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Proyecto Prometeo

El Proyecto Prometeo, consiste en un programa de
formacion continuada en trastornos metabalicos del
paciente trasplantado renal con el fin de elaborar

protocolos de diagnostico y seguimiento que

@.SETte pU o o impl hq%%s en las

unidades de trasplante renal de

poste

L stro  pails.
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Proposito del proyecto

El propdsito de este proyecto consiste en la constitucion de un grupo estable, formado por
un especialista de cada una de las unidades de trasplante nacionales que se reuniran
anualmente con expertos en cada uno de los temas a tratar (hipertensidn arterial, diabetes,
trastornos de los lipidos, osteodistrofia renal, anemia...)

Sin duda, todo este esfuerzo, redundara en la formacion de los facultativos de trasplante y
en definitiva, en beneficio de los pacientes de nuestro pais.
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Coordinadores

Dr. Manuel Arias
Hospital Univ. Marqués de Valdecilla, Santander

Dr. Josep M. Campistol
Hospital Clinic, Barcelona

Grupo de trabajo Prometeo

Grupo de trabajo Prometeo: 1 persona x Unidad de TR
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l. Hipertension
Arterial

Il. Diabetes

Inciuida en IS1Wab of knowladge, Index Madicus y Madiine ‘ , |

Suplemento extracrdinario 2009 - Volumen 29 - Nomero 3

[ Documentosoe Congend

Hipertension arterial postrasplante renal:
analisis de la evidencia y consenso de un
grupo de trabajo*

Editores especiales
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Documentos de Consenso

Diabetes mellitus posterior al trasplante
renal: analisis de la evidencia y consenso
de un grupo de trabajo
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Anemia postrasplante renal

Editores especiales

-
M. Arias ¥
1M, Campistal

* Grupo de Trabajo del Proyecto Prometeo Prometeo

M. Anas 'v.\ ML Anas

1M. Campistol - M. Campistol

R. Marin F. Marin »

R. Santamaria R Santamaria *

D. Hernandez D. Hernandaz

* Grupo de Trabajo ded Proyectn Prometeo PmeEtEO * Grupo de Trabajo del Proyecto Frometen Promeieo
Organo Oficial de la Sociedad Espaiiola de Nefrologia U Sociedad Organo Oficial de la Sociedad Espaiiola de Nefrologia
Version original integra en www.revistansfrologia.com ARl /1 sion original integra en www.revistaneirologia.com
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IV. CMV

V. METABOLISMO
CALCIO-FOSFORO

VI. ALTERACIONES DE LOS
LIPIDOS POSTRASPLANTE
RENAL
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Citomegalovirus y trasplante renal:
analisis de la evidencia y consenso
de un grupo de trabajo*
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Alteraciones del metabolismo
calcio-fésforo en el paciente
trasplantado renal
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En breve. ...

Evaluacion Global de los Factores de Riesgo CV en
Postrasplante Renal

Indice:
Introduccion — Manuel Arias, José M. Campistol

Articulos Especiales
Mortalidad cardiovascular: écomo prevenirla? - Ramon Estruch

Predictores de riesgo cardiovascular en el trasplante renal — Domingo Herndndez

Grupo 1: Papel de la hipertension en el riesgo cardiovascular postrasplante - Angel Alonso

Grupo 2: Diabetes mellitus de novo post-trasplante (DMNPT) - Francesc Moreso
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Estudios Observacionales
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RE: JH-D-13-00846R2, entitled "Prevalence and Clinical Characteristics of Renal [l¥Pertension
Transplant Patients With True Resistant Hypertension”

Dear Dr Fernandez,

The revised version of your manuscript has been further evaluated by referees 1 and 3 in
charge of judging the previous versions. While referee 1 is satisfied of the revised version, | =
referee 3 (see enclosure) still raises important criticisms that need to be properly addressed
before the paper can be further evaluated.

