasons and must provide the Research Ethics Committee a summary of the results obtained during the
study suspended or terminated prematurely;

9. The Research Ethics Commitiee must receive the notification of the investigator when a study is concluded;

10. The Research Ethics Committee must receive a copy of the following documents for the ongoing review and
monitoring of research projects:

» The cuirent consent document.

e  Any newly proposed consent document.

#
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it.

12.

13.

14.

15.

16.

17.

o Areport on the progress of the research project.

¢  Any changes recenily proposed.

The Research Ethics Committee will provide the Institutes’ investigators who conduct research projects at the
institute or in conjunction with other institutes, advice and support with regard to meeting standards and

ethics.

“The Research Ethics Committee will assist in applying and publicizing the provisions concerning the

monitoring and modification of research projects conducted at the Institute.

The ongoing review and monitoring of research projects will only be interrupted when:
o Research is permanently closed to the enroliment of new participants;

¢ All participants have completed research related to interventions, and

o  Allinformation has been compiled and analyzed.

When the principal investigator does not anticipate the ongoing review and/or monitering of research projects
by the Research Ethics Committee or if a protocol is not approved as of the date of termination:

e All tasks must be suspended, including confracting, publicity, selection, enroilment, consent, interventions,
interaction and generation of information.

* Interventions and interactions on current participants continue only when the REC finds an over-riding
safety concern or ethical issue involves such that it is in the best interests of individual participants

s When new participanis are not recruited.

The REC as the authority at any time, to call the principal investigator fo review and audit the advance of the
project and present information and results and thrs can be to often as the committee and could be every

month 3 or 6 months.

If the REC decides to stop or suspend a protocol president ethics committee should have clear
communication of decisions to officials of the organization of the Institute, the sponsor or the organization as a

regulator of the FDA of a case applying.

The principal investigator must notify the progress of research projects in a report that must include the
following information:

Research project progress reporis must include;

e Number of participants assessed y
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o A summary since the last review of the Research Ethics Committee:
o Adverse events, unexpected adverse events or results experienced by participants.
o Unexpected problems that create risks for participants or others
o Participants withdrawing from the project
o Reasons for withdrawing from the project.
o Complaints about the research project
o Any changes or alterations
¢  All recent literature that is relevant;
o Any provisional conclusions, including data security controf reports
»  Any relevant multi-center research reports.
o The investigator's current risk-potential benefit assessment based on study resuits.
E
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4.0DESCRIPTION OF THE PROCEDURE

PERSON
RESPONSIBLE TASK DESCRIPTION OF THE TASK
Investigator 1 Sends the “Research Project Monitoring Report” to the C.E.I.
C.E.l. president 2 Receives the "Research Project Monitoring Report”.
Revises the “Research Project Monitoring Report” and, if applicable,
provides observations.
[s it necessary fo alter, suspend or cancel the original approvai of the
CEL?
C.E.l. president 3 No. Files the report and END OF PROGEDURE.
Yes. Notifies the investigator that the project needs to be modified
or that the original approval of the C.E.I. is suspended or cancelled.
Receives the notification of modification, suspension or cancellation |
Investigator 4 and, if applicable, makes any necessary changes and notifies the
C.E.|. president r
Analyzes changes made.
Are the changes sufficient and do they meet ethical and
i ?
C.E.I. president 5 methodological standards”
Yes. Authorizes continuation of the project.
No. Project authorization is cancelled.
Notifies the investigator of the decision taken.
END OF PROCEDURE
C.E.L president 6
i
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5. FLOWCHART
5.1 Monitoring research projects
investigator C.E.L President
\
!
2
¥
7 - \ 'Reslz:?ftivlgf ject —l
: / olec! .
L START /i Moniloring Report I
! S
f i T 5
: B SN R
Sends ;i!eseawh i ¢
Project Moni i
Ropat WOEL ] 3 s cenge e
] ) Y
Lvi — l Checks and B
i\RepOft e, j ! comments on &
: s E____ ) @p{nri .
i ~"Are changes
b N
; //X\\ mf—« < cTarif?cr:adtjcns \/3
e L . sufficient? /
Yes /’ Does deasw\ ~ o
< e S
S susp-endedor -~ T N
| Mo coﬁmﬁﬁsd
¥ Prziie::ea:gds I
Iz Te| proc ‘
nozmiisof i ;"f;dlﬁ:neig: T
change i
- _|Y — | Project euthorization
(Nomas investigator of canceled
change requirements

e

Advises investigator of
decision taken
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6. Records

a. All documents and correspondence of the Research Ethics Committee must be dated, numbered and

filed as per written procedures. The written authorization of the Chairman and the president is needed
to review and obtain various documents and files.

b. Documents will be filed at the offices of the Research Ethics Commiltee for a minimum of 5 years after
the refevant study has been completed, after which documents will form part of the back files of the
Committee.
Records Time Retained ResP:cl;sr:;?b!e Registration Code
Research Project Monitoring Report 5 years C.El FC1102
Notification of modification, suspension or
cancellation of the authorization of the 5 years CEI FC1102

research project.

7.0 GLOSSARY

C.E.L.- Research Ethics Committee

Investigator: a qualified scientist who takes on the scientific and ethical responsibility, either on his or own behalf
- or on behalf of an organization/company, of the ethical and scientific integrity of a research project conducted on a
specific or group of sites.

8.0CHANGES TO THIS VERSION

Review Number

Date of Change

Description of Change

NOT APPLICABLE

NOT APPLICABLE

NOT APPLICABLE

9.0FORMS AND INSTRUCTIONS: Not applicable

.
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7. PROCEDURE FOR ASSESSING AND AUTHORIZING CHANGES OR ALTERATIONS TO A
RESEARCH PROJECT ALREADY APPROVED
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1.0PURPOSE

To establish if changes or alterations to research projects already approved by the Research Ethics Committee meet
ethical and methodological standards.

2.08COPE

internal: All research projects conducted at the Institute, authorized by the Research Ethics Committee and
that are subject fo change or alteration.

External: Research projects conducted at other institutes, authorized by the Research Ethics Committee and
that are subject to alteration or change.

3.00PERATING POLICIES, STANDARDS AND GUIDELINES

GENERAL

1.

