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SmPC Summary of Product Characteristics 

SSA Site-specific approval 

SUSAR Suspected unexpected serious adverse reaction 

TMF Trial Master File 

TMG Trial Management Group 

UAR Unexpected adverse reaction 

VT Vertical transmission 

WHO World Health Organization 

Executive Summary  
Type of research study  
This is a factorial randomised controlled pilot trial.  
 

The problem to be studied  
Neonatal infection is a leading cause of morbidity and mortality in low income countries, and rates of 
antimicrobial resistance in causative organisms are rising rapidly. Strategies to reduce the incidence 
of neonatal sepsis are urgently required. Early onset neonatal infection (EOS) often results from 
transmission of pathogenic organisms from labouring mothers to their infants. Application of 
antiseptic to the genital tract of labouring women and neonates is potentially a cheap, practical, 
scale-able intervention to reduce transmission of Multi Drug Resistant organisms from mother to 
child and to reduce EOS, however equipoise exists regarding the effectiveness of such an 
intervention. 
 
The objectives  
Primary outcome measures:  

Mothers: change in vaginal and perineal bacterial load (in colony forming units)  

Neonates: change in neonatal skin bacterial load (in colony forming units) 
 
Secondary outcome measures: 

Mothers:  

• Maternal toxicity – score and grade (Tolerability and safety) 

• Change in neonatal skin bacterial load in neonates exposed to maternal antiseptic, compared to 
control 

• Serious adverse events  

Neonates:  

• Adapted neonatal skin condition score (safety) (absolute score and grade)  

• Temperature (change in absolute temperature and grade (hypothermia))  

• Serious adverse events 
 
Methodology 
Setting: 
Hospital labour ward, postnatal ward and neonatal unit in Zomba Central Hospital in Malawi. 
 
Type of participants to be studied:  

Women presenting in labour at any gestation with or without rupture of membranes.  

Neonates born at a healthcare facility within the last 24 hours, weighing >1000g and not born to 
enrolled women. 
 
Interventions to be compared: 
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Antiseptic (3 levels): Chlorhexidine (CHG) concentration 1% vs 2% vs 0.1% Octenidine and 2% 2-
phenoxyethanol) (OHP) application to vagina and perineum in labouring women or whole body in 
neonates.  

Frequency (2 levels): single application vs multiple application [4 hourly (in mothers) or 24 hourly (in 
neonates)].  

Compared to control groups who will receive normal standard of care.  
Randomisation:  

Mothers and neonates are each allocated 1:1:1:1:1:1:1 into 6 intervention arms and 1 control arm. 
Randomisation is by permuted blocks to guard against bias introduced over time, such as outbreaks 
of pathogenic bacteria in the hospital.  

Both strata:  

1% CHG single application  

1% CHG multiple application (mothers: 4hrly; neonates: 24hrly)   

2% CHG single application  

2% CHG multiple application (mothers: 4hrly; neonates: 24hrly)   

0.1% OHP single application   

0.1% OHP multiple application (mothers: 4hrly; neonates: 24hrly) 

Control group  
 
Number of participants: 

Within each group of mothers and neonates, 147 individuals will be recruited – 21 per treatment 
combination or control.  

In addition, babies born to participating mothers will have swabs taken and are included in the total 
participant count. The total sample size will be 441 individuals. 
 
Duration/planned follow-up: 
16 months to complete recruitment and follow-up. Final follow up for both groups will be 28 days 
after enrolment. 
 
Expected findings  
Trial hypothesis: Topical antiseptic use leads to greater reductions in bacterial colonisation in both 
mothers and neonates compared to control. Reduction is greater at higher frequency of application 
and at higher concentration of CHG.   
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1. Background Information  
Infection remains a major cause of neonatal mortality, with serious bacterial infection (SBI) responsible 

for an estimated 680,000 neonatal deaths per year in low income countries (LIC)(1). Gram negative 

pathogens, such as Escherichia coli, and Klebsiella spp., are now the most common cause of SBI in 

many low and middle income countries (LMIC)(2,3). A rise in antimicrobial resistance (AMR) of these 

pathogens has recently been observed, and it is estimated that resistant organisms are responsible for 

30% of all neonatal infectious deaths globally(4). Extended Spectrum Beta-Lactamase producing 

Enterobacteriaceae (ESBL-E)(5,6) are of particular concern in the African context as access to 

carbapenems is limited. 

 

The majority of SBI identified in neonates in LICs appears to be early onset sepsis (EOS), occurring 

within the first 72 hours of life(5,7). A major mechanism of such EOS is through pathogens acquired 

during birth from the maternal perineum and genital tract – so called vertical transmission (VT) from 

mother to child(8–11). There is a high frequency of carriage of ESBL-E in heathy individuals in LMIC, 

ranging from 17- 22% in Africa(12,13) to 46% in the West Pacific region, with a trend towards increasing 

prevalence over time(13). These data highlight the potential for interventions to reduce vertical 

transmission of ESBL-E pathogens in neonatal sepsis. 

 

New strategies to reduce SBI in neonates are urgently required. In high-income countries (HIC) intra-

partum antibiotics have been used to reduce the risk of mother to child transmission of Group B 

Streptococcus (GBS), however both the logistics of widespread administration in LICs and the diversity 

of pathogens coupled with the rise in AMR necessitate an alternative solution for LMIC. Antiseptics - 

which can be used vaginally or applied topically to neonates - are a potential method to reduce VT of 

resistant pathogens as they are cheap, widely used, generally well tolerated, and easy to administer, 

even in resource poor settings. 

 

The most widely used antiseptics in maternal and neonatal populations are topical chlorhexidine (CHG), 

octenidine (OCT) and octenidine 0.1% combined with phenoxyethanol 2% (OHP) (trade name 

Octenisept®). CHG is routinely used for skin cleaning prior to procedures in neonatal units and has 

been shown to significantly reduce skin bacterial load for up to 72 hours following application(14,15). 

OHP is used widely as a treatment for bacterial vaginosis and is used as the routine antiseptic in many 

neonatal units in Europe(16). Importantly some reports have shown higher activity of OCT against gram 

negative organisms compared to CHG(17–20).  

