[NSTITUTO NACIONAL PE GIENGCIAS MERIGAS YV NUTRIGION
SALVADOR ZUBIRAN |

Mexico, D.F., A 04 DE SEPTIEMBRE DE 2012,

Dr. RICARDO CORREA-ROTTER
INVESTIGADOR PRINCIPAL

DePTO. NEFROLOGIA Y METABOLISMO MINERAL
PRESENTE '

Por este medio, me permito informarle que la Comisién de Etica en Investigacion, del
Instituto Nacionai de Ciencias Médicas y Nutricién Salvador Zubirén, ha revisado y aprobado
el Protocolo de Investigacién clinica, titulado:

“Nuevos Factores Asociados a Calcificacién Vascular en Pacientes con
Enfermedad Renal Cronica en Diélisis Peritoneal”

REF.598

La vigencia de la aprobacién termina el dia 04 de septiembre de 2013. Si la duracién
de!l estudic es mayor tendrd que solicitar la re-aprobacién anual del mismo, informandc sobre
los avances y resultados parciales de su investigacion e incluyendo todos los datos
sobresalientes y conciusicnes. '

Sin mas por el momento quedo de usted.
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INSTITUTO NACIONAL DE
CIENCIAS MEDICAS
Y NUTRICION
SALVADOR ZUBIRAR

. I

MEXico, D.F., A 15 DE OCTUBRE DE 2013

DR. RICARDO CORREA-ROTTER

INVESTIGADOR PRINCIPAL

DEepPTO. NEFROLOGIA Y METABOLISMO MINERAL
PRESENTE

Le informamos que con relaclon ai Protocolo de Investigacion clinica, titulado:

“Nuevos Factorss Asociados a Calcificacitn Vascular en Pacienies con
Enfermedad Renal Cronica en Diglisis Peritonesai”

& REF.598

Estos Comités toman conocimiento del reperie del estado actual del estudio de fecha 07
de septiembre de 2013, asi mismo se autoriza la re-aprcbacion anual con vigencia hasta el 15

de octubre de 2014,

Sin mas por el momento, reciba un cordial saludo.

ATENTAMENTE,

INCMNSZ
DR. CARLOS A, AGUN AR SALINAS | £ 00T 2015 DR. ARFURO GALINDO FRAGA
t PRESIDENTE

COMITE DE INVESTIGACION \ owisioN DE ETCOMITEDE ETICA EN INVESTIGACION
EN [NVESTIGACION
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INSTITUTO NACIONAL DE
CIENCIAS MEDICAS
Y NUTRICION
SALVADOR ZUBIRAN

Mexico, D.F., A 25 DE SEFTIEMBRE DE 2014

DR. RICARDO CORREA-ROTTER

INVESTIGADOR PRINCIPAL

DEPTO. NEFROLOGIA Y METABOLISMO MINERAL
INSTITUTO NACIONAL DE CIENCIAS MEDICAS Y NUTRICION, “SALVADOR ZUBIRAN”

.VAsCO pDE QUIROGA NO. 15

Yasco de Quiroga No. 15
Colonia Seccian XVI
Delegacion Tialpan
Mexico, D.F. 14000
Tel. (52154870900
Www,incmnsz, mx

CoL. SECCION XVI, DEL. TLALPAN
MEexico, D.F., C.P. 14000
PRESENTE

Le informarmos gue con relacion al Protocoio de Investigacidn clinica, titulado:

“Nuevos Factores Asociadas a Calcificacion Vascular en Pacientes con Enfermedad
Renal Créonica en Dialisis Peritoneal”

REF.598

Estos Comités toman conocimiento de su reporte anual con fecha 23 de septiembre de
2014, asi mismo se autoriza la re-aprobacién anual con vigencia hasta el 25 de septiembre de
2015.

Sin mas por el momento, reciba un cordial saludo.

