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Recomendaciones de la OMS

Recomendacion #1

* La microscopia y las PDR con calidad asegurada son las principales herramientas de
diagnodstico para la confirmacion y el manejo de casos clinicos sospechosos de malaria
en todas las situaciones epidemioldgicas, incluyendo areas de baja transmision, debido a
su alto desempeno en la deteccion de casos de malaria, su amplia disponibilidad y su
relativo bajo costo. Asi también, las PDR y la microscopia son herramientas apropiadas

para la vigilancia rutinaria de la malaria en |la mayoria de las areas endémicas para esta
enfermedad.

Recomendaciones #2...6 (relacionadas a Técnicas de Amplificacion del Acido Nucleico -
NAAT)
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Documentos de la OMS - Microscopia
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PRUEBA DE DIAGNOSTICO RAPIDO PARA
MALARIA

PDR: deteccion por presencia de antigeno
parasitario, (aldolasa, pLDH, HRP2)




Tendencias de los test realizados/vendidos

Table 2. Microscopy and RDT use in
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Pruebas de Diagnostico Rapido (PDR)

Ampliacion del diagnostico para malaria en lugares donde
la microscopia no este disponible

Como seleccionar la mas adecuada?
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PAHO/WHO

Desempeno de las Pruebas de Diagnostico Rapido (PDR) de la
Malaria.

Resultados de las evaluaciones realizadas por OMS (2008-2015)
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Resultados ©

* Datos comparables de los dos
|Otes del p rod ucto (200 criteria for procurement
of malaria rapid diagnostic tests

parasitos/ul) y altas (2000 — 5000
parasitos/pul) parasitemias.

Recommended selection

There is increasing dermand for countries to improve malaria diagnasisin
fwide-scale infroduction of expensive anfimalaricl medicines and

* Programa continuo que ha
permitido Ver una mejorlla en el WHO POLICY CN MALARIA DIAGNOSIS

~ WHD recommends parasitological confirmation of malaria in all settings
by quality-assured diagnos\s before rrecﬂmenr is started 2 Treatment
sclel \y n the bosls of clinical s p cion should be considered onl en a
° parasitelogical diagn os.s.snm & within fwo hours o resenaiomo
pt nt for freatment. A diagno: can be =]
good-quality microscopy ol rwuh a go d quality d i
RODT for Plasmodium falciparum cmd n-falciparn o
countries, both diognestic methods are reqired, cs miercseo py nd RO Ts
often play differant roles, dependin. g Ih \ cal situation or the setting*

* Mejor nivel de deteccion con
parasitemias elevadas (2000-5000 I

The heterogenscus diagnostic performance of the more than 200 malaria
RDTs currenthy available on the market can undermine the confidence

V4 .
of hedlth professionals in the accuracy of these tests. The WHO malaria
RDT product testing programme, coordinated by the Global Malaria
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PAHO/WHO
A tener en cuenta antes de la seleccion
de una PDR

SENSIBILIDAD Y ESPECIFICIDAD

* Especies circulantes

* Antigeno target (aldolasa, pLDH, HRP2)
* Parasitemias bajas (vivax)

* Clima (temperatura y humedad)

* Presentacion (facil manejo)

Amazonia no deberia utilizar pruebas basadas en deteccion
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Desafios y proximos pasos

Como realizar la vigilancia de este problema:

* A través del uso de las mismas PDR

* Concordancia de resultados (PDR HRP2 -y [dmina/PCR +) laboratorios
centinelas/referencia

* Brasil, Colombia, Bolivia, Ecuador ........ (utilizando PDR 3 lineas P,
falcioarum pLDH y HRP2)

* A través de la recoleccion de muestras positivas de P. falciparum
en papel filtro

* Centroamérica, Republica Dominicana y Haiti
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IMPORTANTE A RECORDAR