 

A large randomised controlled trial (n=8011) of vaginal and neonatal CHG wipes for the prevention of 

early-onset GBS disease conducted in South Africa from 2004-2006 found no evidence of an effect on 

culture positive or clinically diagnosed EOS(21). However, this study was conducted 15 years ago when 

the epidemiology of EOS differed substantially from that observed today and focused on GBS rather 

than gram negative/drug resistant isolates. In addition, this study took place in a setting with a relatively 

low incidence of culture positive EOS (3/1000 recruited births), involved a large study team which 

significantly improved baseline standards of care independent of the intervention, used low 

concentration of CHG (0.5%), and the majority of labouring women in the intervention arm only received 

one CHG application(21,22). Large, non-randomised studies of CHG vaginal administration conducted 

in LIC prior to this trial had reported substantial reductions in infection related mortality in infants(23,24) 

and a systematic review concluded that intrapartum, vaginal chlorhexidine may reduce neonatal 
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infection/sepsis but the impact of concentration on outcome was unknown(25). A recent Cochrane 

review highlighted the lack of evidence for the use of CHG to prevent non-GBS EOS in neonates(26). 

 

Large pragmatic trials are required to investigate whether antiseptic use in neonates and labouring 

women reduces clinical sepsis in moderate-high incidence settings, particularly with highly resistant 

organisms. However, equipoise exists surrounding the optimal choice of drug, dosing and scheduling of 

antiseptic administration and whether maternal or neonatal administration is more effective. This pilot 

trial aims to investigate the effect of different strategies of topical antiseptic use in labouring women and 

new-born infants on reducing bacterial load in the female genital tract and on the skin of new-borns. 

Results from this trial will inform the design of a planned pragmatic clinical trial of antiseptic use to 

prevent EOS in neonates in LMIC. A complementary trial investigating the optimal antiseptic regime to 

reduce skin bacterial load in low birth weight (LBW) infants admitted to neonatal intensive care units 

(NICUs) - designed to inform antiseptic interventions to reduce late onset sepsis and healthcare 

associated transmission of pathogens in NICUs in Africa and Asia  - has been funded as a pilot by the 

Medical Research Council (MRC – JGHT call, Chief Investigator Prof Sharland). 

 

2. Rationale of the Research Project  
 

This trial will identify the optimal antiseptic strategy for labouring women and neonates to be tested in a 

larger clinical trial of interventions to prevent neonatal sepsis. It is part of a programme of work to identify 

pragmatic, scale-able interventions that can be used in clinical practice to protect neonates in low 

income countries from serious infection. Neonatal sepsis has long-term consequences for affected 

infants, their families and the health care system, with a significant social and economic impact on 

communities in low income countries. Prevention of neonatal sepsis is a therefore a global health 

priority, reflected in the sustainable development goal (SDG) 3.2 to reduce neonatal mortality to as low 

as 12/1000 live births(27). This trial is part of a global effort to address the escalating challenge of 

antimicrobial resistance (AMR). It will provide data to inform antiseptic use to reduce transmission of 

pathogenic bacteria from mothers to infants, including resistant gram-negative bacteria which are 

emerging as a major global cause of serious neonatal infections. Recent child mortality surveillance 

data from sub-Saharan Africa and Asia identified gram negative bacteria as the most common 

contributory pathogens in neonatal deaths(28).  

 

Potential long-term beneficiaries of this research include neonates and their families, health care 

workers, and health systems. Results from this trial, and from research leading on from it, will inform 

public health and infection prevention and control (IPC) strategy at local, national and international 

levels. This is a clinical trial which will be conducted in the maternity, postnatal and neonatal units of a 

busy government hospital in a low-income country. It will provide opportunities for education and training 

on IPC for health care providers and for the families of new-born infants. Follow-up qualitative 

assessments of the acceptability and feasibility of the interventions will be an integral part of the trial. 

These will be shared with local clinical teams to support the development of successful, locally 

appropriate, IPC guidelines. 

 

This pilot trial is one step in a programme of work designed to reduce the burden of neonatal sepsis. A 

clinical trial is planned to follow on from this trial, and the trial will need to be completed and the results 

disseminated, before any positive findings could be incorporated into policy.  
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2.1. Research questions  

What is the optimal strategy in terms of efficacy and safety of using a topical antiseptic applied to i) the 

genital tract in labouring women and ii) the skin in newborn infants, to reduce bacterial load?  

 

3. Aims and objectives 
 

The broad objective is to assess the optimal regime of choice of antiseptic agent and frequency of 

application to reduce bacterial colonization in the genital tract of laboring women and skin of newborns.  

The specific objectives of this pilot trial are: 

To assess the efficacy of different antiseptic agents and regimes, in reducing bacterial load when applied 

to the vagina and perineum of labouring women and the skin of neonates.  

 

To evaluate the safety of administering topical antiseptics to labouring women and to neonates.  

 

4. Methodology 

4.1. Type of Research Study  

The experimental approach is a randomised controlled trial. The trial design incorporates two 

independent strata: labouring women (mothers) and neonates (born to mothers who have not been 

recruited into the trial). The trial design for each group is a 3x2 factorial plus control arm, which enables 

efficient comparison of the choice of antiseptic (drug), the concentration (dose) and frequency of 

application (duration). 

 

4.2. Study Place  

The research setting is in the labour ward, and the neonatal and postnatal ward in Zomba Central Hospital, 

Zomba, Malawi.  

 

4.3. Study Population  

The study will recruit women presenting in labour at any gestation with or without rupture of 

membranes and neonates born in a healthcare facility within the last 24 hours, weighing >1000g and 

not born to enrolled women. 

 

4.4. Study Period  

This study will take 16 months to complete recruitment and follow-up. Final follow up for both groups 

will be 28 days after enrolment. For full study timelines see below.  
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4.5. Sample Size  

The two independent strata each have a factorial design, with an additional control group. Within each 

stratum, 147 individuals will be recruited – 21 per treatment combination or control. Additionally, 147 

babies from mothers in the maternal stratum will also be swabbed at birth.  

Recruitment feasibility has been taken into account during the writing of this protocol. Recent audit data 

(August 2020 – January 2021) in Zomba Central Hospital showed that there were an average of 138 

births a week, which is equal to an average of 19 births per day. Rates of caesarean section ranged 

from 19% to 52%. This indicates that recruitment will be feasible in around 12 months.  

