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SEGUNDO CONVENIO
MODIFICATORIO AL CONVENIO DE
CONCERTACION NUMERO
INCMN/318/8/P1/005/19 DE FECHA
09 DE AGOSTO DEL 2019, QUE
CELEBRAN, POR UNA PARTE, EL
INSTITUTO NACIONAL DE CIENCIAS
MEDICAS Y NUTRICION SALVADOR
ZUBIRAN, EN ADELANTE “EL
INSTITUTO”, REPRESENTADO EN
ESTE ACTO POR SU DIRECTOR
GENERAL SU DIRECTOR GENERAL EL
DR. JOSE SIFUENTES OSORNIO
QUIEN ES ASISTIDO POR EL DR.
CARLOS ALBERTO AGUILAR
SALINAS, DIRECTOR DE
INVESTIGACION; SEGUNDA PARTE,
LA EMPRESA ALNYLAM
PHARMACEUTICALS, INC. EN
ADELANTE “EL PATROCINADOR",
REPRESENTADO EN ESTE ACTO POR
MEDPACE CLINICAL RESEARCH LLC,
JUNTO CON SU FILIAL LOCAL
MEDPACE MEXICO S DE R.L. DE
C.V., EN ADELANTE “LA CRO"
REPRESENTADA POR TANIA
MELISSA SUCILLA RANGEL EN SU
CALIDAD DE APODERADO LEGAL, Y
CON LA INTERVENCION DE UNA
TERCERA PARTE, REPRESENTADA
POR EL DR. CARLOS GERARDO
CANTU BRITO, EN SU CALIDAD DE
COORDINADOR DEL PROYECTO E
INVESTIGADOR  PRINCIPAL, EN
ADELANTE “EL INVESTIGADOR"; A
QUIENES ACTUANDO DE MANERA
CONJUNTA SE LES DENOMINARA
“LAS PARTES"”, MISMAS QUE SE
SUJETAN AL TENOR DE LOS
SIGUIENTES ANTECEDENTES,
DECLARACIONES Y CLAUSULAS:

SECOND AGCREEMENT AMENDMENT
THE COOPERATION AGREEMENT No.
INCMN/318/8/P1/005/19, DATED
AUGUST 09™ 2019, ENTERED INTO
BY, ON THE ONE HAND, INSTITUTO
NACIONAL DE CIENCIAS MEDICAS Y
NUTRICION  SALVADOR ZUBIRAN,
HEREINAFTER REFERRED TO AS “THE
INSTITUTE,” REPRESENTED HEREIN
BY THEIR GENERAL DIRECTOR, DR.
JOSE SIFUENTES OSORNIO, WHO IS
ASSISTED BY DR. CARLOS ALBERTO

AGUILAR SALINAS, RESEARCH
DIRECTOR; SECOND PARTY, THE
COMPANY ALNYLAM
PHARMACEUTICALS, INC.

HEREINAFTER REFERRED TO AS “THE
SPONSOR"”, REPRESENTED HEREIN
BY MEDPACE CLINICAL RESEARCH
LLC, ALONG WITH ITS LOCAL ENTITY]
MEDPACE MEXICO S DE R.L. DE
C.V., HEREINAFTER REFERRED TO
AS "THE CRO"
REPRESENTED BY TANIA MELISSA
SUCILLA RANGEL IN THEIR CAPACITY
AS LEGAL REPRESENTATIVE, AND
WITH THE INVOLVEMENT OF ATHIRD
PARTY, REPRESENTED BY DR.
CARLOS GERARDO CANTU
BRITO, IN HIS CAPACITY AS PROJECT
COORDINATOR AND  PRINCIPAL
INVESTIGATOR, HEREINAFTER
REFERRED TO AS “THE
INVESTIGATOR;" TOGETHER BEING
REFERRED TO AS “THE PARTIES,”
WHO AGREE TO BE BOUND BY THE
FOLLOWING RECITALS,
REPRESENTATIONS AND CLAUSES:

ANTECEDENTES.

RECITALS.