If you can deal with referee's comments and modify the paper according to the suggestions the
Editorial Board may reconsider your work. Yet, bear in mind that the revised version of your
paper will be sent out for further scrutiny to referee 3 and that its final acceptance is not
guaranteed. For your convenience we want to inform you that the rate of acceptance of the

revised papers is below 30%.
With kind regards,
Prof. Guido Grassi

Executive Editor
Journal of Hypertension
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Reviewer Comments:
Reviewer #1:

No further objection. The manuscript still requires language improvement but | am
sure this will be done by the Journal.
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Reviewer H3:

The authors still do not take my remarks  seriously:
Although they state in their point-to-point reply that they have done a
sensitivity analysis, | see nothing of it in the paper. So, we do not know how
they did it and what it showed.
The flow chart that | asked for is now in the manuscript but is wrong.
According to the protocol only patients that had a transplant for less than 10
years were included. Yet, the flowchart shows that from all patients who
fulfilled the inclusion criteria, a number was excluded because they had a
transplant for more than 10 years. One should either mention all the patients
who were excluded on the basis of exclusion criteria (there must have been
some) or limit the table to those who were truly eligible. Moreover, we need
to know whether there was inclusion bias so the characteristics of the final
population should be compared with those in the original population.
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Apparently, the authors do not know what 'floating
numbers' mean. It can be found in any book on
mathematics. For instance, writing that the number of
patients was 28.9 (page 4) is meaningless. | myself
know only entire patients (or 'integer' to put it
mathematically), not tenths of patients.
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“Estudio observacional epidemiologico prospectivo
multicéntrico para evaluar Ila incidencia de
enfermedad por CMV vy los factores de riesgo
asociados en pacientes trasplantados Renales
Receptor +”
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Epidemiology and Prevention Approaches for Cytomegalovirus (CMV) Disease in CMV-Seropositive

Kidney Transplant (KT) Recipients: Results from a Multicenter, Prospective, Cohort Study

. José Maria AGUADO®, Mario FEIIH‘HDE-III.III', Manuel ARIASY, José Maria CAMPISTOLS, on behalf of the OPERA Study
;‘mm::._“ *Unik of Infectious Diseases, Inskituto de Investigacitn Hospital *12 de Octubre® (i+12), Hospital Universitario 12 de Octubre®, Madrid, Spain,  Department of Nephrology, Al authors: The authors have no conflicts of interest.
Hospital Universitario “Marqués de Valdecills®, Santander, Spain. <Department of Nephrology, Hospital Clinic-IDIBAPS, Barcelona, Spain.
ABSTRACT RESULTS
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CYTOMEGALOVIRUS (CMV) PREVENTION STRATEGIES IN SEROPOSITIVE KIDNEY E S OT 2 0 1 3

TRANSPLANT (KT) RECIPIENTS RECEIVING ANTILYMPHOCY TE INDUCTION . A
THERAPIES: DATA FROM A MULTICENTER COHORT STUDY. CO mMunicacion
Oral al Congreso

Background: Induction therapy with antilymphocyte antibodies increases the risk of CMV
reactivation in seropositive KT recipients. The optimal duration of universal prophylaxis with
yalganciclovir (VGCV) in this population remains to be assessed.

Methods: From May 2011 to April 2012 a total of 287 CMV-seropositive KT recipients were included
in @ multicenter cohort study conducted in 21 Spanish centers. The minimum follow-up period was 6
months. The primary study outcome was the incidence of CMV disease (viral syndrome or tissue-
invasive disease) at months 3 and 6. A number of pre-transplant, perioperative, and post-transplant
variables were prospectively recorded.

Results: Seventy patients (24.4% of the overall cohort) received antilymphocyte induction therapy
(either antithymogyte [68 patients] or antilymphogyte globulin [2 patients]). The CMV prevention
strategies consisted of universal prophylaxis in 63 patients (90.0%), preemptive therapy in 6 (8.6%),
and no specific approach in one (1.4%). VGCV prophylaxis was used for <100 (14 patients), 100 (41
patients) or 200 days (8 patients). Cumulative incidences of CMV disease at months 3 and 6 were
0.0% and 1.4% (1 patient), respectively. According to the duration of VGCV prophylaxis the
cumulative incidences of CMV disease at month 6 were 7.1% (=100 days) and 0.0% (=100 days) (P-
value = 0.222).