 

The primary endpoints of log colony forming units (CFUs) are widely accepted to be normally distributed. 

Although all-cause mortality is more relevant, and will be used in the planned future trial, it is not feasible 

for this pilot due the increased sample size requirements with a binary outcome. High bacterial load 

(reflected by log CFUs) is associated with increased risk of neonatal sepsis and consequently provides 

a good balance between relevance to the scientific question and power in a pilot trial.  

However, there is very little data on bacterial load in neonates in LMICs. Additionally, bacterial loads are 

expected to differ across locations complicating interpretation of previous studies. For example, previous 

studies in neonates have found varying effects of CHG on log colony counts: a decrease from baseline 

to 24h of 0.2 SD with 1% CHG in Nepal(29) and 2SDs with 2% CHG in the USA(30). Sample size 

calculations used standard formula with Bonferroni adjustment for multiple testing within arms of 

frequency and antiseptic. Within each stratum, 147 individuals randomized to 7 treatment groups, 21 

participants per group, provides 90% power to detect a difference of 0.82 standard deviations (SDs) 

between antiseptics (two-sided α=0.012) and 0.58 SDs between frequencies (α=0.05) (80% power for 

0.72 and 0.50 SDs, respectively). This also provides 90% power to detect a difference of 1.01 SD 

between each antiseptic and control (α=0.012), and 0.90 SD between frequency and control (α=0.025) 

(0.88 and 0.79 SDs at 80% power). These expected effects were judged by clinical and statistical 

members of the team to be sufficient for selecting a treatment regimen for a future trial.  

4.5.1. Selection of participants  

There will be no exceptions to eligibility requirements at the time of randomisation. Questions about 

eligibility criteria must be addressed to the trial management group prior to attempting to randomise the 

participant. 

 

The eligibility criteria are the standards used to ensure that only medically appropriate mothers and 

neonates are considered for this trial. Mothers or neonates not meeting the criteria should not join the 

trial. For the safety of the participants, as well as to ensure that the results of this trial can be useful for 

making treatment decisions regarding other mothers/neonates in similar situations, it is important that 

no exceptions be made to these criteria for admission to the trial. 

 

Those enrolled in the trial will be those who have been admitted to hospital. Mothers or neonates will be 

considered eligible for enrolment in this trial if they fulfil all the inclusion criteria and none of the exclusion 

criteria as defined below.   

 

4.5.1.1. Patient inclusion criteria    

Mothers:  

1. Presenting in labour with or without rupture of membranes  
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Neonates:  

1. Born in a healthcare facility 

2. Postnatal age at randomisation <24 hours  

3. Birth weight >1000g  

4.5.1.2. Patient exclusion criteria    

Mothers: 

1. Under the age of 18 (minor in Malawi)  

2. Any contra-indication to digital vaginal examination  

3. In active labour (regular contractions and/or cervical dilatation of more than 4cm)  

4. Poor perineal and vaginal skin condition as judged by clinician   

5. Planned elective caesarean-section delivery   

6. Known or suspected allergy to chlorhexidine or octenidine or phenoxyethanol  

7. Intrauterine death confirmed or expected before randomsiation  

8. Antiseptic application or enrolment in the trial determined inappropriate in the opinion of the 

enrolling clinician 

9. Any recent or planned (within 4 hours) iodine application to the perineum or vagina 

10. Unable to obtain consent   

Neonates: 

1. Born by planned elective caesarean section  

2. Born to mothers recruited in the trial  

3. Poor skin condition (skin score of 2 or more in any of three domains (see Appendix I)) at the time 

of enrolment  

4. Known congenital or acquired skin disorder or defect at time of enrolment  

5. Antiseptic application or enrolment in the trial determined inappropriate in the opinion of the 

enrolling clinician   

6. Any recent or planned (within 4 hours) iodine application to body 

7. Any planned or previous lumbar puncture  

8. Unable to obtain parental or guardian consent   

 
4.5.2. Co-enrolment guidelines  

Co-enrolment in previous or future trials is considered in Section 4.5.5.3.  

 

4.5.3. Informed consent and withdrawal of consent  

Posters advertising the trial will be displayed in the antenatal ward, antenatal clinic and labour ward of 

Zomba Central Hospital. Where possible, information about the trial will be given antenatally. The poster 

contains the contact information of the coinvestigator and consultant obstetrician at Zomba Central 

Hospital for the trial team, for pregnant women or parents/carers who wish to obtain more information.  

 

Maternal - Participant approach and consent:  

Before the research midwife approaches a woman about the trial, she will check with the clinical team 

if there is any reason that this would be inappropriate. The clinical team will therefore act as gatekeepers 

for any participants, ensuring that they are both eligible and considered to be in a stable mental and 

physical condition before being approached, preventing unwanted disturbance.   
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Women who are already known to be in active labour will not be approached by the research midwife, 

and will not be eligible for inclusion. 

 

Women who have been deemed appropriate for being approached will then be provided with a 

participant information leaflet, in a language they understand. The trial and the contents of the participant 

information leaflet will be verbally explained to them and they will be free to ask any questions. The 

women may take as much time as they need to discuss with their partners and consider joining the trial; 

but will be made aware that women in active labour will not be eligible for inclusion.   

 

Newborns:  

Parents/carers of newborns will be given information about the trial including a participant information 

leaflet in a language they understand. They will have the trial and contents of the participant information 

leaflet verbally explained to them and will be free to ask any questions about the trial. They may take as 

much time as they need to consider joining the trial, but will be made aware that only babies up to 24 

hours old can be enrolled.  

 

Both: 

The doctor or midwife seeking consent, who will be fully trained in consent procedures, will confirm 

understanding of the important points of the trial. 

 

It will be made completely and unambiguously clear that participation is voluntary and the labouring 

woman or parent/carer is free to refuse to participate in all or any aspect of the trial, at any time and for 

any reason, without incurring any penalty or affecting the treatment of the Mother or the baby.  

 

Only following this formal written consent can be sought. Signed consent will be kept by the investigator 

and documented in both the labouring woman’s and the neonate’s notes and a copy given to the 

participant or neonate’s parent/carer. Consent may be given using a thumbprint with signed agreement 

from an independent witness.   