1. “LAS PARTES"” formalizaron el
Convenio de Concertacion
ndmero
INCMN/318/8/P1/005/2019 con

1. “THE PARTIES"” have formalized

the Cooperation Agreement No. |
INCMN/318/8/P1/005/2019, dated-|

August 9" 2019, hereinafter

Page1of8 : J

F



fecha 9 de Agosto de 2019, en
adelante “EL CONVENIO
PRINCIPAL", cuyo objeto es el
desarrollo del estudio de
investigacion clinica (Protocolo)
titulado ALN-TTRSC02-002
titulado “Un estudio de Fase 3,
global, aleatorizado, de
etiqueta abierta para evaluar
la eficacia y seguridad de ALN-
TTRSCO2 en pacientes con
amiloidosis hereditaria por
transtiretina (amiloidosis
hATTR)", que se lleva a cabo bajo
la supervision de “EL
INVESTIGADOR PRINCIPAL" vy
“EL INSTITUTO"”.

CM2-INCMN/318/8/P1/005/2019

referred to as “THE MAIN
AGREEMENT,” the purpose of
which is the development of the
clinical research study (Protocol)
entitled ALN-TTRSCO02-002
entitled "A Phase 3 Global,
Randomized, Open-label Study
to Evaluate the Efficacy and
Safety of ALN-TTRSCO02 in
Patients with Hereditary
Transthyretin Amyloidosis
(hATTR Amyloidosis)", which is
carried out under  the
supervision of “THE PRINCIPAL
INVESTIGATOR.” and “THE
INSTITUTE".

2. “LAS PARTES"” formalizaron el
“PRIMER CONVENIO
MODIFICATORIO" el dia 19 de
abril de 2024 donde se
modificaron el INVESTIGADOR
PRINCIPAL vy la clausula
TERCERA, sexto parrafo, del
“CONVENIO PRINCIPAL" con la
finalidad de actualizar los datos

3.“THE PARTIES"” have formalized
the “FIRST AMENDMNENT
AGREEMENT" on April 19",
2024, in order to change the
PRINCIPAL INVESTIGATOR
and the THIRD clause,
paragraph sixth of "THE MAIN
AGREEMENT" in order to
update the bank data of the

bancarios del Beneficiario de los Payee.
pagos.
DECLARACIONES REPRESENTATIONS.
l. DECLARA “EL INSTITUTO” A |l “THE INSTITUTE", THROUGH

TRAVES DE SU DIRECTOR
GENERAL:

THEIR GENERAL DIRECTOR,
REPRESENTS AS FOLLOWS:

L.  Que "EL INSTITUTO" ratifica en
todas y cada una de sus declaraciones

de “EL PRIMER CONVENIO
MODIFICATORIO No. CM1-
INCMN/318/8/P1/005/19".

I.1.  That “THE INSTITUTE" ratifies all
its declarations in “THE FIRST
AGREEMENT AMENDMENT CMI1-
INCMN/318/8/P1/005/19.”

1.2 Que "EL INSTITUTQ" ratifica en
todas y cada una de sus declaraciones

.2. That “THE INSTITUTE" ratifies all
its declarations in “THE FIRST

SAeODII:IilATOIS'(Q)IMER \ CONVE:':;? AGREEMENT AMENDMENT CMi-
O. - ”
INCMN/318/8/P1/005/19.
INCMN/318/8/P1/005/19".
Ill. DECLARA “EL | lIl. “THE SPONSOR”, THROUGH
PATROCINADOR” A TRAVES DE THEIR LEGAL
SUS APODERADOS LEGALES: REPRESENTATIVES,

REPRESENTS AS FOLLOWS:
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1.1 Que ratifica en todas y cada una
de sus partes el capitulo de
declaraciones de “EL CONVENIO
PRINCIPAL".

11.1. They ratify each and every one of
the parts of the representations
section of “THE MAIN
AGREEMENT."

lll. DECLARA “EL INVESTIGADOR”
POR SU PROPIO DERECHO LO

. “THE INVESTIGATOR”, IN HIS
OWN RIGHT, REPRESENTS AS

SIGUIENTE: FOLLOWS:
.1 Queratificaentodasycadauna | 1. That he ratifies all his
de sus declaraciones de “EL PRIMER declarations in “THE FIRST

CONVENIO  MODIFICATORIO No.
CcM1- INCMN/318/8/P1/005/19".

AGREEMENT AMENDMENT No.
CMI1-INCMN/318/8/P1/005/19".

