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White et al. have raised a number of concerns about the findings of our systematic review [1].

However, we do not believe they have substantiated their claims with quality research evi-

dence. Our systematic review aimed to assess the best available scientific evidence concerning

the effectiveness and safety of different drugs in preventive chemotherapy for Taenia solium
taeniasis in endemic populations. The advantage of systematic reviews over selective reporting

of the research evidence is that they seek to minimize bias and use transparent methods to find

all research that meets pre-defined inclusion criteria. Our systematic review used the highest

quality systematic review methods [2] and the limitations of the review and of the included

studies are discussed. We note in the abstract, results and discussion that the results have a low

certainty of evidence due to a high risk of bias in the included studies and heterogeneity in

combined estimates. We also discuss the issues regarding the lack of sensitivity of microscopy

and non-use of a species-specific diagnostic test (we present the different diagnostic methods

used in S1 Table of the paper) [3]. We believe that we have presented a transparent and bal-

anced account of the available evidence.

In relation to some of the specific points raised by White et al. we note that we have pre-

sented the meta-analysis results stratified by drug and dose to allow the reader to identify any

important differences in effectiveness, which was the aim of the review. It was not possible to

further stratify the results by the diagnostic test used due to the relatively small number of

studies. However, more important than the diagnostic tests used is the fact that all studies had

a high risk of bias due to issues such as lack of randomization, incomplete outcome data and

lack of blinding of outcome assessors [3]; a fact also acknowledged in the abstract by the state-

ment that the “findings have a low certainty of evidence.” And this low certainty of evidence is

independent of drug and dose used.

The possibility that albendazole (ALB) does not kill the T. solium scolex and egg shedding

may still occur after treatment is raised by White et al. 2020, though not substantiated with

research evidence. We were unable to find evidence to confirm this statement but note the
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findings of one study of mass drug administration (MDA) with ALB 400mg triple dose

included in the systematic review that used both Copro-PCR and Co-Ag-ELISA [4]. The taeni-

asis results could not be included in the meta-analysis because interventions in pigs were also

applied, thus making it difficult to attribute the results to the MDA. However, this study notes

that: “None of the 11 taeniasis carriers identified in [pre-October] 2013 remained positive in

[January] 2015.” This suggests that the MDA with ALB did kill the scolex as the January 2015

measurement was taken 10 months after the second MDA, which gives more than sufficient

time for the scolex to re-grow a mature tapeworm and produce eggs had the scolex remained.

In relation to the analysis of side-effects, White et al. 2020 quote two publications. One is a

case report of neurological side-effects after MDA with 5mg/kg praziquantel [5]. The other

contains merely speculation about what might be the cause of seizures associated with oncho-

cerciasis [6] and neither were studies of MDA for schistosomiasis as incorrectly stated by

White et al. 2020. We excluded case reports from our systematic review because they have a

very low level of evidence of effect, and chance cannot be ruled out [7, 8]. Instead, 11 studies

met the inclusion criteria and were included in the systematic review (Table 4 in [3]), with a

combined participation of over 17,000 individuals. In addition, we conducted a supplementary

search for studies reporting side-effects from treatment with any of the three drugs (results

presented in S4 File) and the results are reported in the discussion [3].

White et al. also note that neurological side-effects would be anticipated to occur 3 to 5 days

after treatment but, again, they did not cite any evidence to support this claim and we were

unable to find any supporting evidence for their statement. In fact, those studies that do note

the time of occurrence of side-effects generally report effects within the first 1–3 days [9, 10]

following treatment, and in the case report cited by White et al. symptoms started within 24

hours of treatment [5].

We encourage constructive criticism of all research, including our own, but we suggest that

this should be based on research evidence rather than reliance on perception and opinion. T.

solium endemic countries need help to control the problem. To make decisions about possible

solutions, they need an impartial summary of the best available evidence of effectiveness and

safety, along with an assessment of other factors important for decision-making, including

whether the problem is a priority, a rational assessment of the balance between desirable and

undesirable effects, values and preferences, resource requirements, impact on equity, feasibil-

ity, and acceptability [11, 12].

Disclaimer

Some authors are staff members of the Pan American Health Organization. The authors alone

are responsible for the views expressed in this publication, and they do not necessarily repre-

sent the decisions or policies of the Pan American Health Organization.

Author Contributions

Conceptualization: Michelle M. Haby, Leopoldo A. Sosa Leon, Ana Luciañez, Ruben Santiago

Nicholls, Ludovic Reveiz, Meritxell Donadeu.

Writing – original draft: Michelle M. Haby, Leopoldo A. Sosa Leon, Meritxell Donadeu.

Writing – review & editing: Michelle M. Haby, Leopoldo A. Sosa Leon, Ana Luciañez, Ruben

Santiago Nicholls, Ludovic Reveiz, Meritxell Donadeu.

PLOS NEGLECTED TROPICAL DISEASES Response to White and colleagues

PLOS Neglected Tropical Diseases | https://doi.org/10.1371/journal.pntd.0008592 September 3, 2020 2 / 3

https://doi.org/10.1371/journal.pntd.0008592


References
1. White AC, O’Neal S, Winkler A, Abraham A, Carabin H. The data are inadequate to assess safety and

efficacy of mass chemotherapy for Taenia solium taeniasis. PLoS Negl Trop Dis. 2016; 14(7):

e0008294.

2. Higgins JPT, Green S, editors. Cochrane Handbook for Systematic Reviews of Interventions Version

5.1.0 [updated March 2011]: The Cochrane Collaboration; 2011.

3. Haby MM, Sosa Leon LA, Lucianez A, Nicholls RS, Reveiz L, Donadeu M. Systematic review of the

effectiveness of selected drugs for preventive chemotherapy for Taenia solium taeniasis. PLoS Negl

Trop Dis. 2020; 14(1):e0007873. Epub 2020/01/17. https://doi.org/10.1371/journal.pntd.0007873

PMID: 31945055; PubMed Central PMCID: PMC6964831.