’ ‘ ATENTAMENTE,
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INSTITUTO NACIONAL DE
CIENCIAS MEDICAS
Y NUTRICION
SALYADOR ZUBIRAN

Avenida Vasco de
Quiroga NMo. 158
Coionia Belisariao
Dominguez Seccidon XV
Celegacidn Tlalpan
Codigo Postal 14080
Mexico, Distrito Federal
rel (321548370900
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CisbAD DE MEXICO, A O DE SEPTIEMBRE DE 2016

- DR, RICARDOG CORREA-ROTTER

INVESTICADOR PRINCIPAL

DEPTO. NEFROLOGIA Y MIETABOLISMO RAINERAL

SNSTITUTO MACIONAL DE CIENCIAS MEDICAS Y NUTRICION, “SALVADOR ZUBIRAN”
AV. Vasco pE QuIRCEA NO. 15

£oi. BELISARKY DOMINGUEZ SECCIGH XV

Der. Tratean, C.P. 14080, Cp. pe MEXICO

PRESENTE

Le informamaos que con relacién al Protocolo de Investigacion clinica, titulade:

“Mueveos Factores Asociadns a Calcificacion Vascular en Pacientes con Enfermedad Renal Cronice
eri Ditlisis Peritoneaf”

REF.598
Se toma conocimiento del reporte de terminacidn de! estudio, con fecha 25 de agosto de
2016.
Sin otro particular, reciba un cordial salude.
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D, CARLOS A, AGUILAR SALINAS DRAARTURD GALINDD FRAGA
PRESIDENTE PRESIDENTE
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INSTITUTO NACIONAL DE CIENCIAS MEDICAS Y NUTRICION

SALVADOR ZUBIRAN /

Direccion de Investigacién -

FORMA UNICA PARA REGISTRO DE PROYECTOS

FECHA DE RECEPCION: 29/02/2012 . : CLAVE: NMM-598-12/14-1

I TULC?: NUEVOS FACTORES ASOCIADOS A CALCIFICACION VASCULAR EN PACIENTES CON ENFERMEDAD RENAL CRONICA EN DIALISIS

INVESTIGADOR RESPONSABLE: Cormrea Rotter Jose Ricardo
DEPARTAMENTO O SERVICIO: DEPARTAMENTO DE NEFROLOGIA Y METABOLISMO MINERAL
TIPO DE INVESTIGACION: Investigacién Clinica

PATROCINADORES: :
:;3, / Patroéinador Cantidad

i

VIGENCIA DEL PROYECTO: Del 29/03/2012 al 28/02/2014

Trimestre 1 Trimestre 2 Trimestre 3 Trimestre 4
Primer afio $0.00 30.00 £0.00 $0.00
Segundo afio $0.00 $0.00 $0.00 $0.00
COSTO TOTALES DE LA INVESTIGA CION INSTITCCIONES PARTICIPANTES
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BIOMARKERS ASSOCIATED WITH VASCULAR CALCIFICATION
IN PERITONEAL DIALYSIS |

Juan C. Ramirez-Sandoval,! Ivan Casanova,? Alejandro Villar,! F. Enrique Gomez,® Cristino Cruz/}
and Ricardo Correa-Rotter®

Departments of Nephrology and Mineral Metabolism,* Radiology,? and Physiology of Nutrition,?
National Institute of Medical Sciences and Nutrition Salvador Zubiran, Mexico City, Mexico

¢ Background: Vascular calcification is strongly associated with
cardiovascular disease and mortality. However, some factors
relzted to vascular calcification in patients with end-stage renal
disease receiving peritoneal dialysis {(PD) remain unknown. This
studyaimed to evaluate the associations of osteoprotegerin (OPG},
osteopontin (OPN), osteocaletn {OCN), fibroblast growth factor
23 (FGF-23), magnesium, and phosphate clearance with vascutar
calcification in PD subjects, assessed by plain radicgraphs.