IvV. “LAS PARTES"”
CONJUNTAMENTE DECLARAN:

Iv. “THE PARTIES" JOINTLY
REPRESENT AS FOLLOWS:

IV.1 Que, con excepcion de lo|IV.l. Except as provided herein, they
sefalado en el presente expressly know and ratify what is
convenio, se conocen Yy ratifican agreed in the "Representations”
expresamente lo acordado en los and “Clauses” sections that
capitulos de "Declaraciones" y constitute “THE MAIN
"Clausulas" que conforman "EL AGREEMENT.”

CONVENIO PRINCIPAL".
Iv.2 El presente Convenio | IV.2. This Agreement Amendment is

Modificatorio se suscribe con
fundamento en la Clausulas
tercera y cuarta de "EL
CONVENIO PRINCIPAL", en esta

clausula “LAS PARTES"”
estipularon gue “EL
PATROCINADOR" entregara a
“EL INSTITUTO” los recursos
para llevar a cabo “EL
PROTOCOLO" conforme a los

montos y plazos establecidos en
el uso de recursos estipulados en
el ANEXO C, que forma parte
integrante de “EL CONVENIO

entered into based on Clauses
three and four of “THE MAIN
AGREEMENT.” In this clause,
“THE PARTIES” set forth that
“THE SPONSOR” should provide
“THE INSTITUTE"” with the
resources to implement “THE
PROTOCOL" in accordance with
the amounts and conditions
established for the use of the
resources as set forth in ANNEX
C, which forms an integral part of
“THE MAIN AGREEMENT."

PRINCIPAL".
Expuesto lo anterior, “LAS
PARTES” se reconocen la

personalidad con que comparecen
a la celebracion del presente
Convenio Modificatorio (Enmienda
#2), aceptando sujetarse a los
términos y condiciones de la Ley y
demas normas y disposiciones
legales aplicables en la materia,
para lo cual se otorgan las

Given the above, “THE PARTIES"
recognize the personality with
which they attend the signing of
the present Agreement
Amendment (Amendment #2) and
accept the terms and conditions of

the law and other legal guidelines | .
and provisions applicable .in" this

regard, and agree to the following|\

I
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siguientes

CLAUSULAS.

CLAUSES.

PRIMERA. MODIFICACION DEL
ANEXO C: “LAS PARTES” convienen
en realizar la enmienda #2 (‘La
Enmienda #2"), por la enmienda al
protocolo #4 (PV 4) y la enmienda al
protocolo #5 (PV5), por lo que se
modifica el contenido del “Anexo C”
de “EL CONVENIO PRINCIPAL".

ONE. AMENDMENT OF ANNEX C:
“THE PARTIES” agree to implement
the amendment #2 (“the Amendment
#2"), due to the Protocol Amendment
#4 (PV 4) and Protocol Amendment
#5 (PV5);, therefore, the content of
“Annex c” to “THE MAIN
AGREEMENT" is amended.