Conclusions: Universal prophylaxis with VGCV for 2100 days, compared to shorter regimens, was

associated with a lower incidence of CMV disease in seropositive KT recipients receiving

antilymphogyte induction therapy.
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370. IMPACTO DE LA ESTRATEGIA DE PREVENCION SOBRE
LA INCIDENCIA DE ENFERMEDAD POR CITOMECGALOVIRUS
EN RECEFTORES SERDFOSITIVOS DE TRASPLANTE RENAL:
RESULTADOS DE UN ESTUDIO MULTICENTRICO

.M. Aguado’, M. Fernindez-Ruiz’, M. Arias? y | M. Campistol

"Hospiral Lniversieario 12 de Oceubre. Madrid. Hospiral Universieario
Margués de Valdecillp. Sanoander, “Hospical Clinic de Barcelona,
Barcefona.

Inrroduccidn: Si bien la epidemiologia y factores de riesgo de la
enfermedad por citomegalovirus (CMV) n 1a poblaciin de recepro-
res de rrasplante renal (TR) de alm riesgo (receprores seronegarvos
de un drgano de un donanee seropositivo [D-/R]) han sido amplia-
menie estudiados, 13 informacidn disponible respecio a la poblacitn
de riesgo intermedio (Teceprores seropasitivos) 8s comparativamen-
Ie Menof.

Marerial y método: Entre mayo de 2011 y abril de 2012 Tueron
inciuidos 287 receptores de TR SeTOpositivos para CMV (170 varones;
edad: 53.5 £ 12.2 anos) en un estudio Prospective y mMuItcénmico
llevado a cabo en 21 centros espaholes (estudio OPERA) El segui-
miente minimo de 12 cohorte fue de 12 meses, La monitorizacidn de
13 viremia por CMV y 12 estrategia de prevencion rueron establecidas
seglin 1as pricricas locales de cada cenmro. El objetivo primario del
estudio Tue 13 incidencia acumulada de enfermedad por MV (sin-
drome viral o enfermedad 0rganica) en 105 meses 3y 12 posi-rras-
plante en tres grupos diferentes segn el tpo de prevencitn aplica-
do; profilaxis universal, erapia anmcipada o ausencia de esrategia
especifica. Analizamos igualmente 108 Tactores asociados al empleo
de profilaxis universal

Resulrados: En la evaluaciin basal, 124 (43,2%) pacienres recibie-
ron profilaxis universal, 126 (43 9%) recibieron [erapia anticipada, y
37 (12,9%) no fueron someridos 2 Ninguna esraregia de prevencion.
Siete cenrros (33.3%) no llevaron a cabo [erapia anticipada en nin-
guno de sus pacientes, En el andlisis multivariante el uso de profi-
laxis universal se asocit al raramiento de induccién con anticuer-
pos antlinfociticos policlonales (odds racie [OR]: 38,33, intervalo
de confianza [IC] del 95%:; 10.09-133,63), €] TR previo (OR: 6.84;
1C95%; 1,22-3829) y 13 edad del recepror = G5 anos (OR: 6.60;
IC95%; 2,66-16,30), La profilaxis anriviral (fundamenalmente val-
ganciclovir) fue administrada duranee < 3 meses {(17.7%). 3 meses
(59.7%) 0 6 meses (22,6%). Las incidencias acumuladas de enferme-
dad por CMV al mes 3 post-trasplante fueron: 0% (grupo de profi-
laxis universal). 5.2% (Erupo de [erapia anticipada) y 7.1% (grupo sin
EsIraregia de prevencitn)(p = 0,004). En €1 mes 12 post-Irasplante,
1as incidencias acumuladas en cada uno de los grupos fueron: 1.3%,
5.2% y 7.1%, respectivamente (p- 0.057). Entre 105 70 pacientes que
recibieron rratamiento de induccidn con anticuerpos antilinfocit-
cos policlonales, 62 [ 89,9%) fueron someridos a profilaxisy 7 (10.1%)
2 [erapia anicipada, con ran sl un caso de enfermedad por CMV
{1.4%) en el grupo de profilaxis,