 

If a participant or newborn’s parent/carer choses to discontinue trial treatment but remains willing to 

follow other trial procedures and follow-up schedule, the participant may remain in the trial “on-study, 

off-study treatment”. However, if they do not wish to remain on trial follow-up, their decision must be 

respected and the participant will be withdrawn from trial follow-up. The sponsor should be informed of 

this in writing using the appropriate documentation. Prior to transferring to routine follow-up, the 

participant or parent/carer will be asked whether they would be happy to have assessments performed 

as for the final study visit. They would be at liberty to refuse any or all individual components of the 

follow-up assessments and their wishes should be respected.  

 

If follow-up is stopped early, the pseudonymised medical data collected during their participation in the 

trial will be kept and used in the analysis of the trial results; consent cannot be withdrawn for the use of 

historical pseudonymised data already collected. 

 

4.5.4. Pre-randomisation procedures 

Written informed consent to enter into the trial and be randomised will be obtained from Mothers (for 

their own participation) or parents/carers (for neonate participation) after explanation of the aims, 

methods, benefits and potential hazards of the trial and before any trial-specific procedures are 

performed.  
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For enrolment to the maternal stratum: mothers will be approached on admission to the labour ward, 

and when initial routine clinical procedures and communication have already been completed. For 

enrolment to the neonatal stratum: parents/carers will be approached after their baby has been admitted 

to the neonatal or post natal ward, and after initial routine clinical procedures and communication have 

been completed. 

 

4.5.5. Randomisation  

4.5.5.1. Randomisation practicalities  

Randomisation will be performed using a random number generated as implemented in the statistical 

computing environment R. Randomisation will be by permuted blocks (random block sizes of 7 or 14 

participants) to guard against bias introduced over time, such as outbreaks of pathogenic bacteria in the 

hospital. Participants will be randomised 1:1:1:1:1:1:1 to the 6 treatment and 1 control arms. 
 

Randomisation will be built into electronic data systems using algorithms developed by the data 

management team at the Malawi Liverpool Wellcome Trust (MLW). The participant’s trial number, 

treatment allocation and the date of randomisation will be entered into the trial register at the site.  

 

4.5.5.2. Randomisation codes and unblinding  

The allocation will not be blinded as this is not practical given the number of factors evaluated. However, 

the primary end point (total bacterial load in colony forming units (CFUs)) is quantitative in nature and 

will be assessed by laboratory staff blinded to randomisation. See Section 10.1.1 for further information. 

 

4.5.5.3. Co-enrolment guidelines and reporting  

Co-enrolment in another interventional trial is not permitted for the duration of follow-up. Co-enrolment 

in other non-interventional (i.e. observational) studies may be allowed but should be discussed with the 

trial management group before enrolment.  

 

4.6. Treatment of patients  

4.6.1. Introduction  

All women and neonates will receive routine hospital care as laid out in local policies and guidelines for 

all procedures, except for the interventions of the trial including antiseptic application and the trial’s 

clinical and microbiological assessments. Labouring women and neonates will be randomised into one 

of the 7 arms of the trial 1:1:1:1:1:1:1 as follows:  

 

Figure 3: Trial arms 
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4.6.2. Trial treatments   

At the point of recruitment baseline clinical and demographic data will be collected for all participants, 

and a baseline skin assessment performed and documented.  

 

Participants in both strata, other than those randomised to the control group, will be randomised to either 

1% CHG, 2% CHG or Octenidine dihydrochloride 0.1% phenoxyethanol 2% (OHP, trade name 

Octenisept®), at different frequencies (see above). Each application will be recorded in the appropriate 

CRF.  

 

4.6.2.1. Justification for Choice of Intervention 

4.6.2.1.1. Maternal strata 

CHG is the most widely used antiseptic in labour and is on the WHO list of essential medicines(31). 

One percent CHG was well tolerated in labouring women from Zimbabwe(32,33), however, two 

 A) Maternal Strata (n=147)                                                       B) Neonatal Strata (n=147) 
 

 
1% Chlorhexidine 

 
2% Chlorhexidine 

0.1% Octenidine 
2% 
Phenoxyethanol 

Once Only (n=21) 

4-hourly (n=21) 

Once Only 
(n=21) 

4-hourly (n=21) 

Antiseptic  Frequency 

Once Only 
(n=21) 

4-hourly (n=21) 

Control (n=21) 
(Standard of Care) 

 
1% Chlorhexidine 

Once Only (n=21) 

Antiseptic  Frequency 

 
2% Chlorhexidine 

0.1% Octenidine 
2% 
Phenoxyethanol 

24-hourly (n=21) 

Once Only 
(n=21) 

24-hourly (n=21) 

Once Only 
(n=21) 

Control (n=21) 
(Standard of Care) 

24-hourly (n=21) 
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applications were required to achieve an ~80% reduction in bacterial load. This study will test CHG in 

concentrations up to 2% to determine if increasing concentration of CHG leads to increased efficacy. 

Concentrations will be limited to 2% because of a rare case report of mucosal damage with higher 

concentrations(34).  

 

There is good data on safety and tolerability of OCT 0.1%  (35,36) and OHP in female 

populations(18,37,38) and some evidence that OCT (and OHP) has improved action against gram 

negative organisms compared to CHG, particularly in the presence of organic material. We have 

elected to test the standard available preparation of 0.1% octenidine with 2% phenoxyethanol (OHP).  

Antiseptic application in labour is invasive and requires personnel; interventions must therefore be 

limited to the minimum necessary to achieve adequate reductions in bacterial load. However, there is 

some evidence that more than one intervention may be required for optimum effect (see above). We 

therefore plan to compare a single vaginal cleansing intervention with 4 hourly repeat interventions up 

to a maximum of 6 applications, a frequency well tolerated by labouring women in Zimbabwe and 

consistent with WHO recommendations for frequency of vaginal examination during labour(33,39). A 

control arm receiving standard of care will also be recruited.  

