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Introduccién: los flujos migratorios, junto a las medidas de prevencion de la transmision vertical, han
cambiado la epidemiologia de los nuevos diagnésticos de infeccién por el virus de la inmunodeficien-
ciahumana. Objetivo: conocer las caracteristicas clinicas y epidemiolégicas de los nuevos diagndsticos
de infeccion por el VIH en Navarra.

Resumen

Material y métodos: revision retrospectiva de las historias clinicas de los pacientes controlados du-
rante 15 afios (2000-2014) analizando variables epidemioldgicas y clinicas, con tres puntos de corte
quinquenales. Datos poblacionales del Instituto Nacional de Estadistica.

Resultados: 15 pacientes estudiados, todos por transmision vertical. Madres de origen extranjero: glo-
balmente el 47%. El 0% en 2004, 36% en 2009 (100% de nuevos diagnésticos) y 36% en 2014 (75% de
los nuevos). No se encontraron diferencias en el estadio clinico, inmunoldgico, ni en la carga viral segtin
su origen. El contagio materno fue al inicio por uso compartido de jeringuillas; posteriormente por via
heterosexual.

Conclusiones: las caracteristicas de los nifios infectados por virus de la inmunodeficiencia humana
han cambiado, siendo en la actualidad mayoritariamente hijos de inmigrantes y el contagio materno
via heterosexual.
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Changes in the epidemiological characteristics of paediatric patients with HIV
infection in Navarre

Introduction: migratory flows and the introduction of measures to prevent vertical transmission have
changed the epidemiology of new cases of infection by human immunodeficiency virus (HIV). Objec-
tive: to establish the clinical and epidemiological characteristics of new cases of infection by HIV in
Navarre.

Materials and methods: we conducted a retrospective study by reviewing the health records of patients
managed in a 15-year period (2000-2014), analysing epidemiological and clinical variables in three
5-year intervals. We obtained the data for the reference population from the Instituto Nacional de Es-
tadistica.

Results: we analysed the cases of 15 patients, all of them infected by vertical transmission. Children of

foreign-born mothers amounted to 47% of the total sample, corresponding to 0% of cases in 2004, 36%

of cases (including 100% of newly diagnosed cases) in 2009, and 36% of cases (including 75% of newly

diagnosed cases) in 2014. We did not find differences in the stage of HIV, the immune status or the viral

load based on geographical origin. The leading source of infection in mothers was injectable drug use at
Key words: the beginning of the study, and changed to heterosexual transmission during the analysed period.

* Epidemiology Conclusions: we found changes in the characteristics of children infected by HIV, who are now most
° HIV frequently children of immigrants whose mothers became infected through heterosexual transmission.
® Paediatrics

Abstract
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INTRODUCCION

MATERIALES Y METODOS

La implantacién en Espana, a partir de 1997, de la
terapia antirretroviral de gran actividad (TARGA)
durante el embarazo y el parto a las madres con
infeccion por virus de lainmunodeficiencia huma-
na (VIH) y a los recién nacidos desde las primeras
horas de vida, se ha traducido en una disminucion
muy importante en la transmision vertical de esta
enfermedad, principal via de contagio en nifos'.
Estas medidas se iniciaron a raiz del ensayo ACTG
076, que demostro la disminucion drastica de la
transmision vertical del VIH y por ello ha sido con-
siderado uno de los grandes avances en el trata-
miento y prevencion de esta pandemia?.

La Organizacion Mundial de la Salud (OMS) con-
sidera como uno de los objetivos del milenio
la prevencion de la transmision vertical del VIH
mediante el tratamiento de las mujeres embara-
zadas y de los recién nacidos®. Sin embargo, el
acceso de la poblacion a los tratamientos antirre-
trovirales es muy desigual en el mundo y, por lo
tanto, esta meta no se ha logrado cumplir de for-
ma universal.

En nuestra comunidad autonoma, el fendmeno de
la inmigracion, que ha ido en aumento en los ulti-
mos diez ahos, ha incrementado la poblacion pro-
cedente de paises donde la prevalencia de la infec-
cion por VIH es mucho mayor que en el nuestro®.

