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COVID-19. Tratamientos y vacunacion. Desarrollos en
tiempo record. Ensayos clinicos en Espafna. Diferentes
sistemas de acceso a la innovacion. Autorizacion
condicional, Emergency support instrument, Joint
Purchase Agreements

César Hernandez Garcia 1 de junio de 2021
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Primeros dias de marzo 2020
Cierra Plaza China por “vacaciones”




éQue retos?

* Mantener el suministro
* Facilitar opciones de tratamiento y prevencion

 Solventar desafios operativos (internos y externos)

¢Como afrontarlos?

* A tiempo
 De manera integrada (interna y externa)
» Colaborando con todos los sectores
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A Trial of Lopinavir-Ritonavir in Adults Hospitalized = . ;
. . omo te ha ido la reunion?
with Severe Covid-19 N

B. Cao, Y. Wang, D. Wen, W. Liy, Jingli Wang, G. Fan, L. Ruan, B. Song, Y. Cai, M. Wei, X. Li, ]. Xia, N. Chen,
T.Yu, T. Bai, X. Xie, L. Zhang, C. Li, Y. Yuan, H. Chen, Huadong Li, H. Huang, 5. Tu, F. Gong, Y. Liu,
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First COVID-19 treatment recommended for EU authorisation

Esta noche..tras un dia en el que creo
que todos hemos echado lagrimas

Press release 25/06/2020
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Synairgen announces positive results from trial of SNG001

hospitalised COVID-19 patients

— Patients who received SNG001 had a 79% lower risk of developing
severe disease compared to placebo

Article

in

Chloroquine does not inhibitinfection of
human lung cells with SARS-CoV-2

https://dol.org/10.1038/s41586-020-2575-3

Markus Hoffmann'?2, Kirstin Mésbauer®*, Helke Hofmann-Winkler', Artur Kaul', Hannah

REGN-COV2 antibody cocktail prevents and treats SARS-CoV-2 infection in

rhesus macaques and hamsters.

GM-CSF blockade with mavrilimumab in severe COVID-19

pneumonia and systemic hyperinflammation:
a single-centre, prospective cohort study

Giacoma De Luca, Gulio Cavalli, Corade Campochiarg, Emanwel Ddle-Torre, Piera Angelillo, Alessandro Tomsllen, Nicola Boffini, Stefano Tentori,

Francesca Mette, Nicola Faring, Patrizia Rovere- Quering, Annalisa Ruggeri, Teresa ['Aliberti, Poolo Scarpelling, Giovanni Landon,
Francesco De Cobelli, John F Paolini, Alberto £ angrillo, Moreno Tresold, Bruce C Trapndl, Fabio Ciceri, Lorenz o Dagna

Mavrilimumab for Adil Rashid Khan, *Manish Soneja, .
Praveen KumarTirlangi Naveet Wig

severe COVID-19 manishsoneja@gmail.com

We read with interest the Article by  pegartment of ediane ghre M. NW) 2nd
Giacomo De Luca and colleagues® in  Department of infectious Dissases (PKT). All india
Instituta of Medical soences, New Delhl

The Lancet Rheumatology, in which  [Tiiecr COVID-19 in NIAID-Sponsored ACTT-2 Trial

the authors showed that mawrilimu-
mab treatment was associated with
imnraued clinical Aubrames camo

1 DelucaG,Cavalll G Campochizra, et al
GM-C5F blockade with mawrilmumab in
severe COVID- 19 pheumonia and systemic

September 14, 2020
- Study Met Primary Endpoint of Reduction of Time to Recovery

Baricitinib in Combination with Remdesivir Reduces Time to Recovery in Hospitalized Patients with

Figure 2. Association Between Corticosteroids and 28-Day All-Cause Mortality in Each Trial, Overall, and According to Corticosteroid Drug

No. of deaths/total

ClinicalTrials.gov  Initial dose and No.ofpatients  odds ratio Favors  Favors no Wieight,

Drug and trial identifier d ation Sterolds Nosterolds (95% CI) sterolds : steroids %
Dexamethasone