Conclusiones: En el presenie estudio Multicnirico 13 incidencia de
enfermedad por CMV en receprores seropositivos de TR fue baja
(3.9% a los 12 meses), si bien comparable a la de orras series recien-
1es, Un nimero elevado de pacientes (43,2%) Iueron someridos a
profilaxis universal, particularmente en receprores de mayor riesgo
inmunoldgico que recibieron ratamiento de induccién con anti-
cuerpos anrilinfociticos, E1 empleo de profilaxis universal se asocit
2 una menor incidencia de enfermedad por CMV, si bien el coste-
electividad de esia esirategia de prevencidn en una poblacién de
riesgo intermedio debe ser analizado en &l furro,
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09:50 0134/ Impacto de las diferentes estrategias de
prevencion en el riesgo de infeccion por CMV en
receptores seropositivos de trasplante renal:
Resultados de un estudio multicéntrico

José Maria Aguadol, Mario Fernandez Ruizl,
Manuel Arias2, Josep Maria Campistol3
1Hospital Universitario 12 de Octubre, Madrid
2Hospital Universitario Marqués de Valdecilla,
Santander 3Hospital Clinic-IDIBAPS, Barcelona
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impact of Different Prevention Strategies on the Risk of Cytomegalovirus (CMV)
Infection and Disease in Seropositive Kidney Transplant (KT) Recipients

José Marls Aguasdos, Marks Femdndez-Rule, Manise] Ariss®, José Mark Camgistol, on behalf of the naembers of the OPERA Study Sroup
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Complete title: Impact of antiviral prophylaxis on the incidence of cytomegalovirus disease in

seropositive kidney transplant recipients.

Running title: CMV disease in seropositive KT recipients.

American Joumnal of
Iransplantation

Authors ™ affiliations:

M. Fernéndez-Ruiz1; M. Ariasz; J.M. Campistols; D. Navarro4; E. Gémez-Huertas5; G. Gomez-

Mérqueza; J.M. D|'az7; D. Hernéndezs; G. BernaI-BIancog; F. CofanS; L. Jimenom; A. Franco-
Esteve”; E. Gonzélez12; F. I\/Ioreso13; C. Gc’)mez-AIamiIIoz; A. Mendilucem; E. Luna-Huerta15;

and J.M. Aguado, MD, PhD1, on behalf of the OPERA Study Group*.

* A full listing of the members of the OPERA Study Group is provided in the Acknowledgements

Respuesta: Although the subject is of interest, the reviewers did not assign
this manuscript sufficient priority for publication in AJT
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Revised paper (AJT-0-14-01197.R1) [marked version]
Original article

Title page

Complete title: Individual and combined associations of smgle P POtI?
polymorphisms in genes involved in the innate immunity and risk of CMV
infection in seropositive kidney transplant recipients.

Running title: SNPs and CMV infection in R+ KT recipients.

Authors’ affiliations:

M. Fernandez-Ruizl*; |. Corrales2*; M. Arias3; J.M. Campistol4; E. Giménez2; J.
Crespo5; M.O. Lopez-Oliva6; |. Beneyto7; P.L. Martin-Moreno8; F. Llamas-Fuente9; A.
Gutiérrez10; T. Garcia-Alvarez11; R. Guerra-Rodriguez12; N. Calvo13; A. Fernandez-
Rodriguez14; J.M. Tabernero-Romo15; M.D. Navarrol6; A. Ramos-Verdel7; J.M.
Aguadol; and D. Navarro2; on behalf of the OPERA Study GroupT.

T A full listing of the members of the OPERA Study Group is provided in the
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