1. La siguiente tabla sera insertada
en el Anexo C:

1. The following table shall be
inserted into the Annex C:

Visitas Costo de la | Costo de la Visits ALN-TTRSCO2 | Patisiran-
Rama ALN- | Roma Arm Cost LNP Arm
TIRSCO02 Patisiran- Cosl
LNP Pre-Dose D1 (RTE) $209.00 $337.00
Pre-Dosis D1 {RTE} $209.00 $337.00 Post Dose D1 (RTE] $209.00 $337.00
Post Dosis D1 {RTE) | $209.00 $337.00 RTECTVIG $209.00 333700
R Dahisd $ear &0 $337.00 RTE D85/W12 $209.00 $337.00
RTE D85/512 $209.00 $337.00 RTE D50 0 $209.00 $337.00
RTE D169/524 $209.00 $337.00 RTE M9/W36-39 $1.660.00 $1.660.00
RTE M9/536-39 $1,660.00 $1.660.00 RTED337/Wag $209.00 $337.00
RTE D337/548 $209.00 $337.00 RTE D421/W60 $209.00 $337.00
RTE D421 /560 $209.00 $337.00 RTE D505/ W72 $309.00 35700
RTE DS05/572 $209.00 i 57-00 RTE M18/Final Visit | $1,660.00 $1.660.00
EJ]EO, M Vil | 188060 660,08 Folow Up Period | $1.660.00 $1.660.00
Periodo de | $1,660.00 $1,660.00 far_suBlects who
Seguimiento para complete M18
los Sujetos que
completan M18 Total PA4 Change $6.655.00 $7.677.00
Cambio PA 4 Total | $6.655.00 $7.677.00
2. La siguiente tabla serd insertada | 2. The following table shall be
en el Anexo C: inserted into the Annex C:
Costo Rama ALN-
PAS5 Visitas TIRSC02 ALN-TIRSCOZ Arm
RTE D589 $352.99 PAS Visits Fee
RTE D673 $388.09 RTE D589 $352.99
S $360.75 RTE D673 $388.09
— $503.97 RTE D757 $360.75
RTE D925 $352.99 RTE D841 $503.97
RTE D1009 $395.85 RTE D925 33299
RTE D1093 $468.87 RTE D1009 $395.85
RTEDI1177 $372.59 RTE D1093 $468.87
RTE D261 $337.48 RTEDI177 $372.59
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Cambio Total $3,533.58

3. La tabla de visita PA4 agregada, sera
efectiva a partir de la aprobacion IRB
de la PA4.

4. |a tabla de visita PA5 agregada, sera
efectiva a partir de la aprobacion IRB
de la PAGL.

RTED1261 $337.48

Total Change $3,533.58

3. PA4 Added visit table effective as of
the IRB approval of PA4.

4. PAS Added visit table effective as of
the IRB approval of PAS.

SEGUNDA. VIGENCIA. Este
documento tendra vigencia toda vez
gue ha sido formalizado de acuerdo a
lo establecido en la Clausula Quinta
del presente documento, asi como las
firmas de “LAS PARTES" involucradas.

TWO. VALIDITY. This document shall
be valid as long as it has been
formalized in accordance with the
provisions of Clause Five hereof, as
well as with the signatures of “THE
PARTIES” involved.

Las Modificaciones acordadas en este
convenio modificatorio entraran en
vigor a partir de su fecha de firma
hasta la conclusién de la vigencia de
"EL CONVENIO PRINCIPAL".

The Amendments agreed upon herein
shall take effect from the date of
execution and will remain in force
until the conclusion of the validity of
“THE MAIN AGREEMENT.”

TERCERA. Salvo lo contenido
expresamente en este documento,
contindan rigiendo para  “LAS
PARTES"”, todas y cada una de las
condiciones originales establecidas en
“EL CONVENIO PRINCIPAL"” y sus
anexos que no fueron objeto de
modificacion por el presente.

THREE. Except as expressly set out
herein, each and every one of the
original terms and conditions set out
in “THE MAIN AGREEMENT" and their
annexes thereto which have not been
amended hereby should continue to
apply to “THE PARTIES."”

CUARTA. “LAS PARTES"” reconocen
gue el presente Convenio
Modificatorio a *“EL CONVENIO
PRINCIPAL”, no constituye novacion
de las obligaciones contenidas en el
Convenio y que no existe dolo, error ni
violencia o algin vacio del
consentimiento en la soluciéon del
presente instrumento, por lo que
estan de acuerdo en todos y cada una
de sus antecedentes, declaraciones y
clausulas que lo integran.

FOUR. “THE PARTIES"” acknowledge
that this Agreement Amendment to
the “THE MAIN AGREEMENT"” does
not constitute a novation of the
obligations contained in the
Agreement, and that there has been
no fraud, mistake, duress, or lack of
consent in relation to the execution
hereof. They, therefore, agree to each
and all the recitals, representations,
and clauses hereof.

QUINTA. En el caso de que alguna de
las obligaciones de este convenio
modificatorio ho pueda ser ejecutada
o sea invalidada por cualquier tribunal

FIFTH. If any of the obligations hereof

are unenforceable or held invalid by q |

court of competent jurisdiction/ the

enforceability and validity of+ the

=
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de jurisdiccion competente, la
ejecucion y validez de las obligaciones
restantes no se vera afectada.

remaining obligations shall not be
affected.