4. Okello AL, Thomas L, Inthavong P, Ash A, Khamlome B, Keokamphet C, et al. Assessing the impact of

a joint human-porcine intervention package for Taenia solium control: Results of a pilot study from

northern Lao PDR. Acta Trop. 2016; 159:185–91. Epub 2016/03/20. https://doi.org/10.1016/j.

actatropica.2016.03.012 PMID: 26992295.

5. Flisser A, Madrazo I, Plancarte A, Schantz P, Allan J, Craig P, et al. Neurological symptoms in occult

neurocysticercosis after single taeniacidal dose of praziquantel. Lancet. 1993; 342(8873):748. Epub

1993/09/18. https://doi.org/10.1016/0140-6736(93)91743-6 PMID: 8103859.

6. Katabarwa M, Lakwo T, Habumogisha P, Richards F, Eberhard M. Could neurocysticercosis be the

cause of "onchocerciasis-associated" epileptic seizures? Am J Trop Med Hyg. 2008; 78(3):400–1.

Epub 2008/03/14. PMID: 18337333.

7. Briss PA, Zaza S, Pappaioanou M, Fielding J, Wright-De Aguero L, Truman BI, et al. Developing an evi-

dence-based Guide to Community Preventive Services—methods. The Task Force on Community Pre-

ventive Services. Am J Prev Med. 2000; 18(1 Suppl):35–43. Epub 2000/05/12. https://doi.org/10.1016/

s0749-3797(99)00119-1 PMID: 10806978.

8. Oxford Centre for Evidence-based Medicine–Levels of Evidence (March 2009): University of Oxford;

2009 [cited 2020 June 26]. Available from: https://www.cebm.net/2009/06/oxford-centre-evidence-

based-medicine-levels-evidence-march-2009/.

9. Groll E. Praziquantel for cestode infections in man. Acta Tropica. 1980; 37(3):293–6. PMID: 6106371.

10. Steinmann P, Utzinger J, Du ZW, Jiang JY, Chen JX, Hattendorf J, et al. Efficacy of single-dose and tri-

ple-dose albendazole and mebendazole against soil-transmitted helminths and Taenia spp.: a random-

ized controlled trial. PLoS One. 2011; 6(9):e25003. Epub 2011/10/08. https://doi.org/10.1371/journal.

pone.0025003 PMID: 21980373; PubMed Central PMCID: PMC3181256.

11. Alonso-Coello P, Schunemann HJ, Moberg J, Brignardello-Petersen R, Akl EA, Davoli M, et al. GRADE

Evidence to Decision (EtD) frameworks: a systematic and transparent approach to making well

informed healthcare choices. 1: Introduction. BMJ. 2016; 353:i2016. Epub 2016/06/30. https://doi.org/

10.1136/bmj.i2016 PMID: 27353417.

12. WHO. WHO Handbook for Guideline Development. Second ed. Geneva: World Health Organization;

2014.

PLOS NEGLECTED TROPICAL DISEASES Response to White and colleagues

PLOS Neglected Tropical Diseases | https://doi.org/10.1371/journal.pntd.0008592 September 3, 2020 3 / 3

https://doi.org/10.1371/journal.pntd.0007873
http://www.ncbi.nlm.nih.gov/pubmed/31945055
https://doi.org/10.1016/j.actatropica.2016.03.012
https://doi.org/10.1016/j.actatropica.2016.03.012
http://www.ncbi.nlm.nih.gov/pubmed/26992295
https://doi.org/10.1016/0140-6736(93)91743-6
http://www.ncbi.nlm.nih.gov/pubmed/8103859
http://www.ncbi.nlm.nih.gov/pubmed/18337333
https://doi.org/10.1016/s0749-3797(99)00119-1
https://doi.org/10.1016/s0749-3797(99)00119-1
http://www.ncbi.nlm.nih.gov/pubmed/10806978
https://www.cebm.net/2009/06/oxford-centre-evidence-based-medicine-levels-evidence-march-2009/
https://www.cebm.net/2009/06/oxford-centre-evidence-based-medicine-levels-evidence-march-2009/
http://www.ncbi.nlm.nih.gov/pubmed/6106371
https://doi.org/10.1371/journal.pone.0025003
https://doi.org/10.1371/journal.pone.0025003
http://www.ncbi.nlm.nih.gov/pubmed/21980373
https://doi.org/10.1136/bmj.i2016
https://doi.org/10.1136/bmj.i2016
http://www.ncbi.nlm.nih.gov/pubmed/27353417
https://doi.org/10.1371/journal.pntd.0008592


Minerva Access is the Institutional Repository of The University of Melbourne

Author/s:
Haby, MM;Sosa Leon, LA;Lucianez, A;Nicholls, RS;Reveiz, L;Donadeu, M

Title:
The viewpoint by White and colleagues critiquing the evaluation of the safety and efficacy of
mass chemotherapy for Taenia solium taeniasis is unsubstantiated

Date:
2020-09-01

Citation:
Haby, M. M., Sosa Leon, L. A., Lucianez, A., Nicholls, R. S., Reveiz, L. & Donadeu, M.
(2020). The viewpoint by White and colleagues critiquing the evaluation of the safety
and efficacy of mass chemotherapy for Taenia solium taeniasis is unsubstantiated. PLOS
NEGLECTED TROPICAL DISEASES, 14 (9), https://doi.org/10.1371/journal.pntd.0008592.

Persistent Link:
http://hdl.handle.net/11343/247616

License:
CC BY

http://hdl.handle.net/11343/247616
CC%20BY