The Research Ethics Committee will assess any change to the research project registered or the annexes
thereto, proposed by the investigator and signed in agreement by all investigators, in observance of local and
international research, ethics and bio-safety provisions for studies carried out on humans.

Any change to protacols that may affect the rights, safety and/or well-being of research participants, or the
conducting of the study, will be subject to review for authorization purposes, including the informed consent .
Changes to research projects already approved may only go ahead without assessment and without the
approval of the Research Ethics Committee when the investigator establishes that said changes are necessary
in order to do away with an immediate and evident risk to partrcrpants These changes must be notified
immediately to the Research Ethics Committee. The Committee will examine changes to ensure that they are
compatible with protection of participants and the maintaining of their rights and well-being.

Changes or alterations will be assessed using the quick assessment procedure (an alternative method of the
Research Ethics Committee assessing research projects or related documents) only if the change is qualified
as a minor alteration to the research project. The change proposed will be considered as minor when the

following criteria are met:

« The change proposed does not substantially alter the purpose, design, implementation or risk/benefit
assessment of the research project.

¥

ISSUE CONTROL

Drafted by: Reviewed by: Authorized by:

Name:

Dr. José Aiberto Avila Funes : Dr. Carlos A. Aguitar Salinas

Position:

. . Depuly Chief of
Secretaryf Chief of Geriatrics Endocrinology/Presi denY

Signature: N %’“&\ - C( C. k/‘b\,

Date:

SMARCN 2073y, L MARCH 2013 MARCH 701%

T




i

CODE:

PROCEDURE MANUAL | [$9%
RESEARCH ETHICS COMMITTEE N [Rev: 03

SAL
. . PAGE:
7. Procedure for assessing and authorizing 110
changes or alterations to a research project
already approved OF: 152
e Other procedures that are added and are considered as part of categories 1 and 2, as described in the
procedure to establish if research involving humans may be subject to quick assessment

4. When an investigator ask for authorization to amend a research protocol, he or she must submit afl amended
documents for a thorough and fult review of the ethical aspects of the project. The assessor must examine all
amended documents thoroughly to estabiish if the change proposed may or may not be approved. These
documents must include, but not limited to:

o Application form signed and dated;

» The research protocol, together with the change proposed and any supporting documents and
attachments in Spanish or English;

¢ A summary in Spanish of the alterations or changes made to the protocol:

o A proposal of the amended informed consent document;

+  Recruitment material.

* The full protocol together with any necessary alterations or changes.

5. The Commiltee President may assess changes without the need of a quorum when the changes proposed are
considered as minor changes to the research project, as defined in Point 3 above. Any change approved by
the quick assessment procedure, of minor alterations to the research project shall be notified to the Research
Ethics Committee at the next meeting for confirmation.

6. The president of the Research Ethics Committee must give his or her decision in writing and keep a file of alt
decisions taken. The person taking the decision concerning changes or alterations must have no direct interest
in the project in question.

7. Changes to research projects not considered as minor will be checked by the Committee using the formal
assessment and authorization procedure for research projects.

8. All Committee members must receive a copy of the documents referred to in Policy No. 4 of this procedure,
together with the alterations or changes to the research project.

9. The Committee will assure itself that the criteria of general principles and research policies are not affected by
the change proposed, before said change to the project is-approved.

10. In the case of research projects funded by the pharmaceutical industry or those ouiside the Institute is
requested in the evaluation of research projects, the Research Ethics Committee charged a fixed fee for the
review of an application. This fee is not refundable in case of negative decisions. The appeal will go to the fund
to support the Committee and will be used to support the business activities and the training of the regular
members of it.
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4.0DESCRIPTION OF THE PROCEDURE

PERSON
RESPONSIBLE

TASK

DESCRIPTION OF THE TASK

Investigator

Requests a quick assessment of any change to a research project
already authorized by the C.E.L

C.E.L president 2

Receives and analyzes the request to alter or change the research
project.

Does the change or alteration meet the criteria for a quick
assessment?

No. Notifies the investigator that the application will be assessed
formally by the C.E.|. at its next meeting (refer to procedure No. 5).

Yes. Continues with the procedure.

Is the change or alteration to an authorized project approved?

No. Notifies the investigator for writing that the change or alteration
of the project is not authorized, so the project must continue without

changes, or the authorization will be suspended or cancelled.

Yes. Notifies the investigator for writing that the change or alteration
has been authorized and that the research project may continue.

Investigator

Receives the decision of the C.E.l. president.
Is it affirmative?

Yes. Continues with the research project with the changes
authorized.

No. Continues with the research project without changes, project
suspended or project authorization canceled.

END OF PROCEDURE

¥
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5.0FLOWCHART
5.1 Procedure for Assessing and Authorizing Alterations or Changes to a Research Project Already
Approved
investigator C.E.|l. President
[ START )
o S
\ A
Requests quick
assessment of any | 2
change
Receives and
analyzes proposal
o — for change or
/\ alteration
R Lo
/ Meets crileria
3 /\ fora quick‘? e
IUUURIURI. ST assessmeV No
i Receives dedision of \\/ - y
| GEA Coordinater i [ Notifies investigater
| that histher
L application will be
- - i analyzed at the next
Yes meeling of the
,l, | S— comr‘ditee
// \\\ H
A Decision ™ /& Y.
e affirmalive? P
No \\ g Change (Proc.)
< authorized ¥ \_j_/
Yeos Ne 1
'h'liﬁqreswim - i . &
research project Contirues with | : Notifies investigator
vithout changes, tesearch project Yes ¢ that change has not
project authorization with changes | bean aulhodzed
suspended or authorized i
capcefled | H Notifies investigator

that changa is

T 'r T authorized
/—l; N
( END )
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6. RECORDS

a. Al documents and correspondence of the Research Ethics Commitiee must be dated, numbered and
filed as per written procedures. The written authorization of the Chairman and the president is needed

to review and obtain various documents and files..

* b. Documents will be filed at the offices of the Research Ethics Committee for a minimum of 5 years after
the relevant study has been completed, after which documents will form part of the back files of the

Committee..
; . Person ; )
Records Time Retained Responsible Registration Code
Request for quick assessment of changes
or alterations. 5 yeais CElI EC1 102
Notification of authorization of changes, 5 years CEl FC1102

alterations or adverse evenis.