4.6.2.1.2. Neonatal strata  

CHG is used in neonatal units (NNUs) in concentrations from 0.2-4%(40–43). Previous large- scale 

studies of CHG to decolonise neonatal skin have used concentrations towards the lower end of the 

range(22); however babies born in LMIC with high levels of environmental contamination may require 

relatively high concentrations to achieve effective decolonisation. This study will use an upper limit of 

2% CHG because of rare reports of skin damage with concentrations of CHG ≥2%, although these are 

mostly limited to infants <1000g at birth(44). This trial is only recruiting neonates with a birth weight 

>1000g. OCT 0.1% and 0.1% Octenidine 2% Phenoxyethanol (OHP) are the standard antiseptics in 

neonatal unit’s in Germany and there are published data on safety in neonates(16), including 

premature newborns(45). This study of OHP in premature newborns also demonstrated that although 

phenoxyethanol undergoes cutaneous absorption, it almost completely metabolizes to 2-

phenoxyacetic acid, which can be detected in the urine. As with the maternal strata, OHP will be 

tested at a single concentration because of limited published data.  

Previous studies from high income countries have documented a significant decline in skin bacterial 

load for up to 48 hours following a single topical application of CHG(14), however infants from LMIC 

may be exposed to high levels of environmental contamination during birth and in the postnatal period. 

This study will therefore compare a single antiseptic application to 24 hourly repeat applications until 

discharge, up to a maximum of 72 hours. Twenty-four hourly applications were selected as the 

maximum feasible to scale up in a LMIC setting. A control arm receiving standard of care will also be 

recruited.  

4.6.2.2. Maternal treatment 

The antiseptic will be applied to the vagina and perineum. Participants will receive the intervention 

according to the frequency schedule they were assigned to (either single application or 4 hourly [during 

working hours, up to 6 applications]), aligned with routine maternal vaginal examinations.  
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Further details can be found in the MOP.  

 

Before an antiseptic is applied or swabs are taken, a toxicity assessment will be performed (see 
Appendix II). This will assess for vaginal/vulval irritation, erythema, skin breakdown and swelling (more 
details in Section 4.7.3).  
 

The normal bathing and washing regime will be permitted.   

 
4.6.2.3. Neonatal treatment 

The antiseptic will be applied topically to the whole body with the same volume of CHG/OHP, excluding 

the face to avoid the eyes. 

 

Before an antiseptic is applied, the neonate’s temperature will be measured and the skin condition score 

assessment will be performed. Whilst treatment is being applied, precautions should be taken to keep 

the baby warm and also to avoid pooling of the antiseptic around the baby. After the application, the 

neonate should be re-dressed and their body temperature will be measured after 15 minutes. The 

neonate should be observed for skin reactions at 30 minutes after each application.  

 

In the case of rare and highly unlikely accidents such as splash injury to the eye from antiseptic, flush 

the affected area with copious saline as quickly as possible and inform the local paediatric services. See 

MOP for further details.  

 

The normal bathing, washing and cord care regime delivered by the nursing staff or family will be 

permitted.   

 
4.6.2.4. Dispensing  

Antiseptic will be transported to the ward in pre-defined concentrations. Containers for individual use 

will be prepared on the ward and labelled for clinical trial use, adding the trial number to each container 

immediately after randomisation. These containers should not be shared with any other trial participants 

or patients outside the trial. Further details will be provided in the Manual of Procedures (MOP). 

 

4.6.2.5. Dose interruptions and discontinuations  

Doses and concentrations will not be modified after the participant has been randomised. Consideration 

of temporary or permanent discontinuation of antiseptic use should be made at the discretion of the 

treating clinician in the following circumstances:  

Mothers: 

• Concerns over perineal skin/vaginal mucous membrane integrity: score >=3 in any category 

immediately before antiseptic application or >2 in 2 or more categories (see Appendix II)  

• Any reason or change in clinical condition the treating clinician deems antiseptic application is 

not appropriate (i.e. antepartum haemorrhage)  

Neonates:  

▪ Hypothermia < 36.0C immediately before antiseptic application 

▪ Skin score >2 in any category immediately before antiseptic application (see Appendix I)  

▪ Neurological disturbance  

When antiseptic is temporarily stopped for any reason, an assessment will be performed at the time of 

the next scheduled application and the clinician will determine whether it should be re-started. Treatment 
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interruptions and discontinuation and the reason for this should be recorded as appropriate on the trial 

CRFs. 

 
4.6.2.6. Stopping CHG/OHP early (permanent discontinuation)  

Stopping antiseptic permanently before the 6th application or birth (mothers) or discharge/72 hours 

(neonates) will be decided by the clinician. Possible reasons for permanent discontinuation would 

include relevant change in maternal or neonatal condition as decided by the clinician, or significant 

toxicity possibly related to the IMP as identified by the vaginal toxicity assessment and the neonatal skin 

score. Standard of care will then be delivered as decided by the local clinician.  

 
4.6.2.7. Handling cases of overdose  

For the purposes of this trial, overdose will be defined as more than 4 hourly in the mothers or more 

than once daily application in the neonates. Any additional doses given will be recorded on the treatment 

CRF and an AE form completed. Adverse reactions due to this would be expected to be similar to those 

described in Section 4.7.3 and will be recorded and reported in the same way as other adverse reactions 

(see Section 5).  

 
4.6.2.8. Accountability and unused products  

The antiseptic to be used for the trial will be stored separately from routine supplies in a designated 

section of the pharmacy, the ward or other appropriate location. The product will be designated for strict 

use for trial participants. The designated trial pharmacist or midwife will confirm receipt of supplies prior 

to the commencement of the trial. Inventories will be conducted regularly, and logs returned to the main 

pharmacy as detailed in the MOP. Inventories will comply with applicable local regulation, GCP and the 

protocol. 

 

On no account should any product assigned to a participant be used for anyone else. Unused trial 

product must be returned to the main pharmacy if a participant is withdrawn from treatment before 

completing their randomised duration of therapy or if there is any remaining product. Procedures for 

product distribution, labelling, accountability and destruction will be detailed in the Pharmacy MOP. 

Product accountability will be regularly monitored and the remaining stocks checked against the 

amounts dispensed. At the end of the trial, all remaining products will be disposed of.  

 

4.6.3. Control group  

Control groups in both strata will receive routine clinical care. The current WHO recommendation during 

routine vaginal examination is to wash with clean water. Each antiseptic application that occurs will be 

recorded.  

