EUROPEAN MOLECULAR BIOLOGY LABOF{ATORY

SUB-AWARD AGREEMENT

CABANA Innovation Fund

Call for Proposal: 2

The SARS-CoV-2 genome, its evolution and epidemiology

n Latin America




THIS AGREEMENT dated 01/03/2021

BACKGROUND

(1)

(2)

(3)

(4)

(5)

(6)

(7)

A.

is made BETWEEN:

EUROPEAN MOLECULAR BIOLOGY LABORATOR)
administrative offices are at MeyerhofstraBe 1 69117 H
acting through its UK site the EUROPEAN BIOINFORMATIC
EBI) located at Wellcome Genome Campus, Hinxton CB10
(hereinafter “Lead Institution”);

Y (“EMBL") whose
eidelberg, Germany,
'S INSTITUTE (EMBL-
1SD, United Kingdom

Advanced Genomics Unit of the Centre for Research and Advanced

Studies whose administrative offices are at The Advance

d Genomics Unit of

Cinvestav, Km 9.6 Libramiento Norte Carretera Ledn, 36821 Irapuato,

Guanajuato, México (hereinafter LANGEBIO-CINVESTAV)
awardee")

Universidad de los Andes whose administrative offices

and (Lead Sub-

are at Cra 1 No 18A-

12 Bogota, Colombia Postal Code: 111711 (hereinafter “Uniandes”) and (Sub-
awardee")

International Potato Centre whose administrative offic!es are at Avenida La
Molina 1895, La Molina, Apartado Postal 1558, Lima, Peru (hereinafter “CIP")
and (Sub-awardee")

The School of Exact and Natural Sciences of the UnIersity of Buenos

Aires whose administrative offices are at Int. Guiraldes 2160, Pabelldn 2,
Ciudad Universitaria, Ciudad de Buenos Aires, Republica Argentina

(hereinafter "FCEN-UBA") and (“"Sub-awardee)

University of Costa Rica whose administrative offices are at "Rodrigo Facio
Brenes" Montes de Oca, 2060 San José, Costa Rica (hereinafter "UCR”) and
(“Sub-awardee)

Vale Institute of Technology whose administrative offices are at Vale
Institute of Technology - Sustainable Development. Rua Boaventura da Silva
955, Belém, PA, 66055-090, Brazil (hereinafter “ITV”) and (“Sub-awardee)

The Lead Institution and Sub-awardees are collaborating partners in a proposal to
the Biotechnology and Biological Sciences Research Council (the Funding Body),
for a research project called "CABANA: Capacity building for bjoinformatics in Latin
America” (“the CABANA Project”) and
Sub-awardees have been successful in securing additional funding from the
CABANA Project for additional research and capacity building activities described
in Schedule 1.

DEFINITIONS

In this Agreement the following expressions have the meaning set
opposite (provided that any terms not defined in here have the meaning
ascribed in the Collaboration Agreement):




2.1

2.2

2.3

Agreement:

Allocated Work:

Commencement Date:

End Date:

Financial Contribution:

Key Personnel:

Lead Sub-awardee:

Principal Investigator:

Project:

this Sub-Aw

with claus

ard, including its Schedules, as

2.3 (and 12.6 of the

amended fr}m time to time in accordance

Collaboratior

Agreement Amendment);

shall mean the research allocated to each
Sub-awardee, as defined in Schedule 1

Has the mea

1st October
agreed in wr

the financia
under a Cal
Project set o

the Principal

ning given to it in Clause 2.1

@2021 or until any later date
ting between the parties;

- contribution to be provided
for Proposal by the CABANA
ut in Schedule 1;

Investigator and any other key

personnel fc:rr either party identified in

Schedule 1; |

LANGEBIO-CINVESTAV

Dr Alfredo Herrera-Estrella or his or her
successor appointed under clause 4.2;

the program ‘ e of work selected through a
Call for Proposal described in Schedule 1, as
amended from time to time in accordance

with clause

Project Period:

Project Start Date:

THE PROJECT

13,

the period chribed in clause 2.1;

1st August 2020

This Agreement shall come into effect on the last date of signature (the

“Commencement date”), and shall be valid from the Start D
until the End Date unless terminated earlier in accordance wit

Collaboration Agreement Amendment and clause 4 of this Sub

Sub-awardee (s) will perform its respective tasks in Schedule
carried out under the direction of the Principal Investigator.

ate and will continue
h clause 8 or 9 of the
-award Agreement.