DEXA-COVID 19 NCT04325061  High: 20 mg/d Intravenously 2/7 2/12 2.00(0.21-18.69) 0.92

CODEX NCT04327401  High: 20 mg/d Intravenously 69/128 76/128 0.80 (0.49-1.31) ——— 18.69

RECOVERY NCT04381936 Low: 6 mg/d orally or Intravenously  95/324 283/683 0.59 (0.44-0.78) —g 57.00

Subgroup fixed effect 166/459 361/823 0.64 (0.50-0.82) 76.60
Hydrocortisone

CAPE COVID NCT02517489 Low: 200 mg/d Intravenously 1175 20/73 0.46(0.20-1.04) = 6.80

COVID STEROID NCT04348305 Low: 200 mg/d Intravenously 6/15 2/14 4.00 (0.65-24.66) 139

REMAP-CAP NCT02735707 Low: 50mg every 6 hintravenously 26/105 29/92 0.71(0.38-1.33) —il—— 11.75

Subgroup fixed effect 43/195 51179 0.69 (0.43-1.12) _— 19.94
Methylprednisolone

Sterolds-SARI  NCT04244591  High: 40mg every 12 hintravenously 13/24  13/23 0.91 (0.29-2.87) 3.46
overall (fixed effect) 222/678 425/1025 0.66 (0.53-0.82) <> 100.0
P=_31 for heterogenelty; 12 = 15.6% I
overall (random effects®) 222/678 425/1025 0.70 (0.48-1.01) -

ofz i 1 ' ' 4

0dds ratlo (95% Cl)

EMA Endorses Use Of Dexamethasone In COVID-19

The Move Should Speed Up EU National Approvals
18 Sep 2020 = NEWS

by lan Schofield

@Scriplans ian.schofield@informa.com

Pfizer COVID-19 Vaccine Trial Diversity Slips As
Enrollment Rises, Unlike Moderna

18 Sep 2020  ANALYSIS llll
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Las primeras prucbas indican que la
vacuna de Oxford genera inmunidad

La inyoccion experimontal ofrece protoockin contra ls covid sin
graves cfioctos adversos on los onsayos con un midllar de porsonas
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Hydroxychlorequine and azithromycin as a treatment of COVID-19: results of an open-

label non-randomized clinical trial

Philippe Gautret*®, Jean-Christophe Lagier®®. Philippe Parola®®. Van Thuan Hoang®?, Line

Meddeb?®, Morgane Mailhe?, Barbara Doudier?®, Johan Courjon®™¢, Valérie Giordanengo®, Vera

Esteves Vieira®. Hervé Tissot Dupont®®, Stéphane Honoré', Philippe Colson®, Eric

Chabriére®*, Bemard La Scola®®, Jean-Mare Rolain®S, Philippe Brouqui*®, Didier Raoult*®".

Hydroxychloroquine or chloroquine with or without a

2@H®

Ao ME

macrolide for treatment of COVID-19; a multinational

registry analysis

Maondeep RMehra, Sapan 3 Desai, Frank Ruschitzin, Amit M Potd

Un revés aleja la
esperanza de tener este
aio la vacuna de Oxford

AstraZencea intcrrumpe los cnsayos tras
sufrir un veluntario una rara cnformoedad
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Ehe New York Eimes
Trump Administration Selects Five
Coronavirus Vaccine Candidates as
Finalists

The White House is eager to project progress, but the public-
private partnership it has created still faces scientific hurdles,
internal tensions and questions from Congress.

The five companies are Moderna, a Massachusetts-based

biotechnology firm, which Dr. Fauci said he expected would enter
into the final phase of clinical trials next month; the combination of
Oxford University and AstraZeneca, on a similar schedule; and

three large pharmaceutical companies: Johnson & Johnson, Merck
and Pfizer. Each is taking a somewhat different approach.