La disminucién en el nimero de casos autdctonos,
sumada al incremento de inmigrantes proceden-
tes de areas con altas tasas de infeccion por VIH,
ha dado lugar a diferencias epidemiolégicas en los
ninos diagnosticados por VIH de transmision verti-
calen Navarraen la ultima década. El objetivo prin-
cipal de este estudio es describir este cambio epi-
demioldgico.

De manera secundaria, se revisa el manejo de los
pacientes desde el punto de vista terapéutico, que
ha sufrido importantes mejoras a raiz de la im-
plantacion de asociaciones farmacologicas y de los
avances en los antirretrovirales.
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Mediante la revision de las historias clinicas se ha
realizado un estudio retrospectivo, de los ninos in-
fectados por VIH controlados en la Unidad de Infec-
ciosas Pediatricas de un hospital terciario en Nava-
rra, centro de referencia de la comunidad autonoma.
Se han recogido datos epidemiologicos, clinicos y
relativos al tratamiento.

Se ha considerado nino de procedencia extranjera
atodo nino nacido en un pais diferente a Espafia o
con alguno de los padres de procedencia extranje-
ray menos de diez anos viviendo en Espana. Se ha
analizado la procedencia seglin areas geograficas
y pais de origen.

El periodo de observacion ha sido de 15 anos. Para
observar los cambios a lo largo del tiempo se ha di-
vidido en tres quinquenios (A: 2000-2004, B: 2005-
2009, C: 2010-2014).

Se ha realizado el estudio con el paquete estadisti-
co SPSS®. Para los célculos de tasas se han utilizado
los datos de incidencia y prevalencia de la enfer-
medad que publica el Instituto Nacional de Esta-
distica, asi como los datos de poblacién infantil por
comunidades autonomas.

RESULTADOS

Se han identificado 15 nuevos casos de VIH en ni-
nos en Navarra desde 2000 a 2014. Se observa una
disminucién en la tasa de incidencia de la enfer-
medad con el paso del tiempo, siendo de 8/100 000
hab.en el periodo A (2000-2004), de 4/100 000 hab.
en el periodo B (2005-2009) y de 4/100 000 hab. en
el periodo C (2010-2014).

Analizando el lugar de origen, de forma global no
hay diferencias: ocho casos se diagnosticaron en
nifios autéctonos (53,3%) y siete en nifios de proce-
dencia extranjera (46,6%). Sin embargo, si se com-
para por periodos de tiempo se observa un gran
cambio: en el periodo A (2000-2004) el 100% de los
diagndsticos fueron hijos de madres no inmigran-
tes, mientras que en los periodos By C, el 100% y el
75% de los nuevos diagnodsticos correspondieron a
hijos de madres inmigrantes.
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Respecto al lugar de contagio de la infeccién, en el
periodo A todos los nifos diagnosticados de infec-
cion por VIH habian nacido en Espafa. Sin embar-
go, gracias a las medidas de prevencion universa-
les,solose hadocumentado un casodetransmision
vertical a partir del periodo A (afio 2005), corres-
pondiente a una mujer que presenté una primoin-
feccién durante el embarazo. Tras esto, todos los
ninos nacieron en otro pais, estando ya diagnosti-
cados de la infeccion en el momento de su llegada.
El 57% procedian de Africa Subsahariana, el 29%
de América Central y el 14% de Europa del Este.

Como ya se ha comentado previamente, todos los
nifos de la muestra han adquirido la infeccion por
transmisién vertical. Sin embargo, el modo de con-
tagio por parte de la madre también ha sufrido
variaciones. En el periodo A, el 86% adquirieron la
infeccion por uso de drogas por via parenteral
(ADVP) y el restante 14%, por contagio hetero-
sexual. A partir de 2009 no se ha observado conta-
gio por ADVP. En el periodo B todos los nuevos
diagnosticos fueron hijos de madres con contagio
heterosexualy en el periodo C el modo de contagio
fue heterosexual o desconocido. No se ha observa-
do ningun caso de contagio transfusional.

Los cuidadores de los nifios con infeccién VIH son otro
de los aspectos en los que se han observado cambios.
En 2004 (periodo A) dos de cada siete nifios (28%)
eran cuidados por instituciones o se encontraban en
régimen de acogida; el resto eran cuidados por sus
padres biolégicos o familiares cercanos. A finales de
2014 (periodo C) solo ocho de cada 15 (53%) nifios
eran cuidados por familiares, el resto se encontraban
en familias de acogida (27%) o instituciones (20%).