¢ Methods: Simplevascular calcification scores (SVCS) obtained
from plain X-rays of the pelvis and hands, and the Kauppila Index
(KI) from lateral lumbar X-rays were assessed in 76 adults receiv-
ing PD for 2 6 months {43 women, median age 39 years, median
time on PD 1.4 years). Lavels of OPG, OPN, OCN, and FGF-23 were
determined by luminometry.

¢ Resufts: Serum OPG levels were higherin subjects with vascular
calcification {7 =22 with SVC$ > 3; n =19 with KI>7) compared with
those with less calcificatien (p <0.001). Spearman’s correlation
coefficients between OPG and SVCS and KI were r=0.49 and 7 =
0.51, respectivety {bath p <0.001}. Subjects with vascular calcifi-
cation had significantly lower renal phosphate clearance. Multiple
regression analysis showed thatvascular calcification assessed by
SVCS was associated withage (r=0.2, p=0.042), diabetes mellitus
{r=2.4, p<0.001}, body mass index (BMI) (r=0.0%, p=0.037},
and OPG (r=0.22, p=0.001). Vascular calcification assessed by Id
was associated with age (r=0.16, p<0.001), time on PD (r=0.54,
p=0.001) and OPG {r=0.08, p=0.04). Osteocalcin, OPN, FGF-23,
and magnesium were not associated with vascular caleification.
¢ Conclusions: Higher levels of QPG were consistently associated
with vascular calcification in subjects en PD.

www.PDIConnect.cem
dof: 10.3747 /pdi.2014.00250

Perit Dial Itz inPress

KEY WORDS: Vascular calcification; osteoprotegerin; peri-
toneal dialysis; phosphorus; cardiovascular mortality; FGF-23.

ardiovascular disease is the major cause of death in patients
with end-stage renal disease on periteneal dialysis (PD)
{1,2). Vascular calcification is one of the most important
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non-traditional risk factors associated with cardiovascular
mortality, and it {s closely related to age, arterial stiffening,

inflammation, protein-enargy wasting syndrome, mineral |

metabolism disorders, fime on dialysis, and mortality, among
other factors (3).

Patients on PD may have different mineral metabolism
disorders than patients on hemodialysis, including & higher
frequency of adynamic bone disease (4) ora reduced risk
of cardiac valve calcification over time, probably related to
the higher prevalence of residual renal function {RRF) (5).
Observational studies of smatl numbers of patients on PD have
described a prevaience of vascular calcification in the range
of 32 - 60% (5-8).

There is an urgent need to identify diagnostic and causal
factors related to the process of vascular calcification, some
of which may be amenable to medicalintervention. Osteogenic
markers that play animportant role in mineralization of
ectopic sites have recently been identified and linked to
vascular calcification (9), including osteoprotegerin (OPG)
(10}, ostecpentin (OPN} (11), osteocalcin (OCN) (12), and
fibroblast growth factor 23 (FGF-23} (13). These complement
previcusly-known factors such as hypomagnesemia (14) or
diminished peritoneal and renal phosphate clearance (15),
which have been poorly studied in PD patients in clinical
settings. Phosphate clearance represents a modifiable deter-
minant of serum phosphate contrsl (16) which is strongly
linked to artericlar calcification and mortality.

The purpose of this study was to investigate the associa-
Hions between vascular calcification, assessed by standardized
radiologic indexes that employ plain radiographs, and levels
o® PG, OPN, OCN, FGF-23, magnesium, and phosphate clear-
ance, in patients on PD. We also examined the associztions
between these factors and cardiac valve calcification assessed
by echocardiography.

PATIENTS AND METHODS

This cross-sectional study was conducted at a tertiary
National Health Institution in Mexico City. A total of 104
consecutive patients receiving PD at an outpatient clinic, seen
between September 2012 and October 2013, were initially
enrolled. Theinclusion criteria were: age > 18 years, treatment

1

PDI in Press. Published on August 20, 2015. doi:10.3747/pdi.2014,0025¢ -

CIOZ ‘Sz 1sndny vo | ANVE DM VNLE e o mouuesmd syt oy paprojusog