 

Any topical antiseptic or antimicrobial (all routes) that are used will be recorded on CRFs/worksheets, 

along with indication for its use.  

 

Both control groups will receive swabs and toxicity assessments as per the schedule (see Section 4.7, 

Table 1, and Table 2). The control groups will receive regular assessments, including AE’s, the neonates 

will also receive daily temperature and skin assessments.  
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4.6.3.1. Compliance and adherence  

If a participant in a control group receives antiseptic skin application, this may be due either to 

inadvertent application (e.g. due to error thinking the participant is in an intervention group), or due to 

routine use of antiseptic. Both will be recorded on trial CRFs. In the case of use for a specific purpose 

related to routine clinical care, this will be recorded but not classified as a protocol deviation, whereas if 

a participant inadvertently receives an application designed for a participant randomised into an 

intervention group, then this will be recorded as a protocol deviation.  

 

4.6.4. Unblinding/unmasking  

NeoVT-AMR is an open label trial and therefore there is no unblinding/unmasking. 

 

4.6.5. Protocol treatment discontinuation   

In consenting to the trial, mothers and parents/carers are consenting to trial treatment, trial follow-up 

and data collection. However, a participant may stop treatment early for any reason, including:  

 

Both strata:  

▪ Withdrawal of consent for treatment by the mother or parent/ carer  

▪ Unacceptable toxicity or adverse event 

▪ Intercurrent illness that prevents further treatment  

▪ Any change in the participant’s condition that justifies the discontinuation of treatment in the 

clinician’s opinion 

▪ Inadequate compliance with the protocol treatment in the judgement of the treating clinician 

As participation in the trial is entirely voluntary, the mother or parent/carer may choose to discontinue 

the trial treatment at any time without penalty or loss of benefits to which they are otherwise entitled. 

Although the mother or parent/carer is not required to give a reason for discontinuing their trial treatment, 

a reasonable effort should be made to establish this reason while fully respecting their rights. 

 

Participants should remain in the trial for the purpose of follow-up and data analysis (unless the mother 

or parent/carer withdraws their consent from all stages of the trial). If a participant is withdrawn from 

follow-up, refer to Section 4.7.4.   

 

4.6.6. Compliance and adherence  

Adherence to allocated interventions will be recorded on CRFs/worksheets.  

 

4.6.7. Non-trial treatment     

4.6.7.1. Medications permitted  

After entry into the trial, any concomitant medication which is required is permitted, including any 

antimicrobials. All antiseptics and antibiotics will be recorded on CRFs. 

 

4.6.7.2. Medications not permitted 

All medications are permitted if necessary as deemed by participant’s medical team.   

 

4.6.7.3. Medications to be used with caution 

Iodine has a known cosmetic interaction with octenidine. If applied within four hours of one another, the 

skin will discolour to a deep purple colour, which has no clinical significance and fades completely over 
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time. The exclusion criteria for both the labouring women and neonates exclude patients with any 

planned iodine use. In the case where iodine is needed and octenidine has been applied as part of the 

trial, chlorhexidine will be used instead of iodine. This is in line with latest WHO guidance. 

 

Chlorhexidine may be required for routine care in any group, such as an invasive procedure or cord 

care. Whenever used outside of the trial procedures this will be recorded in the CRF and will not be 

considered as a protocol deviation if it is for routine care.  

4.7. Assessments and follow-up 

4.7.1. Trial assessment schedule  

4.7.1.1. Maternal strata 

 

Table 1: Trial procedures in maternal strata 

 

On days assigned to maternal recruitment, eligibility will be assessed by trial midwives. Labouring 

women who meet all of the inclusion and none of the exclusion criteria will be provided with a participant 

information leaflet, have the trial verbally explained and given the opportunity to have their questions 

answered. Informed consent will be recorded (Section 4.5.3). 
 

Visit number 1 2 3 4 5 6 7 8 9 

Visit name Screeni

ng 

Randomi

sation 

      Post 

delivery 

Final 

follow 

up 

Day in trial  0 0 0 0 0 1 1 1  28 

Time in trial     0hr 4hr 8hr 24hr 28hr 32hr   

All participant mothers           

Eligibility X          

Participant Information Leaflet X          

Informed consent X          

Enrolment form and randomisation   X         

Baseline data collection   X         

Newborn’s swabs (peri-rectal/rectal + 

cervical/neck) - post delivery  

  
 

    
 

X  

Final follow up           X 

Participants in single application 

arms  

          

Antiseptic application    X        

Clinical assessment (toxicity + AE)    X X X X X X X  

Swabs (vaginal + perineal)   X X X X X X   

Participants in multiple application 

arms (4hrly)  

          

Antiseptic application    X X X X X X   

Clinical assessments (toxicity + AE)   X X X X X X X  

Swabs (vaginal + perineal)    X X X X X X   

Participants in control group           

Clinical assessments (toxicity + AE)   X X X X X X X  

Swabs (vaginal + perineal)   X X X X X X   
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An enrolment form will be completed and data entered into the database. Participants will be randomised 

(Section 4.5.5.1) and have baseline data collected, including medical history, gestational age, co-

morbidities and antibiotic history. 

 

Assessment and treatment regime will be according to allocation: 

 

All maternal participants:  

Toxicity assessment: the toxicity assessment will include both questions about symptoms (of irritation) 

and a visual inspection of the vulval area (for erythema, skin breakdown and swelling) by trial staff. The 

assessment will take place immediately before the swabs at 4 hourly intervals during working hours on 

day 1 and day 2, or until birth if sooner and post delivery. More details can be found in Section 4.7.3 

and Appendix II. 

 

Swab: Swabs (low vaginal and perineal) will be taken at baseline (0 hr) and then 4 hourly on day 1 and 

day 2 (during working hours), or until birth (whichever is first). The swab timing will be recorded in a 

CRF. See MOP for further details on how to take swabs.  

 

If the vaginal and perineal area is heavily soiled prior to the swabs and antiseptic application, it will be 

cleaned, as per routine clinical practice. Further details can be found in the MOP.  

 

Swab of babies: Babies born to enrolled mothers will have swabs (peri-rectal/rectal and cervical/neck) 

collected after birth to assess bacterial load. The time this is taken will be recorded.  