Discordancia entre PDR y microscopia por densidad

Debido a las especificidades %deTotal Densidad MR Discordanc

- , = Total Positiva Negativa # Total ias
mencionadas, los paises deberian E=rErran == z g =
contar con acciones espeaﬂcas ala |' 1;’;352;;39,’1§,§° o J ; " c'jiij
. . B 40% 1. <40 / 100c 83 65 11 76 B 1%
hora de implementar las PDR para: — 0 R
Total 208 168 23 191 | | 12%

v Discordancia entre PDR y microscopia por densidad
* Evaluar concordancia de las PDR a Cdoron Do MirOsopi PR Biacordan:
, . = % de Tota ensida Total tiv v | ;

través de la microscopia; T L L —
e . | 4% 4. (200 - 2,000/ : 7 6 0 6 0%
s Sltlos Centlnelas I 11% 3. (61-199/ 100 18 17 0 17 0%
* Segun situacion epidemioldgica (PDR + '. B oo | o = = WG
Y / 0] -) | 11% ...Sin Datos 18 14 3 17 18%
Total 169 145 19 164 | 12%)
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PAHO/WHO

WHO Technical consultation: recommendations on Highly sensitive
point of care diagnostic tests for falciparum malaria

Relevant WHO recommendations - 2017

* In May 2017, WHO convened an Evidence Review Group (ERG) on low-density malaria infections to
review recommendations on the use of malaria diagnostics in low transmission settings, based on the

most recent data on the natural history, prevalence and contribution to transmission of low-density P.
falciparum and P. vivax infections.

* The conclusions, endorsed by the Malaria Policy Advisory Committee (MPAC) in October 2017,
recommended quality-assured conventional RDTs and microscopy for the confirmation and management
of malaria cases and malaria surveillance, including routine health information systems and household
surveys, in all epidemiological situations. MPAC also recommended that highly sensitive techniques
capable of detecting low-density infections (below 100 parasites/pul) be used only for research purposes

until there is sufficient evidence that using these tools to detect low-density infections will have a

significant impact on transmission.
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PAHO/WHO

Follow up.....

Objectives of the Technical Consultation in 2018

WHO Technical Consultation
on research requirements to support recommendations on
highly sensitive point of care diagnostic tests for falciparum malaria

1. To define the key research questions needed to conclude that strategies incorporating highly sensitive
point-of-care diagnostics for falciparum malaria will:

a) have a significant impact on malaria transmission in areas working towards elimination when used
in passive case detection, reactive case detection, proactive case detection, mass testing and
treatment;

b) prevent re-establishment of malaria transmission; and

c) prevent adverse effects of malaria in pregnancy.
o
2. For each of the identified research questions, define most appropriate transmission setting, accounting @ /# ?
for seasonal variation and recent history of transmission, study methodology to acquire direct or indirect R

supportive evidence, including study outcomes, comparators, co-variates and sample size requirements.

2. Toreview the current landscape of research on the use of highly sensitive malaria diagnostic tests,
including recently completed and ongoing studies.

4-6June 2018
Room D46025, WHO/UNAIDS Building D, Geneva, Switzerland
4. To develop a realistic timeline, based on the findings of ongoing, planned and newly identified study
requirements, for generating the evidence on the impact of using highly sensitive malaria diagnostics in

a range of transmission settings and use scenarios. Global Malaria Programme | 4 World Health
' ' - 7 Organization

Global Malaria Programme @Grgaﬂn‘lhn

Meeting recommendations will be presented to MPAC in 2019
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METODOLOGIAS DE AMPLIFICACION DEL ACIDO
NUCLEICO - NAAT

Para confirmacion diagnostica (potencial uso fase de eliminacion)
o diferenciar entre relapso o recrudescencia
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PAHO/WHO

Recomendaciones de la OMS (l)

