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Fix-dosing ivermectin regimens in mass drug administration activities.
Is it time to leave the dosing pole behind?
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INTRODUCTION Ivermectin median dose with fixed dose regimen
Ivermectin dose by weight
lvermectin (IVM) is a critical tool for the control of different Neglected Tropical Diseases. In mass drug nc V\’slglﬂ:fer:g df'g';gs"fme"i%m | o _
administration (MDA) campaigns it is dosed adjusted to body weight or height. Dosing IVM by weight or height O S S A (376316 s T et S cp o
has operational disadvantages. In this study we explored an alternative dosing regimen of IVM for MDA activities. 500~ ' | N= 741700 |
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Key points of evidence that triggered this study: % o b o § . g2
« Current dosing regimen of ivermectin tends to underdose (1) g Y s B 400 eree e e e ,
. : a = Dose based on height (dosing pole) o L Fixed dose IVM 3 mg

* Ivermectin is safe even at higher doses than currently recommended (2) S 00 ool T T, = ol B T Fixed dose VM 9 g

 |vermectin appears safe in children with body weight below 15 kg in preliminary data (3) B 4— — Fixed Dose based on age. 2 Y T .

. . ' . : : : (PSAC= 3 mg; SAC= 9 mg; WRA= 18 mg) | | :

Children have an accelerated clearance of IVM, probably requiring higher doses (4) R A - R e o
IVM dosing regimen Age group

METHODS . The median dose of IVM with the usual dosing regimens was below the recommended dose of 200 ug/Kg: 112

ug/Kg (IQR: 215) with weight-based regimens and 181 ug/Kg (IQR: 384) with height-based regimens. While the
median dose achieved with the fixed dose regimen was within the recommended dose: 298 ug/Kg (RIQ: 620).

. Study design: Individual participant data metanalysis (IPD MA).
. Registered at International prospective register of systematic reviews: PROSPERO 2024 CRD42024521610 PI‘OpOI‘tIOIl of recommended dose achieved with different dosmg regimens hy age group
. Data search: datasets containing the variables age, sex at birth, weight and height of individual participants A Pre-School age children B School s
were requested to: 1) DHS program; 2) IDDO; 3) Harvard dataverse; 3) Digital Commons@Becker: ; e - SCN09" g8 ChiLeren
4) Individual studies of STH interventions. . AT IEh R . SHE BRI = ek
. Eligibility: the population groups targeted for STH control in current WHO recommendations were eligible 2 0 | 2 80_ .
(Pre-School Aged Children -PSAC-; School Aged children -SAC- and Woman of Reproductive Age - g 0= é 0= ..
WRA-), irrespective of the goals and outcomes of the studies that enrolled the participants. 2 40 w0 2 o] QB
20| | = 20
. Inclusion criteria: L ol | I . A B &l
1' Sltes Countries Where PC for STH IS recommended; ’ Weight Heilght Fixed Dcl)seSmg ° Welight Heilght Fixed DcI)seng
2. Sex: male and female children and only female adults; IVM dose regimen IVM dose regimen
3. Age group: PSAC (2 to 4 years old); SAC (5 to 15 years old) and WRA (15 to 49 years old).
. Individual data obtained was cleaned from duplicates and missing data and analysed with WHO Anthro
and WHO AnthroPlus software to detect inconsistencies between age, weight and height data.
C. Woman of reproductive age D. Whole study pupulation
WRA (15 to 49 yo) - N= 398,376 PSAC + SAC + WRA - N= 741,700
. The dose in ug/Kg of IVM for each participant according to their weight was calculated using three 100 100+
different dosing regimens: 1) Weight-adjusted dose for 200 ug/Kg; 2) Height - adjusted dose (WHO . al Contraindicatad
dosing pole); 3) Age based fixed-dose of IVM. See table below for details on dosing regimens. ¢ . < [ (<15 kg or <90 cm)*
_5 60— 2 .5 60— I Underdose (< 200 pgr/Kg)
§_ §_ - Recommended dose
2 404 g S o ha (200 - 400 pgr/Kg)
Weight based <15 kg 15 - 24 Kg 25 - 35 Kg 36 - 50 Kg 51 - 65 Kg 66 - 79 Kg A= H I 2 |_| I H |—‘I B = ?abooov? 22]% fg%‘endm st
Helght based <90 cm 90 -119¢cm 120 - 139 cmM 140 - 159 ¢m > 159 Cim " Welight 0 0 Heilgh: 0 Fi;ec;—;)o;e 18 :ng ’ Weligh: o Heilg;':m | 0 F!edlD!eM - peeednodose AT
Age based fixed None PSAC (2 to 4 yo) SAC (5 to 15 yo) WRA (15 to VM dose regimen VM dose regimen
dose 49 yO) * Note: no contraindication criteria was applied for Fixed-dose regimen
. The proportion of participants with underdose (<200 ug/Kg), recommended dose (200 to 400 pg/Kg), . The proportion of individuals of the whole study population that achieved recommended dose of IVM was
above the recommended dose (401 to 600 ug/Kg) or exceeding dose (> 600 pg/Kg) with each dosing higher with fixed dose (79.9 %) versus weight (32.6 %) or height (37.2 %) based regimens. The difference was
regimen was calculated. statistically significant in the comparison of FD with both regimens, p= 0.001
. 1,332,401 subjects from 45 countries were screened for eligibility and 741,700 were finally enrolled. ° Implementing a fixed dose IVM regimen based on age would achieve a high proportion of adequate doses,