SEXTA. ANEXOS: Formar parte del
Convenio Modificatorio los
siguientes anexos:

Anexo A: Dictamen favorable por
parte de la Comision Federal para
la Protecciébn Contra Riesgos
Sanitarios (COFEPRIS), a través de
su Comision de Autorizacion
Sanitaria.

Anexo B: Protocolo de
Investigacion V.4 y V.5.

Anexo C: Autorizacidn de los
Comités Pertinentes.

Anexo D: Consentimiento

Informado
Anexo E: Facultades CRO.

Anexo F: Comodato.

SIXTH. APPENDICES: The
following appendices are included
in this Agreement:

Appendix A: Favorable opinion of
the Federal Commission on
Protection Against Health Risks

(COFEPRIS), through its
Authorizing Sanitary Commission.

Appendix B: Research Protocol V4
and V.5,

Appendix C: Authorization of the
Relevant Committees.

Appendix D: Informed Consent.
Appendix E: CRO Powers.

Appendix F: Loan for use.

El presente Convenio Modificatorio
forma parte integrante de “EL
CONVENIO PRINCIPAL" y se firma por
cuadruplicado en la Ciudad de México,
a los 05 dias del mes de noviembre del
ano dos mil veinticuatro.

This Agreement Amendment is an
integral part of “THE MAIN
AGREEMENT" and is signhed in four
copies in Mexico City, on the 05th day
of the month of November in the year

two thousand and twenty-four.
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POR EL INSTITUTO

e

L0

A% ‘,/\4(2 —

DR. JOSE SIFUENTES OSORNIO
DIRECTOR GENERAL

ASISTE

C C/Lc/LM(/\

DR. CARLOS AIBERTO AGUILAR
SALINAS
DIRECTOR IGACION

/@ (=S -

. -DR. CARLOS GERARDO CANTU
BRITO
INVESTIGADOR RESPONSABLE
DEL PROYECTO DE
INVESTIGACION/ JEFE DEL
DEPARTAMENTO DE NEUROLOGIA
Y PSIQUIATRIA/ PRINCIPAL
INVESTIGATOR OF THE RESEARCH
PROJECT HEAD OF THE
DEPARTMENT OF NEUROLOGY
AND PSYCHIATRY

CM2-INCMN/318/8/P1/005/2019
POR EL PATROCINADOR

A

TANIA MELISSA SUCILLA
RANGEL
LEGAL REPRESENTATIVE OF
THE CRO REPRESENTING THE
INTERESTS OF THE SPONSOR
“ALNYLAM PHARMACEUTICALS,
INC."”
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REVISION JURIDICA

k,\ < - By T
LCDA. MARIA FELIX JIMENEZ
MONTERO

ENCARGADA DE LA

ATENCION Y DESPACHO DE
LOS ASUNTOS DEL
DEPARTAMENTO DE
ASESORIA JURIDICA

LAS FIRMAS QUE ANTECEDEN AL PRESENTE DOCUMENTO CORRESPONDEN AL SEGUNDO CONVENIO
MODIFICATORIO DE CONCERTACION PARA LLEVAR A CABO UN PROYECTO, O PROTOCOLO DE
INVESTIGACION CIENTIFICA EN EL CAMPO DE LA SALUD QUE CELEBRAN, POR UNA PARTE, MEDPACE LLC,
ALONG WITH ITS LOCAL ENTITY MEDPACE MEXICO S DE RL. DE CVY POR LA OTRA EL INSTITUTO NACIONAL
DE CIENCIAS MEDICAS Y NUTRICION SALVADOR ZUBIRAN. / THE SIGNATURES ABOVE ARE THOSE OF FIRST
AGREEMENT AMENDMENT THE COOPERATION AGREEMENT TO CARRY OUT A PROJECT OR PROTOCOL OF
SCIENTIFIC RESEARCH IN THE FIELD OF HEALTH, ENTERED INTO, ON THE ONE HAND, BY MEDPACE LLC,
ALONG WITH ITS LOCAL ENTITY MEDPACE MEXICO S DE RL. DE CV, AND ON THE OTHER HAND, BY THE

CM2-INCMN/318/8/P1/005/2019

INSTITUTO NACIONAL DE CIENCIAS MEDICAS Y NUTRICION SALVADOR ZUBIRAN.
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