No se han encontrado diferencias significativas en
la situacion clinica ni inmunolégica de los pacien-
tes seglin el momento del diagndstico. Del total de
nifos, nueve de cada 15 se encontraban en estadio
A1, tres de cada 15 en estadio A2, uno de cada 15
en estadio B1y dos de cada 15 en estadio B2. Uno
de los pacientes fallecio en la fase de infeccidn
activa. De los restantes, en el ultimo periodo, se
consiguid carga viral indetectable en todos ellos.

El ultimo punto estudiado ha sido la modifica-
cion de los tratamientos. Gracias a las asociaciones

farmacologicas se ha observado un descenso im-
portante en el nimero de medicamentos diarios
necesarios para el manejo de la infeccién. Al inicio
del periodo, los pacientes tomaban mas de diez
farmacos diarios, mientras que al final de este solo
necesitan uno al dia.

DISCUSION

Nuestra comunidad autbnoma es una zona de baja
prevalencia de infeccion porVIH en lainfanciay esta
se ha mantenido estable a lo largo de los ultimos
diez anos. La Unidad de Infecciosas de nuestro hos-
pital atiende al 100% de los pacientes pediatricos
infectados por VIH, por eso, aunque nuestro tama-
o muestral es limitado, las conclusiones inferidas
son reflejo de la realidad. Los resultados obtenidos
muestran los cambios sociales que han ocurrido en
Navarra durante el periodo estudiado, siendo el fac-
tor mas importante el de los flujos migratorios®.

En Espafia, al igual que en otros paises del primer
mundo, las tasas de infeccion por VIH han dismi-
nuido en los ultimos 15 anos. En la poblacién in-
fantil, con transmision principalmente vertical,
esto se ha debido a las medidas de screening uni-
versal en las embarazadas, el tratamiento durante
la gestacion y la profilaxis en el parto y en el neo-
nato*®. Esta demostrado que el tratamiento anti-
rretroviral materno antes del embarazo es |a estra-
tegia que mas protege al nifio de la infeccién por el
VIH, ya que mejora su estado clinico e inmunologi-
coydisminuye la viremia plasmatica materna®. De
esta manera, a partir de la instauracion de la tera-
pia TARGA no se aprecian casos de transmision ver-
tical en los nifios nacidos en Navarra, salvo una
excepcion en 2005, una primoinfeccion materna
durante el embarazo en la que, a pesar de iniciar
tratamiento adecuado, no se pudo prevenir el paso
transplacentario de la infeccion.

Observando el fenémeno de la inmigracion en Na-
varra, al igual que en el resto del pafs, se ha asistido
a un aumento del numero de extranjeros en la pri-
mera década del siglo XXI®. Asi, en 2014 la pobla-
cion extranjera empadronada en la comunidad
auténoma era el 10,2%. Los nacimientos de hijos
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de madre de nacionalidad extranjera son el 2,5%
del total. Sin embargo, los hijos de inmigrantes que
han nacido en Navarra se han favorecido de las
medidas preventivas aplicadas, siendo los nuevos
diagnosticos de los ultimos afos nifios que habian
nacido en su pais de origen y posteriormente ha-
bian emigrado a Espana.

Como en otras series, el origen mas frecuente es
Africa Subsahariana, seguido por dreas de América
Latina, debido a la alta prevalencia de la enferme-
dad en esas zonas geograficas. En cuanto al modo
de infeccién materno, se observa un cambio de pa-
tron, reemplazando las relaciones sexuales a |a adic-
cion a drogas intravenosas como principal via de
contagio®. Esto puede explicarse por un lado por el
fenémeno inmigratorio y por otro por el descenso
de usuarios de drogas parenterales y las medidas
preventivas para evitar contagios entre los mismos.

Es un dato resenable el cambio que ha ocurrido
con el paso de los afios en los cuidadores de los
ninos infectados, pasando a aumentar el porcenta-
je de estos que se hallan en régimen de acogida o
institucionalizados.