1. The Project will be

Unless stipulated otherwise, terms and conditions of the Collaboration Agreement

apply mutatis mutandis also to this Agreement and her
reference.

2by incorporated by




2.4

2,5

2.6

3.1

3.2

3.3

3.4

3

3.6

3.7

3.8

3.9

4.1

The Principal Investigator will provide the Lead Institution quarterly Project reports
which shall be supported by Project work records as more fuIIT described in Clauses
3.2to 3.6 ‘

Each party warrants to the other that it has full power and authority under its
constitution, and has taken all necessary actions and obtained all necessary
authorisations, licences, and consents to perform this Agreement.

The Parties, in performing the Allocated Work, will comply with all relevant national
regulation and international legislation with regards to the use of biological
resources and access to genetic resources as may be applicable. This includes
obtaining corresponding approval or permits from regulatory authority that may
be required for performing the research activities.

FINANCIAL CONTRIBUTION
|
The Lead Institution will pay the Financial Contribution to the Sub-awardees in
accordance with Schedule 3 (and any further sums due under clause 3 of the
Collaboration Agreement Amendment) within 30 days beginning on the Lead
Institution’s receipt of the Sub-awardee(s) invoices including timesheets and
photocopy receipts of any expenditure as agreed and already implemented in the
CABANA Collaboration Agreement (Schedule 3) together with ‘brief project update.

The Lead Sub-awardee shall be responsible for the managem
projects expenditure and progress against the project’s scie
the innovation priority areas and shall report the same to the

ent and leadership of
ntific objectives and
Lead Institution.

The Sub-awardee(s) shall submit a financial expenditure repart and timesheets to

Lead Institution on a quarterly basis from the start of the pro

The Lead Sub-awardee shall submit the compiled technical
quarterly basis.

ject.

| project report on a

Upon satisfactory review of the quarterly report and financial reports submitted,
the Lead Institution shall reimburse each Sub-awardee’s allgwable costs directly

keeping the lead sub-awardee informed of all disbursements.

Lead Institution shall report budget expenditure to sub-awardees on a quarterly

basis.
Expenditure above the agreed budget shall not be authorised

Salaries may be paid from the Sub-awardee Total Budget su
in Schedule 3.

bject to agreed limit

Expenditure beyond the sub-award end date is not authorisei unless approved in
writing by the CABANA Principle Investigator Dr Cath Brooksbank.

TERMINATION

Either party may terminate this Agreement with immediate effect by giving written

notice to the other party if:

4.1.1 the other party is in material breach and, if the breach is remediable, has
failed to remedy within 60 days of being required to dj so in writing; or



4.2

4.3

4.4

4.5

4.6

(1)
(i)

(iii)

(iv)

(v)

4.1.2 the other party becomes insolvent, or if an order is m ide or a resolution is
passed for its winding up (except voluntarily for the purpose of solvent
amalgamation or reconstruction), or if an administrator, administrative
receiver or receiver is appointed over the whole or any part of the other
party's assets, or if the other party makes any a rangement with its
creditors.

4.1.3 the Lead Institution assesses that the Allocated Work is unlikely to be
delivered within the agreed timeline or budget. In |so doing, the Lead
Institution shall seek the advice of other CABANA Coagrdinators through a
formal review. When necessary, the final decision shall rest with the Dr Cath
Brooksbank or her appointee, Principal Investigator of the CABANA project
representing the Lead Institution.

Each of the parties will notify the other promptly if at any tlme any of its Key
Personnel is unable or unwilling to continue to be involved in t e Project. The party
who originally appointed that person will use reasonable en ‘eavours to notify a
successor, which the other party will not unreasonably refuse to accept. If a
successor has not been appointed within 6 months beginning on the date of that
notice, either party may terminate this Agreement by then giving the other not
less than 3 months' notice.

Clauses 1, 2, 3, 4, will survive the expiry of the Project Period or the termination
of this Agreement for any reason and will continue indefinitely.