7.0 GLOSSARY

C.E.l.- Research Ethics Commiliee,

Change to protocol.- A written description of a change or formal clarification of the research project.

Investigator. a qualified scientist who takes on the scientific and ethical responsibility, on its own behalf or on
behalf of an organization/company, of the ethical and scientific integrity of a research project conducted on a

specific site or a group of sites

8.0CHANGES TO THIS VERSION

Review Number

Date of Change

Description of Change

NOT APPLICABLE

NOT APPLICABLE

NOT APPLICABLE

' -,9.0 FORMS AND INSTRUCTIONS: Not applicable
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1.0PURPOSE

To guarantee the prompt response of the Research Ethics Committee in the face of any unexpected or adverse event

that occurs during an authorized research project.

2.0SCOPE

Internal;

External:

3.00PERATING POLICIES, STANDARDS AND GUIDELINES

GENERAL

1. The investigator must ensure the safety and wellbeing of research subjects.

All research projects conducted at the Institute, authorized by the Research Ethics Committee, in
which an unexpected or adverse event occurs.

Research projects approved by the Research Ethics Committee, conducted at other institutes in
which an expected or adverse event occurs or in which the standards or ethical or methodological

requirements are not observed.

2. Investigators are responsible for reporting immediately when problems arise the foltowing:

a.

if a serious or an expected event occurs concerning the conducting of the study or the product of the
study and the ensuing response of investigators, sponsors and regulatory agencies;

Any event or new information that may affect the benefitirisk ratio of the study;

Internal adverse events that are unexpected, related to the research, and involve new or increased

risks to participants or others.

External adverse events that have been determined to be unanticipated problems 'involving risks fo

participants or others.

Changes made to the research without prior IRB or EC approval in order to eliminate apparent

immediate harm.

Other unanticipated events, incidents, or problems that is related to the research and that indicate
participants or others might be at new or increased risks.

. Any event that réquires prompt reporting according to the research protocol or plan or the

sponsor.
}
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ii. Any accidental or unintentional change to the IRB or EC-approved reséarch protocol or plan
that involved risks or has the potential {o recur.

iil. Any change to the research protocol or plan taken without prior IRB or EC review to eliminate
apparent immediate hazard to a research participant.

iv. Any publication in the literature, safety monitoring report, interim result, or other finding that
indicates an unexpected change to the risks or potential benefits of the research.

v. Any complaint of a participant that indicates an unanticipated risk or that cannot be resolved
by the research staff.

vi. Any other event appropriate to the local context.

g. The above should be reported regardless of whether they occur during the study, after study
completion, or after participant withdrawal or completion.

Also, define immediately with 24 hours,

3. The investigator is authorized to immediately take those measures he or she considers necessary to eliminate
or reduce the apparent damage caused to research subjects.

4. The principal investigator is authorized to use a test article in an emergency, in accordance with the following
criteria;

« Fortreating an emergency situation in a life-or-death situation.

o When the use of research medicine or a known medicine is considered necessary, employing
Indications.

e When the dose and means of administration are other than those established.

o The physician must obtain the approval of the REC of the health institute and a letter of informed
consent from research participants or from their legal representative, accordlng to the circumstances,
on the following basis:

o The REC will notlfy the use of the research drug beforehand if the mvestigator may foresee the need
for it to be used in emergency situations, before it is actually used.

o If, while the drug is being used, the indication, dose, means of administration or any unexpected event
arises (sic).

¢ The REC will either approve or reject the use the planned use or repeated unexpected use of the drug,
and the head of the medical care institute will be responsible for asking the Ministry to authorize these
uses, and

o The letter of informed consent will be obtained from research participants, or from their legal
representative, or from their nearest relation, except when the condition of participants means that they
are unable to do so, or if the legal representative or relation is unavailable, and use of the drug will be

suspended if it represents a risk that may bring about death. ¢
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5. The assessment of adverse events or unanticipated problems will be made throﬂgh an expedited review

(which is an alternative form of review by the Research Ethics Comimiltee for research proposals or related
documents).

6. Only the President need assess changes, without the need for a quorum, but any change will be subject to the
confirmation of the Research Ethics Committee, as established by the President.

7. The President of the Research Ethics Commiltee is authorized to suspend or cancel approval immediately, in
other words, in the event of emergency. Any suspension or cancellation made by the Committee President in

- an emergency situation will be reported to and reviewed by the Committee.

8. If applicable, investigators or other participants may be invited to the Committee meeting, but they will be
asked to leave the room during deliberations and when the Committee vaotes.

9. The Research Ethics Committee is authorized to authorize, suspend or cancel approval of research projects in
which serious or unexpected damage has been caused to research subjects, under the following terms:

a. Suspension of approval.- This is "a temporary withdrawal” of the approval of the Research Ethics
Committee for some or all research procedures. Studies suspended need to be assessed until they are
cancelted or the authorization is confirmed.

b. Cancellation of approval of the Research Ethics Committee.- This is “a final cancellation of the
authorization given by the Research Ethics Committee of research procedures”. Protocols will be
considered as closed and will require no further assessment.

10. When studying approvals, the Research Ethics Committee must take the following into consideration for the
temporary or permanent suspension of research projects:

a. The action to be taken to protect the rights and wellbeing of subjects recruited up to that time.

b. Take into account if the withdrawal procedures for participants consider their rights and wellbeing.

c. Establish if participants must be informed of cancelation or suspension of the project.

d. The Committee must be notified of any adverse event or the results thereof for review

1. A study suspended may be reopened after the unexpected problem that gave rise to suspension has been
dealt with. : :

12. Suspension or cancellation of the approval of the Research Ethics Committee will be notified immediately to
the principal investigator in a letter that clearly describes the action taken and why the Committee is taking this
action. The following persons will also be notified:

o Members of the Research Ethics Gommittee.
' H
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13.

14.

15.

* The senior officers of the organization.

¢ The Mmlstry of Health or the Federal Commission for Protection against Sanitary Risks. This report must
includle details of the decision, the measures taken and the implications of the decision and suspension or

termination within 15 days.
¢ Tothe FDA when the protocol is regulated by this entity.

