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DR. SERGIO HERNANDEZ JIMENEZ
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PRESENTE

Por este medio, nos permitimos informarle que el Comité de investigacidn, asi como el Comité de
Etica en In vestigacion del instituto Nacional de Ciencias Médicas y Nutricion Salvador Zubiran, han revisado
y aprobadgo ei Protocolo de Investigacidn Clinica, titulado:

“CARACTERIZACION DE LA RESPUESTA INFLAMATORIA DE MONOCITOS EN RETINOPATIA
DIABETICA, EDEMA MACULAR Y RESPUESTA A TRATAMIENTO CON ANTI-VEGF”
version 12 de febrero de 2016
REF. 1780

Asi mismo se revis6 y aprohé Ia siguiente documentacion:

= CARTA DE CONSENTIMIENTO INFORMADO, VERSION 1.1 DEL 13 DE ENERO DE 2¢18.

La vigencia de la aprobacién termina el dia 23 de febrero de 2017. Si ia duracion del estudio
€S mayor tendra que solicitar la re-aprobacién anual del mismo, informando sobre los avances y resultades
parciales de su investigacion e incluyendo todos los datos sobresalientes y conclusiones.

Sin més por el momento quedamos de usted.

A TENTAMENTE,

. R
DRA. MARTA M. DURAND CARBAJAL

DR. ARTURO GALINDG FRAGA
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CIUDAD DE MEXICO, A 18 DE OCTUBRE DE 2016.

DR. SERGIO HERNANDEZ JIMENEZ

INVESTIGADOR PRINCIPAL

DEPTO. DE ENDOCRINOLOGIA ¥ METABOLISMO
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CoL. BELISARIO DOMINGUEZ SECCIGN XV/]
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PRESENTE

Le informamos que con relacién al Protocolo de Investigacién Clinica, titulado:
“CARACTERIZACION DE LA RESPUESTA INFLAMATORIA DE MONOCITOS EN RETINOPATIA
DIABéTICA, EDEMA MACULAR Y RESPUESTA A TRATAMIENTO CON ANTI-VEGE”

REF. 1780

Se ha recibido y revisado el reporte de cierre det estudio con fecha 10 de octubre de 20156.
Sin otro particular, reciba un cordial saludo.

ATENTAMENTE,

DRrA. MARTA M. Duranp CARBAIAL

SECRETARIA TECNICA
COMITE DE INVESTIGACION

DR. ARTURO GALINDO FRAGA
PRESIDENTE
= DE ETICA EN INVESTIGACIGN

MMDC/AGF/apc
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ABSTRACT

TITLE: Monocytes from patients with diabetic retinopathy are characterized by increased VEGF transcription during
early macrophage differentiation

ABSTRACT BODY:

Purpose: Type 2 diabetes (T2DM) affects a growing part of the population in all developed countries. More than 60%
of people with T2DM will develop a form a Diabetic Retinopathy (DR) after 20 years of diabetes. Diabetic patients
demonstrate robustly elevated intravitreal levels of inflammatory cytokines. Infiltrating monocyte (Mo)-derived
inflammatory Macrophages (MPs) account for most of the production of these cytokines in animat models of DR. We
hypothesized that pre-activated circulating inflammatory monocytes found in T2DM are an important pathogenic factor
in DR.

Methods: T2DM and control patients were enrolled and diagnosed for diabetic retinopathy. Four groups were defined
as follows: {i) controls, (i) diabetic patients with no retinopathy, (i) patients with NPDR, and (iv) PDR patients.
Patients with known history of nephropathy and periodontitis were excluded. Plasma and monocytes were collected
from all groups. Fresh monocytes were aflowed to differentiate into MPs for 18h and RNA and culture supernatant
were collected. Fresh Monocytes and monocyte-derived MPs were then evaluated for their ability to produce cytokines
known to be elevated in the vitreous of DR patients including [L-1B, I.-6, IL-8, CCL2, and VEGF

Results: Seventy-two subjects were included. The 3 diabetic groups were evenly distributed for age, BMI, blood
glucose and Hbatc. Circulating monocytes demonstrated low expression of cytokines with minor differences between
groups. in contrast, upon differentiation MP increased their expression of all tested cytokines. After 18h the expression
of VEGF was higher in patients with NPDR or PDR than in diabetic patients with no retinopathy.

Conclusions: Our data support a model in which circulating monocytes in DR patients have a greater propensity to
produce inflammatory cytokines when they differentiate into inflammatory macrophages compared to T2DM patients.
Understanding how monocyte derived-inflammatory cytokine influence DR and treatment cutcomes might be new
cues to propose innovative treatments of these pathologies.
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