On the termination of this Agreement, the Lead Institution will pay the Sub-
Awardee pro rata for all work done and cost adequately incurred prior to
termination in compliance with the Award, the Collaboration Agreement, and the
Call for Proposal to the extent the Financial Contribution has ot been paid.

In the case of early termination of the project, cost adequately incurred shall be
reimbursed upon confirmation that the project is closed and he receipt of a final
invoice.

Sub-awardee shall perform and discharge all its obligations |in respect of all its
personnel (including costs for recruitment, pension, severanage, insurance or any
other labour costs) for its own account up to and including the termination of this
Agreement. Sub-awardee shall indemnify the Lead institution i 1 full for and against
all claims, costs, expenses or liabilities whatsoever and howsoever arising, incurred
or suffered by the Lead institution including without limitation all legal expenses
and other professional fees (together with any VAT thereon) in relation to:

the Sub-awardee's failure to perform and discharge any such obligation;

any act or omission by the Sub-awardee on or before the termination of this
Agreement or any other matter, event or circumstance occurring before the
termination of this Agreement;
all and any claims in respect of all emoluments and outgoings in relation to the
Sub-awardee’s personnel (including without limitation all wages, bonuses,
national insurance contributions, pension contributions and otherwise) payable
in respect of any period on or before the termination of this Agreement;

any claim arising out of the provision of, or proposal by the Sub-awardee to
offer any change to any benefit, term or condition or wor l‘ng condition of any
of its personnel arising on or before the termination of this Agreement;

any claim made by or in respect of any person employed or formerly employed
by the Sub-awardee for which it is alleged the Lead institution may be liable by
virtue of this Agreement and/or applicable law; and ‘




(vi)  any statement communicated to or action done by the Sub-awardee or in
respect of any personnel on or before the termination of this Agreement




SIGNED for and on behalf of EUROPEAN MOLECULAR BIOLO
("EMBL"):

Name: Stefan Debast

Position: Head of Firjance

_ \doatn Beooudar Biology Labsratsry
Signature: / Bsfygiciasse §, 68117 Haidalberg
‘ Cermany

GY LABORATORY

N————

s

Ly




SIGNED for and on behalf of Advanced Genomics Unit of the Centre for Research
and Advanced Studies (“"LANGEBIO-CINVESTAV")

Name: Alfredo Herrera-Estrella

Position: Director

P —

Signature




SIGNED for and on behalf Universidad de los Andes ("Uniandes”):

Name: Silvia Restrepo Restrepo

Position: Vicepresident for research and Creation - Substitute Legal RTbresentative

Signature: < ? (‘?{.‘q 0 ‘




SIGNED for and on behalf of International Potato Center (“CIP”):

Name: Barbara H. Wells

Position: Director General

o foubes /LA

Date: August 25, 2020

Signature:




SIGNED for and on behalf of The School of Exact and Natural Scie
University of Buenos Aires ("FCEN-UBA")

Name: Dario A. Estrin

Position: Secretary of Scientific and Technology Research

Signature: .o T o

Or. DARIO A. ESTRIN

- e el

Clentifiea y Tecneldgios
FCEyM - UA,

ces of the

11




SIGNED for and on behalf of University of Costa Rica ("UCR")

Name: Dr. Gustavo Gutiérrez Espeleta...

Position: President




SIGNED for and on behalf of Vale Institute of Technology (“ITV")

Name DLONO JUNGUEILA VICTD RASS D

position ADFUIVISTRAT I\JE MIANAGER

Signature p)uw (& (L-MJ@’\QMG}




Read and understood by the Principal
Investigator

Signature

Schedules:

Schedule 1: The Project
Schedule 2: CABANA Collaboration Agreement
Schedule 3: Budget




SCHEDULE 1

The Project

Application form for a CABANA Innovation A\?’Iard

1. Name and email address of lead
applicant

Name: Alfredo Herrera-EstrTa]

la

email: alfredo.herrera@cinvestav.mx

X I confirm that I am not leading on any other
CABANA Innovation Award application