Any person involved in the investigation may notify incidents of violations C!S project methodology. The IRB
will determine whether it warrants the suspension or revocation of the approval. This will be communicated

immediately to the investigator.
The Research Ethics Committee will keep a file of the decisions taken.

Any problems or unanticipated event should be included in informed consent.

16. The principal investigator must notify the research ethics committee, all unanticipated problems are identified
immediately. Should not be sent or adverse effects of protocol deviations and unanticipated events. (See
glossary)

a. When there is severe risk to participants must be notified during the first week is identified.

b. When there is risk to participants must be notified during the first two weeks that is identified.

c. The research ethics committee notified the authorities of the institution of an unanticipated event in a
research project during the first month of being notified by the researcher.

17. The adverse events or protocol deviations should be reported to the commission as established in the
methodology of the project or the commission upon request.

18. The protocol deviations must be reviewed to determine if it is unanticipated problems involving risks to
participants or others (as well as failure).

19. When the C.E.l. makes a determination that an event is an unanticipated problem involving risks to participants
or others, the issue will be reported internally and externally as follows:

> Officials within the organization who must be notified.

> Regulatory officials, if required (by Mexican law or reguiations

>  OHRP, if required by the Federal Wide Assurance.

»  Sponsor

20. The research ethics committee in the case of being informed of an unanticipated event can take any of the
following determinations:

}
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a. Inform participants
b. Amend the informed consent

- €. Suspend or terminate the study

d. Modify the criteria for inclusion / exclusion
e. Modify the design of the study

All resolutions arising under evaluation at the onset of unanticipated problems, adverse events or incidents of

21.
violations of the methodology of projects, without exception will be reported to the principal investigator through
a letter that clearly describes the action and the reasons for the resolution adopted and simultaneously notify
the CIS in a period of less than 15 days, with a report should include details of the decision, the resolutions, the
ramifications of the decision and the suspension or termination of the project to the following people:
+ Officials of the organization.
* Ministry of Health-COFEPRIS
-+ Food and Drug Administration (FDA) or if the Office for Human Research Protections (OHRP) | HHS.gov.
When the protocol is regulated by these entitfes.
* b
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4.0DESCRIPTION OF THE PROCEDURE

PERSON

RESPONSIBLE

TASK

DESCRIPTION OF THE TASK

investigator

Notifies the president of the research ethics commiltee on the
occurrence of problem or event unanticipated adverse events or the
emergence of protocol deviations.

C.E.l. President

Makes an initial assessment.

Does the situation require the immediate suspension or cancelation
of the approval of the C.E.l.?

Yes. Informs the investigator of the decision.

No. Asks the investigator for additional information so as to make
the assessment.

Investigator

Notified of the decision of the C.El to suspend or cancel
authorization, or receives a request for additional information.

Investigator

Submits a full report on the problem and all supporting documents
to the C.E.I. within 5 days of the original notification or the request
for information. ) _

C.E.l. President

Examines the report and documents,

Are adverse events and unforeseen problems considered as
slight?

Yes. Authorizes continuation of the project and informs the
investigator.

No. Authorization remains suspended or cancelled and informs
the investigator.

Investigétor

Receives the decision of the C.E 1. President.
Is the decision affirmative?
Yes. Continues with the research project.

No. The authorized project is cancelled or suspended.

END OF PROCEDURE
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5.0FLOWCHART :
5.1 Assessment in the face of unexpected problems and adverse events
Investigator C.E.l. President
- A e
f\ START ,) é 9 ! Assesses report !
]i assessment {
-
i A
No e N ~ ™
o e Yes - o

Reperls
occurmmence of
adverse svenis

N
< Does project need to™,
. be suspended or .~
. caneslled?.
\\ //f

Yes

Advises

o
-7 Are adverse events and \
g |
~, unexpecled problems not L
e )
e serious? P

™ e

~
Nao

investigator. X
¥ Endof | Maintgins
Submits full !‘ — v 3 procedure suspension or
reportwithins ¢ : Receives S cancellation,
days qf being ; . | notification of End of
notified : ' SUSPEI‘ISTDH Ty pmcedu[
R B ' i — Y
Report I T I_ P _
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Yes /t Mo e
\ Project
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4
. . // ’
Continues with i
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6.0 RECORDS

a.  All documents and correspondence of the Research Ethics Committee must be dated, numbered and
filed as per written procedures. The wrilten authorization of the Chairman is needed to review and
obtain various documents and fifes.

b.  Documents will be filed at the offices of the Research Ethics Committee for a minimum of 5 years after
the relevant study has been completed, after which documents will form part of the back files of the

Committee..
. . Person . .
Records Time Retained Responsible Registration Code
Application for a quick assessment of
unforeseen problems or adverse events. 5 years C.El FC1102
Noftification of authorization concerning
unforeseen problems or adverse events. 5 years C.El FC1102

7.0 GLOSSARY

C.E.l. - Research Ethics Committee.

Investigator: a qualified scientist who takes on the scientific and ethical responsibility, on its own behalf or on
behalf of an organization/company, of the ethical and scientific integrity of a research project conducted on a
specific site or a group of sites.

Legal Representative.- This term is used to refer to those persons responsible for the subject to be assessed
who, for various reasons, do not represent themselves. This applies to:

Children

Disabled participants

Women of child-bearing age

Pregnant women

Women during child birth, pueperium and who are breast feeding

Embryos, obituses, and fetuses
Participants being given artificial insemination Dependent groups, such as students, laboratory and hospitai

workers, employees, members of the armed forces, prisoners, and other special sectors of the community whose
informed consent may be influenced by an authority.

Those persons who are not in possession of all their faculties.