* Un numero de técnicas que amplifican el acido nucleico estan disponibles en
el mercado y tienen mayor sensibilidad en la deteccion de malaria en
comparacion con las PDR y la microscopia. Generalmente, el uso de estas
herramientas de mayor sensibilidad deben ser consideradas solamente en
situaciones de baja transmision donde ya existen las capacidades
ampliamente implementadas para diagnosticar y tratar los casos de malariay
las tasas de prevalencia son bajas (ej. < 10%). El uso de estas metodologias
(NAAT) no deben desviar los recursos para las intervenciones de prevencion y
control y el fortalecimiento de los servicios de salud, incluyendo el Sistema de
informacion.
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Recomendaciones de la OMS (ll)

* Infecciones sub-microscopicas tanto de Plasmodium falciparum como de
vivax son comunes tanto en lugares de alta como baja transmision. El uso de
estas metodologias (NAA) debe ser considerado para investigacion
epidemiologica y estudios con objetivos de mapear las infecciones sub-
microscopicas en situaciones de intensidad baja de transmision. Pueden
también ser utilizadas para la identificacion de focos para medidas de
intervencion especiales en situaciones de eliminacion.
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Diagnostic
technique
Mested PCR

Operational characteristics

Usestwo sets of primersin successive reactions,
therefore increased cost, time and potential for
contamination compared to single step PCR.

Performance!?

Limit of detection of at least6 p/pl for
blood spots. Higher sensitivity than
single step PCR for four major
Plasmodium species. Hands-on time 3
hours to result, total time 10 hours.

51.5-4.0 per sample,
5500-5000 for
equipment

References

Multiplexed PCR

Simultaneous, multiplex PCR to detect the presence of
multiple Plasmodium species.

Limit of detection 0.2-5 p/pl. 2 hours
hands-on time to result, total time 4.5
hours.

51.5-4.0 per sample
(butlowerthan
nested), 5500-5000
for equipment

Quantitative PCR

Rapid amplification, simultaneous detection and
guantification of target DNA through use of specific

fluorophore probes.

Limit of detection 0.02 p/ul for genus
levelidentification, 1.22 p/pl for P.
falciparum detection. 60 minutes
hands-on time to result, total time 2.5
hours.

54-5 per sample,
>520,000 for
equipment

[29-32]

Boil and spin extraction can be used, amplification by
isothermal method. Result determined by turbidity or
fluorescence. Sensitivity can be increased by including
mitochondrial targets. Genus leveltargets, P.
falciparum and P. vivax. Field-appropriate.

Limit of detection 0.2-2 p/pl. Results
can be available in 30 minutes with a
tube scanner.

54-5 per sample
{commercial), 5500-
5000 for equipment

Assayincludes a reverse transcriptase step, less
inhibition than PCR. Isothermal method. Can be used
for gametocyte quantification. Detects all four
Plasmodium species, targeting 185 rRNA. Result by
fluorescence.

Limit of detection 0.01-0.1 p/ul per
50pl sample. 90 minutes forresult
(notincluding extraction time of an
additional ~90 minutes)

55-20 persample.
T equipment costs

! Diagnostic performance influenced by factors including sample preparation, N& extraction efficiency, and amount of blood, amount of template included in reaction, copy
number of target sequence, and specific buffers | enzymes etc used.
2 Cost estimates reported by Erdman LK, Kain KC: Molecular diagnostic and surveillance tools for global malaria control. Trovel Med infect Dis 2008, 6:82-99_ Cordray M5,
Richards-Kortum RR: Emerging nucleic acid-based tests for point-of-care detection of malaria. Am J Trop Med Hyg 2012, B7:223-230.

NAA métodos — deteccion niveles bajos de parasitemia
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PAHO/WHO

Politica de OMS para el diagnostico de malaria en
situaciones de baja transmision
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Documento completo
en el siguiente link:

http://www.who.int/entity/malaria/publications/
- e atoz/malaria-diagnosis-low-transmission-settings-
R sep2014.pdf?ua=1
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Ejemplo de vigilancia en Centro América para
guiar el uso de PDR

HND/Lab. Supranacional
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