2. Name and email address of
finance administrator for lead
institution

Name: Ma. Patricia Lépez-MalLt

inez

email: patricia.lopezm@cinvestav.mx

3. Name and email address of
additional applicants

Name: Marco Cristancho

email: ma.cristancho29@uniandes.edu.co

Name: Alejandro Reyes

email: a.reyes@uniandes.edu.co
|

Name: Jan Kreuze
email: j.kreuze(wcgiar.org

Name: Adrian Turjanski
email: adriant@gb.fcen.uba.ar

Name: Rebeca Campos

email: rebeca.campos(@ucr.ac.cr

Name: Guilherme Oliveira
email: oliveirag@email.com

[please duplicate as necessary] |

4. Title of proposed project

The SARS-CoV-2 genome,

its evolution and

epidemiology in Latin America

5. Total sum requested

GBP 100,000.00

6. Budget breakdown attached

7. Project start date and end date

(Please use separate budget tabl% below this form)
!;

Start date: 15 July 2020
End date: 30 April 2021




Eliminado: Se elimina aquella informacién que es reservada. Fundamento Legal;
Articulo 110, fraccién VIl y Xl de la LFTAIP y articulo 113, fraccion VIl y XIll de la
LGTAIP. En virtud de tratarse de informacion que contiene metodologia, estudios y
opiniones de un proyecto de investigacion que se esta desarrollando en
CINVESTAV.




Eliminado: Se elimina aquella informacién que es reservada. Fundamento Legal;
Articulo 110, fraccion VIII y XIll de la LFTAIP y articulo 113, fraccién VIl y Xlll de la
LGTAIP. En virtud de tratarse de informacion que contiene metodologia, estudios y
opiniones de un proyecto de investigacion que se esta desarrollando en

CINVESTAV.




Eliminado: Se elimina aquella informacién que es reservada. Fundamento Legal; Articulo 110, fraccion VIII y X
de la LFTAIP y articulo 113, fraccion VIl y Xl de la LGTAIP. En virtud de tratarse de informacion que contiene
metodologia, estudios y opiniones de un proyecto de investigacion que se esta desarrollando en CINVESTAV.




Budget spreadsheet

Partner 1 CINVESTAV A
Estrella

Salary

Travel

Other

27,350.00

Indirect
costs

Sub-Total

27,350.00

Partner 2 VALE Guilherme Oliveira

Salary

Travel

Other

20,000.00

Indirect
costs

Sub-Total

20,000.00

Partner 3 UNIANDES Marco
Cristancho/Alejandro Reyes

Salary

Travel

Other

9,650.00

Indirect
costs

Sub-Total

9,650.00




Partner 4 UCR Rebeca Campos

Salary

Travel

Other 15,000.00 |

Indirect
costs (10%)

Sub-Total |15,000.00 |

Partner 5 INTA Adrian Turjanski

Salary

Travel

Other 15,000.00

Indirect
costs

Sub-Total |[15,000.00

Partner 5 CIP Jan Kreuze

Salary

Travel

Other 15,000.00

Indirect
costs

Sub-Total  |15,000.00 |




Budget spreadsheet

All amounts in this Schedule exclude VAT.

All payments of the Financial Contribution will be made in Pounds Sterling by BACS to the
to the bank accounts agreed for the Sub-awardees for the CABANA project awards




SCHEDULE 2

CABANA Collaboration Agreement Amendment

[ P
i

e

CABANA Full
Amendment No. 1 -




SCHEDULE 3
Budget

Party Amount awarded in GBP (£)
Sub-awardee Advanced Genomics Unit of the
Centre for Research and Advanced Studies
("LANGEBIO-CINVESTAV"”)
Salary f0
Travel £0
Other £27,350.00
Indirect Costs £0
Sub-total £27,350,00
Vale Institute of Technology(“ITV”)
Salary £0
Travel £0
Other £20,000
Indirect Costs £0 !
Sub-total £20,000
Universidad de los Andes (“UniAndes”)
Salary £0
Travel £0
Other £9,650.00
Indirect Costs £0
Sub-total £9,650.00
University of Costa Rica ("UCR") '
Salary £0
Travel £0
Other £15,000
Indirect Costs £0
Sub-total £15,000
National Institute for Agricultural
Technologies ("CNIA-INTA")
Salary £0
Travel £0
Other £0 ‘
Consumables £15,000
Sub-total £15,000
International Potato Centre (“CIP") :
Salary £0
Travel £0
Other £0
Consumables £15,000
Sub-total £15,000
Project Total £102,000