ISSUE CONTROL :
, Drafted by: Reviewed by: Authorized by:
Name: Dr. José Alberte Avlia Funes Dr. Garlos A. Aguilar Salinas -
N . - Deputy Chief of
Position: Secretary/ Chief of Geriatrics Endocrinology/President
N & A
Signature: ‘ C_,&Q X\/\ V\
Date: MARCH 2010 S| MARCH 2013 MARCH 2013




PROCEDURE MANUAL O
AU RESEARCH ETHICS COMMITTEE ZTE0N [REV: 03
sl L ;
T 8. Procedure for assessing research ?ggE.
projects in the event of unforeseen
problems and adverse events OF: " 152

UNANTICIPATED PROBLEM OR EVENT AS FOLLOWS:
Unanticipated problems include any incident, experience or outcome that meets the following criteria:

* Unexpected (in terms of its nature, severity or frequency) is observed in some of the research procedures,
or conditioned by the characteristics of the population under study.

o Related or possibly related to participation in research (possibly related means there is a reasonable
possibility that the incident, experience or outcome may be caused by participation in research and not

necessarlly caused by it, :

It is suggested when the places where research is conducted, people who perform or are at high risk of damage
(including damage, physical, psychological, economic or social) which previously known or recognized.

SERIOUS UNANTICIPATED EVENT

Is considered when a death resulls, be life threatening, resulting in hospitalization, disability or incapacity, can
mask the health of the participant require any medical or surgical intervention. :

ADVERSE EVENT

Most adverse events are unanticipated problems involving risks to participants or others.

Adverse events are not related to the investigation are unanticipated problems involving risks to participants or
others. ‘

Adverse events are expected in terms of specificity; the severity and frequency (for example, described in the
protecol, investigator brachure, literature, or the letter of agreement) are not unanticipated problems.

Adverse events that do not place participants or others at greater risk of injury was considered by the research
ethics committee when it approved the investigation are unanticipated problems involving risks to participants or

others.

The FDA defines an adverse event as any adverse event that may occur during treatment or administration of a
pharmaceutical product and which may or may not have a causal relationship with treatment.
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8.0CHANGES TO THIS VERSION

Review Number Date of Change

Description of Change

NOT APPLICABLE NOT APPLICABLE

NOT APPLICABLE

9.0FORMS AND INSTRUCTIONS: Not applicable
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9. PROCEDURE WHEN THE ETHICAL OR METHODOLOGICAL PROCEDURES
AUTHORIZED ARE NOT OBSERVED
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1.0PURPOSE

To guarantee that the Research Ethics Committee responds promptly in the event of any breach of the standards or
ethical or methodological requirements approved.

2.0SCOPE

Internal: All research projects conducted at the Institute, authorized by the Research Ethics Committee, the
standards or ethical or methodological requirements of which have been breached.

Externai: Research projects conducted at other institutes, authorized by the Research Ethics Committee, the

standards or ethical or methodological requirements of which have been breached.

3.00PERATING POLICIES, STANDARDS AND GUIDELINES

GENERAL

1. Breach is the failure to observe regulations, policies and procedures that govern the research projeci, including
the Institutional Participant Protection Program or the requirements and decisions of the Research Ethics
Committee, including not conducting the protocol as approved.

2. Investigators, others profeésionals or officers who are aware or suspect any breach are required to inform the
Research Ethics Committee immediately.

3. Reports of breaches will be considered as not proven until the breach has been confirmed.

4. Breaches include medical or procedural errors, the improper use of confidential information or records, loss of
confidential documents, application of changes or alterations not authorized.

5. If the initial assessment made by the C.E.|. leads to suspension or cancelation. of the project, the investigator
will submit a detailed report on the problem, plus all supporting documents, within five days of being notified or
receiving a request for information. '

ISSUE CONTROL

Drafted by: Reviewed by: Authorized by:
Name: Dr. José Alberto Avila Funes Dr. Carlos A. Aguilar Salinas
_— ; R - . ' Deputy Chief of .
Position: Secretary/ Chief of Geriatrics Endocrinology/President /
Signature: N M{ A’k/b U\
Dale: “MARCH 3013 -~ MARCH 2013 MARCH 2013

v,




CODE:
PROCEDURE MANUAL CODE: v
SALUD } RESEARCH ETHICS COMMITTEE REV: 03
9. Procedure when the ethical or methodological s PAGE: 127
procedures authorized are not observed OF: 152
6. Breaches may be:

10.

.

12.

13.

a. Serious.- Any action or omission that compromises the rights and welibeing of human subjects.

b. Ongoing.- A pattern of actions or omissions that indicates shortcomings in the ability or wish of a
person to observe regulations, policies and procedures, or the decisions or requirements of the
Research Ethics Committee

The Research Ethics Committee will establish the requirements to be met for any serious breach, ongoing
breach and a breach that is not serious or permanent, and the action to be taken, depending on the nature and
extent of the breach, according to the specifications of Hitp://aahipp org/Documents/D00014 1. PDF

The Research Ethics Committee is authorized to suspend or terminate approval of research projects that are
not conducted in accordance with the terms and conditions of approval (including assessment requirements).

a. Suspension of approval.- This is “a temporary withdrawal” of the approval of the Research Ethics
Committee for some or all research procedures. Studies suspended need to be assessed until they are
cancelled or the authorization is confirmed.

b. Cancellation of approval of the Research Ethics Committee.- This is “a final cancellation of the
authorization given by the Research Ethics Committee of research procedures”. Protocols will be
considered as closed and will require no further assessment.

When studying approvals, the Research Ethics Commitiee must take the following into consideration for the
temporary or permanent suspension of the research project:

a. The action to be taken to protect the rights and wellbeing of subjects recruited up to that time.
b. Take into account if the withdrawal procedures for participants consider their rights and wellbeing.
c. Establish if participants must be informed of cancelation or suspension of the project.

A study suspended may be reopened after the unexpected problem that gave rise to suspension has been
dealt with.

Suspension or cancellation of the approval of the Research Ethics Committee will be immediately notified fo
the investigator in a letter that clearly describes the action taken and the reasons of the Research Ethics

Committee,

The Research Ethics Committee will keep a file of the decisions taken.

When the C.E.I. makes a determination of a serious or ongoing breach, the issue will be reported internally and
externally as follows:
: k
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Officials within the crganization who must be notified
Regulatory officials, if required
OHRP, if required by the Federal wide warranty.
Sponsors
t
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4.0DESCRIPTION OF THE PROCEDURE

PERSON
RESPONSIBLE

TASK

DESCRIPTION OF THE TASK

C.E.L

Receives information from investigators, professionals or officials on
the assumed breach of standards or of ethical or methodological
requirermenis approved.