No se han encontrado diferencias en el estadio cli-
nico entre extranjeros y autéctonos en el momen-
to del diagnostico ni durante el seguimiento. Esto
se debe en parte a la deteccion temprana realizada
desde Atencién Primaria y al cribado universal de
las gestantes, lo que hace que no haya diferencias
en el control de la infeccion.
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Por ultimo, hemos querido incidir en el cambio ex-
perimentado en la pauta antirretroviral, ya que la
disminucion drastica del nimero de medicamen-
tos atomaral dia la interpretamos como un factor
que favorece la adherencia al tratamiento y que se
traduce en una mejoria de la calidad de vida de los
pacientes, sin detrimento en su salud.

Como conclusion, se observa que la incidencia glo-
bal de nuevos diagnosticos de infeccion por VIH ha
descendido en los uUltimos afios y que, entre los
mismos ha aumentado el porcentaje de nifos na-
cidos en el extranjero, principalmente en el Africa
Subsahariana. Se confirma la importancia de los
cribados serolégicos a los inmigrantes de paises de
alta prevalencia de la infeccion y de continuar rea-
lizando la determinacion de VIH a toda mujer em-
barazada. para disminuir en la medida de lo posi-
ble la morbimortalidad de |a enfermedad.
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Introduction: migratory flows and the introduction of measures to prevent vertical transmission have
changed the epidemiology of new cases of infection by human immunodeficiency virus (HIV). Objec-
tive: to establish the clinical and epidemiological characteristics of new cases of infection by HIV in
Navarre.

Materials and methods: we conducted a retrospective study by reviewing the health records of patients
managed in a 15-year period (2000-2014), analysing epidemiological and clinical variables in three
5-year intervals. We obtained the data for the reference population from the Instituto Nacional de Es-
tadistica.

Results: we analysed the cases of 15 patients, all of them infected by vertical transmission. Children of
foreign-born mothers amounted to 47% of the total sample, corresponding to 0% of cases in 2004, 36%
of cases (including 100% of newly diagnosed cases) in 2009, and 36% of cases (including 75% of newly
diagnosed cases) in 2014. We did not find differences in the stage of HIV, the immune status or the viral
load based on geographical origin. The leading source of infection in mothers was injectable drug use at
Key words: the beginning of the study, and changed to heterosexual transmission during the analysed period.
* Epidemiology
o HIV
® Paediatrics

Abstract

Conclusions: we found changes in the characteristics of children infected by HIV, who are now most
frequently children of immigrants whose mothers became infected through heterosexual transmission.

Cambios en las caracteristicas epidemioldgicas de los pacientes pediatricos
infectados por VIH en Navarra

Introduccién: los flujos migratorios, junto a las medidas de prevencion de la transmision vertical, han
cambiado la epidemiologia de los nuevos diagnésticos de infeccién por el virus de la inmunodeficien-
cia humana.

Objetivo: conocer las caracteristicas clinicas y epidemiolégicas de los nuevos diagndsticos de infeccién
por el VIH en Navarra.

Material y métodos: revision retrospectiva de las historias clinicas de los pacientes controlados du-
rante 15 afios (2000-2014) analizando variables epidemioldgicas y clinicas, con tres puntos de corte
quinquenales. Datos poblacionales del Instituto Nacional de Estadistica.

Resultados: 15 pacientes estudiados, todos por transmision vertical. Madres de origen extranjero: glo-
balmente el 47%. EI 0% en 2004, 36% en 2009 (100% de nuevos diagndsticos) y 36% en 2014 (75% de
los nuevos). No se encontraron diferencias en el estadio clinico, inmunoldgico, nienla carga viral segtin
su origen. El contagio materno fue al inicio por uso compartido de jeringuillas; posteriormente por via
heterosexual.

Resumen

Palabras clave:
® Epidemiologia
® Pediatria

* VIH

Conclusiones: las caracteristicas de los nifios infectados por virus de la inmunodeficiencia humana
han cambiado, siendo en la actualidad mayoritariamente hijos de inmigrantes y el contagio materno
via heterosexual.
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INTRODUCTION

MATERIALS AND METHODS

The routine use of highly active antiretroviral ther-
apy (HAART) during pregnancy and delivery in
women infected by human immunodeficiency vi-
rus (HIV) and in newborns from the first hours
post birth, introduced in 1997, has resulted in a
substantial decrease in the vertical transmission
of this virus, which is the main source of paediatric
HIV infection.* This approach resulted from the
women and infants transmission study of the
AIDS Clinical Trials Group (ACTG) Protocol 076,
which found a drastic decrease in the vertical
transmission of HIV, and is therefore considered
one of the great advances in the treatment and
prevention of the HIV pandemic.?