 

Final follow-up: On day 28 (+/- 7 days) after enrolment, final follow up will occur either by phone call or 

hospital visit. If a hospital visit is chosen, appropriate compensation will be provided for travel and time 

in line with local standard policies. Vital status will be ascertained, together with occurrence of adverse 

events (including clinically defined sepsis and any unscheduled visits to healthcare providers) and follow 

up of any reported potential side effects that were present.  

 

Maternal participants in single application arms: 

Antiseptic: The antiseptic will be applied once to the vagina and perineum (more details Section 4.6.2.1) 

after the 1st assessment and swab. Following this, routine care at vaginal examination’s will continue. 

Any antiseptic that is applied as part of routine care will be recorded on the CRF.    

 

Maternal participants in multiple application arms: 

Antiseptic: The antiseptic will be applied to the vagina and perineum 4 hourly during working hours, up 

to a maximum of 6 times (more details Section 4.6.2.1), after each swab and assessment of toxicity. 

 

Maternal participants in control group:   

Antiseptic application: any antiseptic that is applied as part of routine care will be recorded on the CRF. 

Antiseptic will be applied after the toxicity assessment and swabs.  

 

Recruitment will continue until the sample size has been met. Missing swabs and incomplete follow up 

will be monitored closely and additional patients may be recruited to meet the required number of swabs.   
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4.7.1.2. Neonatal strata  

Table 2: Trial procedures in neonatal strata  

Visit number  1 2 3 4 5 6 

Visit name Screening Randomisation Intervention Follow up 

Day in trial 0 0 1 2 3 28 

All participant neonates  

Eligibility X       

Parent/carer information 

leaflet 

X       

Informed consent X       

Enrolment form and 

randomisation  

 X      

Baseline data collection  X       

Assessment and treatment 

according to allocation 

(see below)  

  

 

 

  

 

Final follow up        X 

Participants in single application arms 

Clinical assessment 

(temperature, skin score + 

AE)  

  X X X X  

Swabs (peri-rectal/rectal 

and cervical/neck) 

  X X X X  

Antiseptic application    X     

Participants in multiple application arm (24 hourly)  

Clinical assessment 

(temperature, skin score + 

AE) 

  X X X X  

Swabs (peri-rectal/rectal 

and cervical/neck) 

  X X X X  

Antiseptic application    X X X X  

Participants in control group 

Clinical assessment 

(temperature, skin score + 

AE) 

  X X X X  

Swabs (peri-rectal/rectal 

and cervical/neck) 

  X X X X  

 

Eligibility will be checked by trial staff. Parents/carers of neonates who meet all of the inclusion and none 

of the exclusion criteria will be provided with a participant information sheet, have the trial verbally 

explained and given the opportunity to have their questions answered. Informed consent will be 

recorded (Section 4.5.3). 
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An enrolment form will be completed and data entered into the database. Participants will be randomised 

(details in Section 4.5.5.1) and have baseline data collected, including antenatal history, estimated 

gestational age, birth weight, labour duration, mode of delivery, co-morbidities, and intrapartum and 

postpartum antibiotic history. 

 

Assessment and treatment regime will be according to allocation: 

 

All neonatal participants: 

Skin score: Skin will be assessed according to the skin score in Appendix I before each swab or 

antiseptic application at screening and once daily thereafter (at 24 and 48 hours) until discharge or 72 

hours. For babies assigned to antiseptic application, skin score will also be assessed 30 minutes after 

antiseptic application.  

 

Swab: Swabs (peri-rectal/rectal and cervical/neck) will be taken at baseline (0 hrs) and then at 24 hours, 

48 hours, and 72 hours, or until discharge (whichever is sooner).  

 

The timing of swabs will be recorded in a CRF. See MOP for further details on how to take swabs. 

 

Final follow-up: On day 28 (+/- 7 days) after enrolment final follow up will occur either by phone call or 

hospital visit. If a hospital visit is chosen by the parents/carers, appropriate compensation will be 

provided for travel and time in line with local standard policies. Vital status will be ascertained, together 

with occurrence of serious adverse events (including clinically defined sepsis and any unscheduled visits 

to healthcare providers).  

 

Neonatal participants in single application arms: 

Temperature: Temperature will be measured before antiseptic application, 15 minutes post application 

and once daily before the swabs thereafter until discharge or 72 hours.   

 

Antiseptic: The antiseptic will be applied to the whole body (except face) (more details Section 4.6.2.3) 

after the 1st swabs.  

 

Neonatal participants in multiple application arms: 

Temperature: Temperature will be measured before every antiseptic application and 15 minutes post 

application. 

 

Antiseptic: The antiseptic will be applied to the whole body (except face) after each assessment and 

swabs: at baseline, and at 24 hours, 48 hours and 72 hours or discharge (more details Section 4.6.2.3).  

 

Neonatal participants in control group:  

Temperature: Temperature will be recorded at baseline and once daily before the swabs thereafter until 

discharge or 72 hours.  

 

4.7.2. Microbiology procedures for assessing efficacy   

Efficacy will be measured as change in colony forming units (CFUs) from baseline (the swabs at 

randomisation before antiseptic application).  
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To allow comparison across groups, all women in labour (regardless of randomisation group) will have 

a swabs taken at baseline (0 hrs), 4 hours, 8 hours, 24 hours, 28 hours, and 32 hours and all neonates 

(regardless of randomisation group) will have swabs taken at baseline, 24 hours, 48 hours and discharge 

or 72 hours.  

 

Additionally, to provide an estimate of the effect of maternal intervention in the newborn, babies born to 

mothers in the maternal stratum will have swabs (peri-rectal/rectal and cervical/neck) taken after birth. 

The timing of these swabs will be recorded on a CRF.  

 

Table 3: Schedule of swabs from maternal and neonatal strata  

*Participants will be swabbed as per schedule or until delivery/birth (maternal strata) or discharge from the 
hospital (neonatal strata), whichever comes first.  

#Newborns born to women from the maternal strata will be swabbed only once immediately after birth and will 

not receive any interventions. 

 

Swabs will be vortexed in liquid transport medium, inoculated in serial dilutions on MacConkey and 

blood agar, and read after 24 hours incubation. Both total bacterial load (total CFU) and pathogen 

species will be recorded. Simultaneous inoculation onto extended spectrum beta-lactamase producing 

selective CHROMagar will be used to identify ESBL-E. Species identity will be confirmed by API.  