C.EL

Makes an initial assessment to establish if

The situation merits immediate suspension or cancellation of the
investigator?

Yes. [nvestigator informed of the decision.

No. Investigator asked fo provide additional information to make
the assessment.

Investigator

Notified of the decision of the C.E.|. of suspension or cancellation of
the autherization or the request for additional information.

Investigator

Submits a full report on the problem and alf supporting documents
to the C.E.|. (policy 5).

CEL

Assesses information sent and establishes if there is a basis fo
confirm the committing of the supposed breach.

Is there a basis?

No. Notifies the investigator that he or she may continue with
the project and the person who provided the information. END OF
PROCEDURE.

Yes. Analyzes severity of breach.

C.E.L

Establishes if the breach is serious.
Is it serious?

No. Notifies the investigator that he or she may continue with
the project, and the person who provided the information

Yes. The project authorized is suspended or cancelled. END OF
PROCEDURE

—
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5.0FLOWCHART
5.1 Action when there is a breach of authorized ethical or medical procedures
I l
Research Ethics Committee Investigator
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2
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6.0 RECORDS

a. All documents and correspondence of the Research Ethics Committee must be dated, numbered and filed as per
written procedures. The written authorization of the Chairman and the President is needed to review and obtain

various documents and files..

b. Documents will be filed at the offices of the Research Ethics Committee for a minimum of 5 years after the relevant
study has been completed, after which documents will form part of the back files of the Committee..

Records Time Retained Respsgi?sri}ble Registration Code
Report on the breach of standards or
approved  ethical or methodological 5 years C.EL FCit102
requirements.
Notification of the decision on the breach of
standards or approved ethical or b years CEL FC1102

methodological requirements.

7.0 GLOSSARY

C.E.lL. - Research Ethics Committee.

investigator: a qualified scientist who takes on the scientific and ethical responsibility, on its own behalf or on
behalf of an organization/company, of the ethical and scientific integrily of a research project conducted on a

specific site or a group of sites.

8.0CHANGES TO THIS VERSION

Review Number

Date of Change

Description of Change

NOT APPLICABLE NOT APPLICABLE NOT APPLICABLE
9.0FORMS AND INSTRUCTIONS: Not applicable
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10.PROCEDURE FOR THE FINAL REPORT ON RESEARCH PROJECTS

#
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1.0PURPOSE

To have up-to-date information on completion of research projects approved by the Research Ethics Committee.

2.05COPE

internal:

External:

3.00PERATING POLICIES, STANDARDS AND GUIDELINES

GENERAL

Al research projects conducted at the Institute that are assessed and approved by the Research

Ethics Committee.

Research projects conducted at other institutes that are assessed and approved by the Research
Ethics Committee of the Institute.

1. The Research Ethics Committee will monitor the progress of all studies it has approved, as from when it takes

its decision until the project concludes.

2. The investigator must submit a final report upon conclusion of the research project.

3. If the study is suspended or terminated prematurely, the applicant must notify the Research Ethics Committee
of the reasons for suspension/termination and must provide the Research Ethics Committee a summary of the

results obtained during the study suspended or terminated prematurely.
4. Only the President need assess the final report, without the need for a quorum.

5. The sponsor must publish the results of the research when it concludes

8. When the sponsor publishes the results of the research, it must notify participants to ensure that their safety or
medical care is not affected bny these results
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4.0DESCRIPTION OF THE PROCEDURE

PERSON
RESPONSIBLE

"TASK

DESCRIPTION OF THE TASK

Investigator

1

Sends the "Final Research Project Reporf” to the C.E.I.

C.E.l. President

Receives the "Final Research Project Report”.

C.E.l President 3

Checks and, if applicable, comments on the "Final Research Project
Report”.

Is any further information required?

No. Files the report, notifies the investigator that the project may
be concluded on the SERPI and END OF PROCEDURE.

Yes. Notifies the investigator of the information required.

Investigator

Receives notification or information requirements.

Project concluded?

Yes. Closes the project on the SERP| and END OF PROCEDURE.

No. Sends additional information to the C.E.I.

C.E.l. President 5

The C.E.I. President analyzes the information submitted.

Has sufficient information been provided and does it meet
requirements?

Yes. Notifies investigator that the project may be terminated on the
SERP! and END OF PROCEDURE.

No. Notifies the investigator of the information required (returns to
task 4).

C.E.l. President 8

Files report and takes decision,

END OF PROCEDURE.

4
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5.0 FLOWCHART
5.1 Final Research Project Report Procedure
. C.E.l. President
Investigator
! 2
o ~ X
| START ] Recelves Final | 1 3
L Research Project i +
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6.0 RECORDS

a. All documents and correspondence of the Research Ethics Committee must be dated, numbered and
filed as per written procedures. The written authorization of the Chairman and the President is needed
to review and obtain various documents and fites..

b. Documents will be filed at the offices of the Research Ethics Committee for a minimum of 5 years after
the refevant study has been completed, after which documents will form part of the back files of the

Commiltee. '
. . Person . .
Records Time Retained Responsibie Registration Code
Final Research Project Report. 5 years C.El FC1102
Notification of conclusion of research 5 years CEl FC1102

project,

7.0 GLOSSARY

C.E.l. - Research Ethics Committee.

Investigator: a qualified scientist who takes on the scientific and ethical responsibility, on its own behalf or on
behalf of an organization/company, of the ethical and scientific integrity of a research project conducted on a

specific site or a group of sites.