The World Health Organization (WHO) has estab-
lished the prevention of vertical transmission of
HIV through the treatment of pregnant women
and their newborns as one of the millennium de-
velopment goals.® However, there is high variabili-
ty in the access to antiretroviral treatment in the
worldwide population, and therefore it has not
been possible to achieve this goal at the global
scale.

In our autonomous community of Navarre, Spain,
the phenomenon of immigration, which has in-
creased in the past decade, has resulted in an in-
crease in the subset of the population that origi-
nates from countries where the prevalence of HIV
infection is much higher compared to Spain.*

The decrease in the number of new cases in native
Spaniards combined with the increase of immi-
grants from countries with high HIV infection
rates has given rise to epidemiological changes in
the cases of children infected by HIV by vertical
transmission in Navarre in the past 10 years. The
main objective of our study was to describe this
epidemiological shift.

A secondary objective was to review the approach
to the treatment of patients with HIV, which has
improved significantly with the introduction of
combined pharmacotherapy and advances in
antiretroviral drug development.

Rev Pediatr Aten Primaria. 2018;20:223-6
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We conducted a retrospective study by reviewing
the health records of children infected by HIV man-
aged at the Paediatric Infectious Disease Unit of a
tertiary hospital in Navarre, which is the reference
centre in this autonomous community. We collect-
ed epidemiological, clinical and treatment data.

We defined migrant children as children born in a
country other than Spain or with at least one par-
ent born in another country that had resided in
Spain for less than 10 years. We analysed origin by
geographical region and country.

The follow-up period lasted 15 years. To analyse
temporal trends, we divided this period in three
5-year intervals (A: 2000-2004, B: 2005-2009, C:
2010-2014).

We used the SPSS® software to perform the analy-
sis. To calculate rates, we used the data on inci-
dence and prevalence published by the Instituto
Nacional de Estadistica (National Institute of Sta-
tistics) and data for the paediatric population in
different autonomous communities.

RESULTS

We identified 15 new cases of paediatric HIV in Na-
varre diagnosed between 2000 and 2014. There
was a decrease in incidence with time, from 8 cas-
es in 100 000 inhabitants in period A (2000-2004),
to 4/100 000 in period B (2005-2009) and
4/100 000 in period C (2010-2014).

When we analysed the geographical origin of the
cases, we found no differences overall: 8 cases
were diagnosed in native Spanish children (53.3%)
and 7 in migrant children (46.6%). However, when
we compared origin in the different time periods,
we found significant differences: in period A (2000-
2004), 100% of cases were diagnosed in children of
native Spanish mothers, while in periods B and C,
100% and 75% of newly diagnosed cases, respec-
tively, occurred in children of migrant mothers.

When it came to the geographical location where
transmission had occurred, we found that all children
that received a diagnosis of HIV infection in period
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A had been born in Spain. However, thanks to the
routine use of preventive measures, only one case
of vertical transmission was documented in child
born in Spain after period A (in 2005), correspond-
ing to a mother that had acute HIV infection dur-
ing pregnancy. From this moment on, all new cases
occurred in children born in another country who
were found to already have the infection at the
time they arrived in Spain. Of these children, 57%
came from Sub-Saharan Africa, 29% from Central
America and 14% from Eastern Europe.

As we mentioned above, all children in the sample
had acquired HIV infection by vertical transmis-
sion. However, we did differences in the mode of
transmission in mothers. In period A, 86% of moth-
ers had acquired the infection through intravenous
drug use (IVDU) and the remaining 14% by hetero-
sexual transmission. There were no cases in which
mothers had been infected through IVDU since
2009. In period B, all new cases corresponded to
children of mothers that had acquired the infection
through heterosexual transmission,and in period C
the mode of transmission in the mother was het-
erosexual transmission or unknown. We found no
cases of HIV transmission through transfusion.