ENDPOINTS NEWS CHANNELS ¥  CALENDAR  BIOPHARMA JOBS  MORE v

UPDATED: White House names finalists
for Operation Warp Speed — with 5 ex-
pected names and one notable omission

Notably absent from that list is Sanofi. The French vac-
cine giant has worked with BARDA since the agency’s
early days and received $30 million in funding earlier
this year for its recombinant DNA Covid-19 vaccine ef-
fort. The omission comes after CEO Paul Hudson
caused an intercontinental stir last month when he said
that the US would get the “right to the largest pre-order”
of their vaccine because the federal government had
backed the project at-risk, although the company later
walked back some of those comments.

Paul Hudson

POLITICOPRO

Newsletters ~

Policy ~

:
E

POLITICO coronavirusinurope  Pollof Polis

4 EU states form alliance to negotiate on
coronavirus vaccines

6/3/20, 4:20 PM CET

The alliance intends to work with the European Commission
and is already in talks with various pharmaceutical
companies.

Johnson uses vaccine summit to reassert
UK as health leader

6/4/20,7:15 PM CET

‘The UK is trying to claw back legitimacy and leadership in
global health.

Germany buys stake in vaccine company
CureVac

6/15/20, 2:03 PM CET

Berlin will acquire the stake via its KfW bank.



IAGENCIA ESPANOLA DE MEDICAMENTOS Y PRODUCTOS SANITARIOS

Premisas iniciales (abril 2020)

- Mas de una vacuna, mas de una plataforma

 Equilibrio entre vacunas rapidas y menos experiencia y
vacunas mas lentas pero eficacia ya comprobada

* Posibilidad de diferencia de eficacia entre diferentes
vacunas por grupos de edad u otras circunstancias

« Incertidumbre sobre si nos enfrentamos a una
vacunacion puntual o necesidad de sucesivos booster

« Entorno con una capacidad de produccion limitada



IAGENCIA ESPANOLA DE MEDICAMENTOS Y PRODUCTOS SANITARIOS

Condiciones para acceder a vacunas (abril 2020)

1. Un contrato de suministro con una o varias companias

2. Una autorizacion regulatoria (normalmente una
autorizacion de comercializacion condicional o
completa)

3. Que la compania tenga disponible vacuna y que llegue
al punto de vacunacion

4. Un plan nacional para la inmunizacion



IAGENCIA ESPANOLA DE MEDICAMENTOS Y PRODUCTOS SANITARIOS

Apoyo a la Definir Construir alianzas
investigaciony necesidades y internacionales
desarrollo escenarios

-4
3

Acceso a la Promover
1 vacuna cuando se capacidad de 5
necesite fabricacion
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Home » Press corner » Coronavirus: Commission unveils EU vaccines strategy

Available languages: English v

Press release 17 June 2020 Brussels

Coronavirus: Commission unvelils EU vaccines strategy

Page contents Today, to help protect people everywhere, the European Commission is

Top presenting a European sirategy to accelerate the development,

Print friendly pdf manufacturing and deployment of vaccines against COVID-19. An

Related media effective and safe vaccine against the virus is our best bet to achieve a

permanent solution to the pandemic. Time is of the essence. Every
Press contact
month gained in finding such a vaccine saves lives, livelihoods and
billions of euros. Today's strategy proposes a joint EU approach and

builds on the mandate received from EU health ministers.



IAGENCIA ESPANOLA DE MEDICAMENTOS Y PRODUCTOS SANITARIOS

Objetivos de la Estrategia

« Garantizar la calidad, la seguridad vy la eficacia de las
vacunas.

» Garantizar el acceso a tiempo a las vacunas para los
Estados miembros y su poblacion, al tiempo que se
lidera el esfuerzo de solidaridad mundial

« Garantizar el acceso equitativo para todos los
ciudadanos de la UE a una vacuna asequible lo antes
posible



AGENCIA ESPANOLA DE MEDICAMENTOS Y PRODUCTOS SANITARIOS

Pilares de la Estrateqgia

- Garantizar una produccion suficiente de vacunas en la
UE (...) suministros suficientes (...) mediante acuerdos
de compra anticipada (...) a traves del ESI2 (...).