8.0CHANGES TO THIS VERSION

Review Number

Date of Change

Description of Change

NOT APPLICABLE

NOT APPLICABLE

NOT APPLICABLE

9.0FORMS AND INSTRUCTIONS: Not applicable

¥

B ISSUE CONTROL
Draited by: Reviewed hy: Authorized by,
Name: Dr. José Alberto Avila Funes Dr. Carlos A. Aguitar Salinas
e . . Deputy Chief of
Position: Secretary/ Chief of Geriatrics Endocrinology/Presi dentl
Signature: . L-(/(/f */&\
Date: MARCH 2013 MARCH 2013

MARCH 2013
\3




CODE:

PROCEDURE MANUAL e | MPJETINV

SALUD | RESEARCH ETHICS COMMITTEE REV: 03
11 Procedure for opening files of the Research yot PAGE: 137
Ethics Committee oF: 152

11.PROCEDURE FOR OPENING FILES OF THE RESEARCH ETHICS COMMITTEE
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1.0PURPOSE
To have specific files for keeping up to date information on the research protocols assessed by the Research Ethics
Commitiee.
2.08COPE
Internal: Applies to ail research protocols conducted at the Institute and that are assessed and approved by
the Research Ethics Committee.
External: Applies to all research protocols conducted at other institutes and that are assessed and approved

3.0 OPERATING POLICIES, STANDARDS AND GUIDELINES

GENERAL.

by the Research Ethics Committee of the INNSZ.

1. The files opened for each protocol that the Research Ethics Commiltee assess must include the following
documents:

e Protocols.

o Statements of absence of conflict of interest of researchers

o Applications submitted to the Research Ethics Committee.

e Scientific assessments.

e Reporis on injuries to participants.

¢ Records of ongoing reviews.

o Correspondence between the Research Ethics Committee and the investigator.

e Declarations of new findings that are relevant for participants.

 The following information is required for the initial assessment and follow up of research protocols using the
quick assessment procedure:

The specific admissible dategory.
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o Description of measures taken by the reviewer.

e A note of any event or those established by regulations.

Unless noted in the minutes of the Research. Ethics Committee, the justification for a specific protocol being
exempted from the informed consent procedure or any alteration to the procedure.

For the initial assessment and follow up of each protocol, the next review date.

2. The Committee must keep all research files for at least five years after the project has ended.

3. The Committee must keep alf research protocol files in an accessibie place for inspection and retain a copy for’
the authorized representatives of government departments or agencies for a reasonable time.

4. It a protocol is cancelled, the Committee shall retain the file for at least five years after canceliation.

5. The minutes of Ethics Committee meetings must include a note of the following:

[

The measures taken by the Committea.

Separate discussions of each action taken.

Votes for and against each protocol, plus any abstentions.

The persons who attend the meeting.

When an alternate member replaces a proprietary member.

The basis for asking for changes to be made to the research protocol.

The basis for rejecting a research protocoi.

Awritten summary of the discussion of disputed matters and the solution thereof.
The approvai period, for the initial assessment and follow up.

The names of the members of the Committee who leave meetings on account of there being a conflict of
interests, and a note fo the effect that said member is absent because of a conflict of interests.

Justification and the protocol of exemption or amendment specific findings of the consent process.

¥
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e The major risk/non determinations of major risk device ratio (sic).
6. The Committee will establish the following:
o The procedures for recording and reporting data.

o The review of audits and monitoring research

7. The Committee will retain important documents concerning the clinical study for five years or until the sponsor

advises the Institute that these documents are no longer needed.

¥
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4. DESCRIPTION OF THE PROCEDURE

'PERSON
RESPONSIBLE TASK DESCRIPTION OF TASK
Sends documents on policy number one to the Committee secretary,
Committee President 1 to open a new file or to file documents in a file that is already open.
Secretary of the 5 Receives documents.
Committee
Checks documents.
Does a new file need to be opened?
3 No. Files information in the file already open.
Yes Opens new file fo file information.
Keeps file up to date according to the policies established in the
procedure.
END OF PROCEDURE
4
]
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5. FLOWCHART
5.1 Procedure for opening files of the Ethics Research Committee

President of the Ethics Research Committee

Secretary of the Ethics Research Committee

< START )

A\

Sends documents
contained in policy
number cne, to open
a new file or to fife
documents in a file
already open

Yes

X

Receives decuments

4

Checks document

S

Does a new
file need to
be opened?

Opens a new file (o file
information

No

¥

[

Files information in file
atready open

h

Keeps file up to datc
according to policies

established for this
procedure

e
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6. RECORDS

a.  All documents and correspondence of the Research Ethics Committee must be dated, numbered and

filed according to wiitten procedures. The written authorization of the Chairman and President is
required for reviewing and obtaining documents, files and archives.

Documents will be filed at the offices of the Research Ethics Committee for a minimum of five years
after conclusion of the study, after which documents will be transferred to the Institute’s dead files.

The written authorization of the Chairman will be needed for reviewing and obtaining protocol files,
documents and archives for audits or reviews conducted outside the Institute.

Person

Registration Code or

Records Time Refained Responsible Unique Iéf:S:flcatlon
Protocol files and their archives 5 years Ethics and Research FC1102

Committes

7. GLOSSARY

C.E.L - Ethics and Research Committee

8. CHANGES TO THIS VERSION

Review Number

Date Updated

Pescription of Change

NOT APPLICABLE

NOT APPLICABLE

NOT APPLICABLE

9. FORMS AND INSTRUCTIONS: Not applicable
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12 PROCEDURE FOR OBTAINING INFORMED CONSENT FOR RESEARCH
PROTOCOLS
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1.0PURPOSE

Endorse the research participant or his legal representative has voluntarily expressed their intention to participate in
research, having understood the information that has been given about the study objectives, benefits, discomforts,
risks and alternatives, their rights and responsibilities

2.0SCOPE
Internal: The researchers and members of the Research Ethics Committee.
External: Research participants and sponsors.

3.00PERATING POLICIES, STANDARDS AND GUIDELINES

GENERAL

1.

The principal investigator is responsible for submitting the consent form to the research participants or their
legal representative.

The principal investigator is responsible for developing and formulating informed consent in writing, stating the
information according to the technical standard issued by the Ministry of Health. Obtaining informed consent is
a process, in which the patient and / or his representative to obtain the required information the right balance to
make the decision to participate in the study. It is the first step of the involucre of the subject in research. No
procedure can be performed without informed consent is granted.

Members of the Research Ethics Commiltee are responsible for reviewing and, if appropriate, approve the
informed consent.

The Research Ethics Committee is responsible for verifying that informed consent principles expressed in the
Declaration of Helsinki and the International Ethical Guidelines for Biomedical Research involving Human

Subjects applied in each trial.