Another factor in which we found changes over
time was the main carer of the child with HIV. In
2004 (period A) 2 out of every 7 children (28%)
were in the care of institutions or in foster care,
while the rest were in the care of their biological
parents or close relatives. At the end of 2014 (pe-
riod C), only 8 out of 15 (53%) children were in the
care of family members, while the rest were in fos-
ter care families (27%) or institutions (20%).

We did not find statistically significant differences
in the clinical and immune status of patients
based on the stage at diagnosis. Of the 15 children
in our sample, 9 received the diagnosis when they
were at stage Al, 3 when they were at stage A2, 1
at stage B1 and 2 at stage B2. One of the patients
died during the acute phase of infection. In all the
remaining patients, an undetectable viral load had
been achieved by the end of the study.

The last aspect that we assessed were changes in
treatment. Owing to combined pharmacotherapy,

we found a significant decrease in the number of
drugs required for the management of HIV infec-
tion. At the beginning of the study period, patients
were taking more than 10 drugs a day, compared
toonly 1 aday at the end of followup.

DISCUSSION

Navarre is a region with a low prevalence of paediat-
ric HIV, which has remained stable in the past 10
years. The infectious diseases unit of our hospital
manages 100% of the paediatric patients with HIV in
this autonomous community, so despite the small
size of our sample, the conclusions drawn by our
study represent the actual situation. Our findings re-
flect the sociodemographic changes that have taken
place in Navarre during the period under study, in
which the main factor at play was migration.”

In Spain, as in other developed countries, the inci-
dence of infection by HIV has decreased in the past
15 years. In the paediatric population, in which
transmission is mainly vertical, this decrease is
mainly due to the introduction of universal screen-
ing of pregnant women, treatment during preg-
nancy and prophylactic treatment in pregnant
women and newborns.*® There is evidence that
antiretroviral therapy in women before pregnancy
is the most successful strategy for the prevention
of HIV transmission to children, as it improves the
clinical and immune status and reduces the viral
load in mothers.* Indeed, we found no cases of ver-
tical transmission in children in Navarre after the
introduction of HAART with the exception of 1
case in 2005 in a child whose mother had acute
HIV infection during pregnancy and in whom, de-
spite initiating appropriate treatment, transpla-
cental infection could not be prevented.

When it comes to the phenomenon of immigra-
tion in Navarre, there has been an increase in the
number of foreign-born residents in the first dec-
ade of the XXI century, consistent with the rest of
Spain.6 Thus, in 2014 the resident aliens registered
in the census of this autonomous community
amounted to 10.2% of the total population. The
number of children born to mothers of foreign na-
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tionality amounted to 2.5% of the total births.
However, the children of foreign parents that were
born in Navarre benefitted from the implemented
preventive measures, as the new cases in the last
years of our study occurred in children that had
been born in the country of origin and subse-
quently migrated to Spain.

As was the case in previous studies, the most fre-
quent geographical origin of HIV-infected children
was Sub-Saharan Africa, followed by different are-
as in Latin America, due to the high incidence of
disease in these regions. When it came to the
mode of transmission in mothers, we found a shift
in the pattern of infection, with heterosexual
transmission replacing IVDU as the leading source
of infection.® This may be explained partly by the
phenomenon of immigration and partly by the de-
crease in the number of injectable drug users com-
bined with the introduction of measures to pre-
vent transmission between them.

A salient finding in our study was the change ob-
served through time in the main carers of HIV-in-
fected children, with an increase in the percentage
of these children that are in foster care or institu-
tionalised.

We did not find differences between migrant and
native Spanish children in clinical status at the
time of diagnosis or during followup. This is due in
part to early detection at the primary care level
and the routine screening of pregnant women,
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which result in the homogeneous management of
infection.

Lastly, we want to highlight the changes that have
occurred in antiretroviral therapy, as we consider
that the drastic decrease in the number of medica-
tions that need to be taken each day is a factor that
promotes adherence to treatment and improves
the quality of life of patients with no detriment to
their health.

To conclude, we found that the overall frequency
of new cases of HIV infection in children has de-
creased in recent years, with an increase in the pro-
portion of cases diagnosed in foreign-born chil-
dren, especially from Sub-Saharan Africa. Our
study confirmed the importance of serologic
screening of children that immigrate from high-
prevalence countries and routine screening of
pregnant women to reduce the morbidity and
mortality associated with HIV infection to the ex-
tent possible.
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