- Adaptar el marco reglamentario de la UE a la actual
situacion de urgencia y hacer uso de la flexibilidad
normativa disponible para acelerar el desarrollo, la
autorizacion y la disponibilidad de vacunas,

manteniendo al mismo tiempo las normas de calidad,
seguridad y eficacia de la vacuna.



BOLETIN OFICIAL DEL ESTADO S
Num. 211 Miércoles 5 de agosto de 2020 Sec.|l. Pag. 63764

l. DISPOSICIONES GENERALES

MINISTERIO DE ASUNTOS EXTERIORES, UNION EUROPEA
Y COOPERACION

9132 Acuerdo entre la Comision Europea y los Estados miembros sobre vacunas
contra la COVID-19, hecho en Madrnid el 20 de julio de 2020.

De acuerdo con lo dispuesto en el articulo 41 de la Ley 25/2014, de 27 de noviembre,
de Tratados y otros Acuerdos Internacionales, se procede a la publicacion del Acuerdo
entre la Comision Europea y los Estados miembros sobre vacunas contra la COVID-18,
cuya naturaleza juridica es la de acuerdo internacional administrativo concluido al
amparo del Reglamento (UE) n.® 2016/369, del Consejo, de 15 de marzo de 2016,

relativo a la prestacion de asistencia urgente en la Unidn, modificado por el Reglamento
(UE) 2020/521 del Consejo, de 14 de abril de 2020.



AGENCIA ESPANOLA DE MEDICAMENTOS Y PRODUCTOS SANITARIOS

« Mandato a la COM para negociar Advance Purchase
Agreements (APA)

- Responsabilidad de la COM en la negociacion y de los
estados miembros en las politicas de vacunacion

« APA con derecho a adquirir dosis vs. APA con obligacion
de adquirir dosis (5 dias para renunciar)

* Los EM se obligan a no negociar por separado

- Pagos adelantados a traveées del ESI que reduce la
cantidad que los EM tienen que pagar

 Posibilidad de donacion o reventa



Home > Press corner > Commission reaches first agreement on a potential vaccine

Available languages: English

Press release 14 August 2020 Brussels

Coronavirus: Commission reaches first agreement on a
potential vaccine

Ursula von der Leyen, President of the European Commission, said: “The European Commission's intense
negotiations continue to achieve results. Today's agreement is the first cornerstone in implementing the
European Commission's Vaccines Strategy. This strategy will enable us to provide future vaccines to
Europeans, as well as our partners elsewhere in the world.”

Stella Kyriakides, Commissioner for Health and Food Safety, said: “Today, after weeks of negotiations, we
have the first EU advance purchase agreement for a vaccine candidate. I would like to thank AstraZeneca
for its constructive engagement on this important agreement for our citizens. We will continue to work
tirelessly to bring more candidates into a broad EU vaccines portfolio. A safe and effective vaccine
remains the surest exit strategy to protect our citizens and the rest of the world from the coronavirus.”



IAGENCIA ESPANOLA DE MEDICAMENTOS Y PRODUCTOS SANITARIOS

¢Por qué estas vacunas llegan tan pronto?

« El desarrollo se ha llevado a cabo de manera que se
nan solapado las fases que se podian solapar

« Porque las companias se han puesto a fabricar a riesgo

« Porque se acortan los periodos de evaluacion mediante
el Rolling Review

* Porque se han firmado contratos de compra anticipada
con las compafias que permiten los puntos 1y 2

« (Se bajan las barreras? No, no se bajan las barreras
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COVID-19 vaccine doses administered per 100 people

in Data
Total number of vaccination doses administered per 100 people in the total population. This is counted as a single
dose, and may not equal the total number of people vaccinated, depending on the specific dose regime (e.g.
people receive multiple doses).
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COVID-19 vaccine doses administered per 100 people

Total number of vaccination doses administered per 100 people in the total population. This is counted as a single
dose, and may not equal the total number of people vaccinated, depending on the specific dose regime (e.g.
people receive multiple doses).
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