The Research Ethics Committee placed stamp approved consents. The document presented to the patient
includes the seal of approval of the committee.

The principal investigator verifies that informed consent is signed by two witnesses and the research subject or
his legal representative, if any. If the research subject does not know how to sign, print their fingerprint. and

sign their name another designee. ¥
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7. The principal researcher enough time to consider the information, ask questions, and reflect on the nature of

their participation before making a decision to voiunteer as a research subject.

8. The principal investigator is responsible for providing a game original signed and dated informed consent to
participating in research or their legal representative.

9. The principal investigator is responsible for confirming that the research subjects or their legal representative
has read the agreement and can demonstrate a basic understanding of the study and the requirements and
responsibilities of their participation.

10. The principal investigator retains an original informed consent on file with the study.

11. The principal investigator is responsible for maintaining the themes about all matters refated to their
participation in a study, even in some cases after participation is completed.

12. The Research Ethics Committee is responsible for verifying that informed consent contains the basic elements
necessary established by federal regulations, which are:

a) A statement that the study involves research and describing the purpose of the research, the expected
duration of participation; description of the procedures to be followed, and rdentlflcatlon of procedures that
are experimental;

b) A description of the reasonably foreseeable risks or discomforts;

¢) A description of the benefits to the subject or can be reasonably expected from the research;

d} Disclosure of alternative procedures or courses of treatment, if any;

e) A statement describing how and the extent to which confidentiality of records will be maintained:

fy  For research involving more than minimal risk, an explanation as to whether compensation and / or
medical treatments are available if injury occurs and, if so, what they consist of, who will pay, and where
you can obtain more information;

g) Contact for technical questions, rights, and research-related injuries;

h) Statements concerning the voluntariness of the participation and the ability to withdraw consent at any
time without penalty or loss of benefits.

i) A statement that if the subject is or becomes pregnant, particularly the treatment or procedure may involve
risks to the embryo or fetus, which are currently unforeseeable.

;) A statement that the treatment or procedure particular, may involve risks to subjects that are currently
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unforeseeable.

k)
13.

An explanation of whom to contact in case of an emergency.

The research subject or, if applicable, the legal representative must receive clear and complete explanations,

$0 you can understand, at least on the following aspects:

3
ik

1.

\'4R

Vi

Vil

14.

l. The rationale and objectives of the research

Il. The procedures to be used and their purpose,
procedures;

HE. The expected risks or discomforts;

IV. The benefits that can be observed;

V. Alternative procedures that might be advantageous to the subject;

Vi, Guaranteed to receive answers to any questions and clarify any guestions about the procedures,
risks, benefits, and other matters relating to the investigation and treatment of the subject;

VIi. The freedom to withdraw consent at any time and stop participating in the study, without thereby
prejudices are believed tp continue care and treatment;

VIIl. The assurance that it will not identify the subject and it will keep the confidentiality of information
relating to your privacy;

IX. The commitment to provide updated information obtained during the study although this could
affect the subject’s willingness to continue participation;

The availability of medical treatment and compensation to legally be entitled, by the institution of health
care in the event of damage to the warrant, directly caused by the investigation, and

including identifying that are experimental

The Research Ethics Committee for good cause, if minimal risk research, authorizes that informed consent is

obtained without written formulated and safe in the case of research, the researcher obtainjng waiver of
informed consent. In these cases, the researcher delivered the patient written information about the study,
Such information is reviewed and approved by the Research Ethics Committee.
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4.0DESCRIPTION OF THE PROCEDURE

PERSON

RESPONSIBLE TASK DESCRIPTION OF TASK
Principal Investigator 1 Performs uplake potential research participants.
Provides oral or other form of communication to the research
o . participant and / or legal represeniative the benefits and risks of
Principal Investigator 2 participating in research.
(Policy No. 11)

Participating in Get the information you need to agree fo parlicipate in an

research investigation.

Principal Investigator Ago Filing of consent to the subjects or their legal representative
Read informed consent with the patient, given sufficient time to
consider the information, ask questions, and reflect on the nature of

Principal lnvestigator 5 their participation hefore making a decision to volunteer as a
research subject.

{Policy No. 8)

Ask the candidates if Have a question? Did you get the information?
Like fo think back to another time and date? Want to sign now? Do
you reject participate?

Principal Investigator 6 I given the time needed to make a decision and move on to activity
No. 2. -

No. We provide the informed consent form for signature.
Participating in 7 Sign the informed consent.
research
Principal Investigator 8 Delivery an original and retains an original study on the folder
Participating in o Get the original consent.
research END PROCEDURE
3
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5.0FLOWCHART
Principal Investigator | Participating in research
( START > <1
v 1 3
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6.0RECORDS:

3. Al documentation and communication of the Research Ethics Committee should be dated, numbered and fited
in accordance with written procedures. It requires written permission of the President and Secretary to review
or obtain other documents, records and files.

4. The documents will be filed in the office of the Research Ethics Commiltee for a minimum period of five years
after completion of the study. Following this, the documents will be part of INCMNSZ File dead.

Records

Time Retained

Person
Responsible

Registration Code or
Unigue Identification
Code

7.0GLOSSARY

Informed Consent: The written consent of the Participants in the Project or Research Protocol, you should obtain
the investigator or the person designated by the Institute for this purpose, according to NOM-168SSA1-98, the
clinical record and ethical principles agreed at the 18th. World Medical Assembly, Helsinki, Finland, June 1964 and
amended by the 29th. World Medical Assembly, Tokyo, Japan, in October 1975, 35th. World Medical Assembly,
Venice, Italy, October 1983 41st. World Medical Assembly, Hong Kong, September 1989 48th. General Assembly,
Somerset West, South Africa, October 1996 and the 52nd. General Assembly, Edinburgh, Scotland, in October
2000, apply in any case, the norm that confers the highest degree of protection for the Parlicipant. - Research

Ethics Committee

8.0CHANGES TO THIS VERSION

DateRégvémteumber

D Bateipirintsifiimhge

Dé&sadeiptppabdcdChange

NOT ARPLKFBIEABLE

NCNORRRPREISABABLE

NCNGWPRERIABGABLE

9.0FORMS AND INSTRUCTIONS: Not applicable
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