Titulo del Proyecto: El genoma del SARS-CoV-2, su evolucion y epi
Latina

Responsable: Dr. Alfredo Herrera Estrella
El proyecto se relaciona con COVID-19, la nueva enfermedad resp

infecciones por el nuevo coronavirus SARS-CoV-2, recienteme
Organizacion Mundial de la Salud (OMS) como pandemia. La COV]

demiologia en América

iratoria provocada por

nte declarado por la
D-19 impacta el tracto

respiratorio inferior y las personas infectadas van desde aquellas que $on asintomaticas hasta

casos que caen en un espectro de sintomas que van desde sintomas 1
hasta la forma letal de la COVID-19 que se asocia con neumg
respiratoria aguda y fatalidad. Para controlar la propagacion del
ciudades y naciones enteras han sido bloqueadas con restricciones de
como ¢l cierre de escuelas y negocios. Estas medidas ya han tenido

spiratorios muy leves
ia severa, dificultad

n
{virus, las principales

viajes y reuniones, asi

un impacto econdémico

significativo, lo que ha dado lugar a una fuerte caida de los principales indices financieros y

ha suscitado temores de una recesion mundial. A medida que al
infecciones y muertes, se vuelve crucial comprender mejor los patro
virus y la epidemiologia. Creemos firmemente que la informacion g
es crucial para comprender los origenes y la dispersion global
informacién sobre la patogenicidad, transmision y epidemiolog
desarrollar estrategias para intervenciones terapéuticas, descubrin
desarrollo de vacunas. Esto ha llevado a la comunidad cientifica a sect
de SARS-CoV-2 como sea posible. Sin embargo, en América Lat
genoma de las cepas virales que nos afectan son ain extremadamet
proponemos un estudio de los genomas de las cepas virales que af
América Latina.

Como el genoma de otros coronavirus, el genoma del SARS
monocatenario de sentido positivo con un genoma no segmentado de

umenta el nimero de

nes de transmision del
nomica sobre el virus
del virus, brindando
a, y permitiéndonos
iento de farmacos y
lenciar tantos genomas

ina las secuencias del
nte limitadas. Por ello,
fectan a seis paises de

-CoV-2 es un ARN
~ 30 kb de tamafio. El

genoma viral codifica 16 proteinas no estructurales y cuatro proteinas estructurales, incluida
la glicoproteina de envoltura (E), la de membrana (M), la nucleocapsida (N) y la espiga (S)
importante para la subtipificacion del virus y la respuesta a las vacunas, y otras nueve
proteinas accesorias. El primer genoma del SARS-CoV-2 descifrado mostré similitud
genomica y filogenética con el SARS-CoV, particularmente en el gen S y el dominio de
union al receptor (RBD), lo que indica la capacidad de transmision directa de persona a
persona. El analisis de la secuencia de la proteina espiga viral sugiere que las mutaciones en
su RBD determinan no solo el rango de hospedadores sino también el tropismo celular del
virus. Las secuencias del genoma del SARS-CoV-2 ya se han reportado para muchas regiones
del mundo y se ha demostrado que estos datos son utiles para rastrear la propagacion global
del virus. Un analisis reciente de 103 genomas de SARS-CoV-2 permiti6 la identificacién de
dos subtipos principales (denominados L y S). El virus ha mutado atin/mas y se ha expandido
en numerosos linajes. El origen geografico diverso de las cepas puedejayudar a correlacionar
la gravedad relacionada con la COVID-19, la tasa de mortalidad y las opciones de
tratamiento. La epidemiologia genémica del SARS-CoV-2 también deberia arrojar luz sobre
los origenes de los brotes regionales, la dispersién global y la historia epidemioldgica del
virus. Hasta el 21 de abril, se habian depositado mas de 4600 genomas en el sitio web de
Nextstrain (https://nextstrain.org/), de los cuales 83 fueron reportados por nueve paises




latinoamericanos. El reporte de mas secuencias virales tendra un
comprension del proceso de transmision que se estd dando dent
epidemiologia a medida que analicemos mas variables que podrian
severidad de la enfermedad, incluyendo factores ambientales.

