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CIM: 30 years of clinical trials in Cuba
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Innovative Immunotherapy Alliance was officially established in September 2018 and is
authorized to research, develop, manufacture, and commercialize Cuban-origin medicines for
the benefit of U.S. cancer patients, according to the United States government approved and
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3 clinical trials ongoing at the RPCCC A Phase I/l Basket Trial of the EGF Vaccine
with Cimavax-EGF CIMAvax in Combination with
[ o Anti-PD1 Therapy in Patients with Advanced
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EGF-Depleting Therapy CIMAvax-EGF in Combination With Standard Therapy NSCLC or Sq uamous Hea d an d Nec k Cancer
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Augmenting antibody response Faster immmune response after
to EGF-depleting Cimavax-EGF and nivolumab
iMmmunotherapy: Findings from

a phase | trial of CIMAvax-EGF

iNn combination with nivolumab

iNn advanced stage NSCLC
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Overall survival of patients with NSCLC (second line therapy)

MST (months)

Docetaxel (Phase Ill nivo n=427) 8,1
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Cimavax-EGF: ASCO-2023 '
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Presenter:

ABSTRACTS & PRESENTATIONS
Prantesh Jain MD, FACP

2023 ASCO Annual Meeting - Poster Session

Phase 2 trial of epidermal growth factor (EGF) vaccine CIMAvax in combination with pembrolizumab in
first line and maintenance setting in advanced non-small cell lung cancer patients.

CIMAvax-EGF is a novel growth-factor depleting immunotherapy consisting of human recombinant EGF conjugated to recombinant
P64k derived from Neisseria meningitidis, that elicits an anti-EGF antibody response, resulting in reduction of circulating EGF
levels. A randomized phase 3 study of CIMAvax-EGF administered as switch maintenance therapy after first-line platinum-based...
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Final results from a phase Il trial of CIMAvax-EGF and nivolumab as second-line (2L) therapy after
platinum-based chemotherapy in advanced non-small cell lung cancer (NSCLC).

CIMAvax-EGF (C-E) is a recombinant anti-human epidermal growth factor (EGF) depleting immunotherapy which has previously
shown increased survival as maintenance after platinum-based chemotherapy in patients (pts) with advanced NSCLC. The primary
objective of this single-arm phase |l trial was to evaluate the 12-month overall survival (OS) in pts receiving C-E in combination...
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Publication of joint manuscripts
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New joint patents

Use of therapeutic compositions for the treatment of patients with tumors of epithelial origin Use of epidermal growth factor depleting agents in the treatment of chronic

obstructive pulmonary disease

Inventores  Tania Crombet Ramos, Circe Mesa Pardillo, Kalet Leon Monzon, Zaima Mazorra
Herrera, Danay Saavedra Hemandez, Paincia Lorenzo Luaces Alvarez, Grace Dy, Mary
Reid, Rachel Evans, Jason Muhitch. Kelvin Lee. Alan Hutson, Candace Johnson Inventores  Amparo Emilia l:."lat:ias Abraham, Tania Crombet R_.amns, IKaIet I_Ieﬁn Monzon, Danay
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Descripcion  The present invention relates to the branches of Biotechnology and Medicine. it soliciiud o ) » _
Descripcion  The present invention is related to the fields of Biotechnology and Medicine. Particularly,

describes the use of therapeutic compositions comprising a compound that biocks
epidermal growth factor and an antibody that blocks the PD-1/PD-1 ligand signaling
pathway in the treatment of tumors of epithelial ongin, pariicularly those that express the
native form for human KRAS protein. In pafients with cancer of epithelial ongin
expressing native KRAS treated with said therapeutic compositions, an increase in their
survival was observed

it describes the use of epidermal growth factor (EGF) deprivation agents that contribute
to lowering and/or depleting serum epidermal growth factor levels, which has
implications in the treatment of the chronic obstructive pulmonary disease. These agents
can be vaccine compositions comprising as active principle the conjugate between
recombinant human EGF and a carrier protein.



Evaluation of Cuban samples in the US
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Meeting with researchers in Scientific workshops with doctors
the US and researchers in Havana.
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Donation of bronchoscopes, disposable supplies and medications. | |
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Celebration of the 5t Anniversary of 12A
December 2023




Concluding remarks

 Very fruitful scientific collaboration

3 clinical trials using “the state of the art therapy”. Preliminary positive
results.

* Preparation of the 4% clinical trial with a second Cuban drug (IL-2 mutein).
Pre-IND with FDA (2025).

* Periodic scientific exchange. Access to RPCCC Literature Databases
* Joint Publications & Patents
* Joint presentation of results at the most important cancer conferences.

e Evaluation of Cuban samples in the US, accessing to new technology.
Validation on new biomarkers (predictive & mechanism of action)

* Donation of equipment (training sessions in Cuba, medicines, supplies)
directly benefiting the Cuban population.
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