reducing the proportion of underdosing and with little risk of exceeding the recommended dose. Added to the
operational advantages of using a single formulation for the entire targeted population.

Participants flow diagram of the IPD MA

c Data requested for screening: . - . c
2 o p(rgérg]n; (nezez) ° E:gg;;r:g;:‘gg;f STH studies Scan here for a poster copy and more information about STOP2030
= Harvard dataverse (n= 26,205) :ﬂﬂg‘f:ﬁf 4%233)??)
%;'; Digital Commons@Becker (n= 26,836) ' )
8 https.//stop2030.org/Echazu-et-al-ivm.pdf

Excluded (n= 518,915)

Raasons:

IPD screened for eleqiility P T
(n=1,332,401) ::ldot e-ligiflfjjlet sit(es (]r'? =3 ggg))

E’ Not eligible age (n= 334,243)
5 REFERENCES:
S 1. Goss CW, O'Brian K, Dubray C, Fischer PU, Hardy M, etal. Dosing pole recommendations for lymphatic filariasis elimination: A height-weight quantile

S —————— elled for Ineoneietoncios regression modeling approach. PLoS Negl Trop Dis. 2019 Jul 17;13(7):e0007541. doi: 10.1371/journal.pntd.0007541. PMID: 31314753; PMCID: PMC6663033.
WHO o plus of anthropometric dato 2. Navarro M, Camprubi D, Requena-Mendez A, Buonfrate D, Giorli G, Kamgno J, et al. Safety of high-dose ivermectin: a systematic review and meta-analysis. J
Antimicrob Chemother. 2020:doi:10.1093/jac/dkz524
3. Jittamala P, Monteiro W, Smit MR, Pedrique B, Specht S, Chaccour CJ, et al. (2021) A systematic review and an individual patient data meta-analysis of
ivermectin use in children weighing less than fifteen kilograms: Is it time to reconsider the current contraindication? PLoS Negl Trop Dis 15(3): €0009144.

Participants included in the IPD MA

% (n=741,700) https.//doi.org/10.1371/journal.pntd.0009144
g PSAC (n=317,401) 4. Brussee JM, Schulz JD, Coulibaly JT, Keiser J, Pfister M. l[vermectin dosing strategy to achieve equivalent exposure coverage in children and adults. Clin
el Pharmacol Ther. 2019 Sep;106(3):661-667. doi: 10.1002/cpt.1456

Funding institutions: Project funded by:

® @ & Bridges to

This project has received funding + Schweizerische Eidgenossenschaft  Faderal Department of Economic Affairs,

3 Thi ject i ted . : i A&t - .

STO P ° 1 - ..I sanger : " bylfhzrg[eocbj IiigﬁﬁrE%CT% from the European Union's Horizon Europe Confedération suisse Education and Research EAER
a8 ™ D (SAVAS |0p ment Joint Undertaking research and innovation programme Confederazione Svizzera State Secretariat for Education,

2 0 3 0 LICONSA ® =8 - institute A under grant agreement No 10110308 Confederaziun svizra Research and Innovation SERI

. Co-funded by
the European Union

Swiss Confederation



mailto:alekrol@mundosano.org
mailto:adrianaechazu@hotmail.com
https://doi.org/10.1371/journal.pntd.0009144