Nuestro principal objetivo es establecer correlaciones entre la secuenc

SARS-CoV-2 y su evolucion con el origen de los brotes regiona

epidemiologia en América Latina. Con este propoésito, equipos de §

Latina (Argentina, Brasil, Colombia, Costa Rica, México y Pert1) co

las cepas virales presentes en sus territorios. Cada equipo secuenciar:

encontradas en su pais correspondiente utilizando una estrategia bas
es la estrategia mas rentable. Ademas, en México y Brasil secuenciare

en las muestras utilizando una estrategia de lectura larga que nos f
identificar la presencia de diferentes haplotipos en un paciente ds
equipos contribuiran al desarrollo o mejora de los procesos bioinfo
}es en el genoma viral,

ensamblajes genomicos de alta calidad y la identificacion de mutacio
incluidos polimorfismos de un solo nucleotido y sus implicaciones
blancos de farmacos y el desarrollo de vacunas. Ademas, los dato
procesar se depositaran en repositorios publicos y la capacitacion se
de la red CABANA por medio de la plataforma eLearning y talleres,

Agencia Financiadora: Biotechnology and Biological Research
Biotecnologia e Investigacion Biologica del Reino Unido

Monto total asignado: 102,000.00 libras esterlinas
Monto asignado a Cinvestav: 22,000.00 libras esterlinas
Fecha de inicio del proyecto: 01/08/2020.

Fecha de termino del proyecto: 01/10/2021.

mayor impacto en la
ro de cada pais, y la
estar asociadas con la

|
ia del genoma viral del
es, la dispersion y la
is paises de América
ntribuiran a secuenciar
1 al menos 96 muestras
da en amplicones que
os los virus presentes
ermitiria determinar e
j:‘rminado. Todos los
rmaticos que permitan

n la identificacion de
, de secuenciacion sin
|levara a cabo a traves
cuando sea posible.

Council (Consejo de

Participantes:

(1) LABORATORIO EUROPEO DE BIOLOGIA MOLECU

oficinas administrativas se encuentran en Meyerhofstralle

*&AR (“EMBL”) cuyas
1 69117 Heidelberg,

Alemania, actuandq a través de su sede en el Reino Unido el INSTITUTO EUROPEO
DE BIOINFORMATICA (EMBL-EBI) ubicado en Wellcok‘ne Genome Campus,

Hinxton CB10 1SD, Reino Unido (Institucion lider).;

(2) Unidad de Genomica Avanzada del Centro de Investigaciones y de Estudios

Avanzados del IPN, cuyas oficinas administrativas se encue

tran en La Unidad de

Genomica Avanzada del Cinvestav, Km 9.6 Libramiento Norte Carretera Leon,

36821 Irapuato, Guanajuato, México y (Lider Sub-adjudicatar

0);




|
i
(3) Universidad de los Andes cuyas oficinas administrativas se encuentran en Cra 1
No 18A- 12 Bogota, Colombia Cédigo Postal: 111711 (Sub-adjudicatario);

(4) Centro Internacional de la Papa cuyas oficinas administrativas se encuentran en
Avenida La Molina 1895, La Molina, Apartado Postal 1558, Lima, Per (Sub-
adjudicatario)

(5) La Facultad de Ciencias Exactas y Naturales de la Universidad de Buenos Aires
cuyas oficinas administrativas se encuentran en Int. Guiraldes 2160, Pabellon 2,
Ciudad Universitaria, Ciudad de Buenos Aires, Republica Argentina y (Sub-
adjudicatario); |

(6) Universidad de Costa Rica cuyas oficinas administratl‘Lfas se encuentran en
"Rodrigo Facio Brenes" Montes de Oca, 2060 San Jos¢, Costa Rica (Sub-
adjudicatario); |

(7) Instituto de Tecnologia de Vale cuyas oficinas administrativas se encuentran en
el Instituto de Tecnologia de Vale - Desarrollo Sostenible. Rya Boaventura da Silva
955, Belém, PA, 66055-090, Brasil (Sub-adjudicatario). '

Dr. Alfredo Herrera Estrella
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