  

Consent will be gained for use of samples in future microbiological analyses. 

  

Swabs will be processed in the Malawi-Liverpool-Wellcome Trust microbiology laboratory, Blantyre. 

They will be securely couriered there from the trial site, using appropriate methods to control sample 

temperature. Two swabs will be taken and one disposed of after primary microbiological processing, 

and clones of bacteria will be kept in the Wellcome Trust research laboratory, Blantyre. The second 

 Maternal Strata* Newborns born to mothers 
from Maternal Strata# 

Neonatal Strata* 

Time from 
intervention 

Frequency of intervention Frequency of intervention Frequency of intervention 

Single Multiple Control   Single    Multiple    Control   Single Multiple Control 

Post Delivery                                ✓              ✓            ✓  

Baseline     ✓    ✓     ✓             ✓     ✓      ✓ 

4 hours     ✓            ✓               ✓                          

8 hours     ✓      ✓    ✓                   

12 hours                                                                                                             

16 hours                       

20 hours             

24 hours     ✓      ✓    ✓        ✓     ✓     ✓ 

28 hours     ✓      ✓    ✓     

32 hours     ✓      ✓    ✓     

48 hours         ✓                ✓              ✓   

72 hours       ✓     ✓     ✓ 
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swab will be retained for up to 5 years to permit future microbiological analysis of the vaginal microbiota. 

Further details are outlined in the MOP. 

 

 

4.7.3. Procedures for assessing safety  

Mothers:  

The summary of product characteristics for Octenisept® states that the undesirable effects of burning, 

redness, itching and warmth at application site occur rarely (>1/10,000 <1/1,000) and allergic contact 

reaction occurs very rarely (<1/10,000). The summary of product characteristics for CHG states that 

allergic or irritation reactions such as erythema, rash, pruritis, blisters and local symptoms such as 

burning sensation, pain and inflammation occur very rarely (<1/10,000). 

The incidence of these events has not been studied specific to vaginal and perineal application. These 

will be monitored for at the 4 hourly toxicity assessments (as described in Appendix II). Toxicity 

assessments will be performed at the same time points for all enrolled women, to provide unbiased 

comparisons across randomised groups. The toxicity score will be considered as both an absolute value 

and graded.   

 

Adverse events will be checked for regularly during admission. They will be reported as described in 

Section 5. The final follow up at day 28, which will be over telephone or in person visit, will check for 

adverse events and status of toxicity reported during admission.  

 

Neonates:  

Safety will be assessed using a modified skin score which assesses the skin condition, and presence 

of erythema, dryness, and any other sign of skin damage (see Appendix I)(46,47). This will be performed 

before each application of antiseptic and 30 minutes after application. The skin score will be considered 

as both an absolute value and graded. Skin score assessments will be performed once every day on all 

babies to provide unbiased comparisons across randomised groups. 

 

Temperature will be monitored before and 15 minutes post every antiseptic application. For neonates in 

the once only and control arms temperature will be measured daily. Guidelines for repeating the 

temperature if it is out of range will be outlined in the clinical MOP.  

Hypothermia will be graded as follows: 

▪ Grade 1: 35.5 - 36.0C 

▪ Grade 2: 35.4 - 35.0C 

▪ Grade 3: 34.0 - 34.9C 

▪ Grade 4: <34.0C 

Other adverse events will be monitored for daily and reported as described in Section 5.  

 

4.7.4. Early stopping of follow-up   

If a mother or parent/carer (who gave consent) chooses to discontinue their own or their baby’s trial 

treatment, the participant should be encouraged not to leave the whole trial to allow follow up. If the 

mother or parents/carers do not wish themselves or their baby to remain on trial follow-up, however, 

their decision must be respected, and the participant will be withdrawn from the trial completely. The 

SGUL team and MLW trial team should be informed of this in writing via email and early stopping 

detailed in the CRF.  
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The medical data collected during the neonates or mother’s participation in the trial will be kept for 

research and analysis purposes, in a pseudonymised format (identified only by their trial number).  

 

4.7.5. Patient transfers   

If a participant moves from the trial hospital to another hospital during the trial, further application and 

assessments related to the trial will not be continued at the other hospital.  

 

4.7.6. Follow-up  

Upon discharge from Zomba hospital, mothers and parents/carers will be provided with the trial team’s 

contact details and information on signs to monitor for and inform the trial team about. They will be 

advised to return to hospital if they have any concerns. Swabs and antiseptic application will not continue 

after discharge and participation will not impact duration of inpatient stay. Final follow up for both groups 

will occur at 28 days (+/- 7 days) via telephone, or at a visit in the hospital. Compensation for time and 

travel to the hospital will be provided.  

 

4.7.7. Recruitment team  

Recruitment will be led by research midwives who will be employed by MLW. They will be responsible 

for approaching and recruiting participants, and for completion of trial procedures. Training in trial 

methodology will be led by the trial management group in collaboration with MLW. Training on GCP and 

clinical trials methodology will be led by MLW. This will include training before the trial commences, and 

regular refresher training and quality control exercises.  

 

4.8. Data Collection and Generation 

4.8.1. Methodologies for data collection/generation  

Baseline, treatment and follow up data including information about all antibiotics and concomitant topical 

medication received will be recorded on CRFs from recruitment to final follow up at day 28. 

 

Source data in Malawi will be collected electronically directly into REDCapTM databases specifically 

designed for the trial by the data management team in Malawi, with additional installation, operational 

and performance qualification developed by the Malawi data team. REDCapTM is a secure web-based 

application. Clinical and demographic data will be entered in real-time in English. Clinical samples will 

be linked to participant data through individually issued barcode labels. Laboratory data will be managed 

using the preLINK LIMs system. Wherever possible laboratory data will be uploaded electronically or 

using barcodes to avoid transcription errors.  

 

4.8.2. Data quality and standards  

Electronic data capture forms will be compliant with regulatory requirements for clinical trials, following 

the principles of ICH-GCP and the UK Data Protection Act 2018 and GDPR. Standard operating 

procedures (SOPs) will be developed and followed to ensure consistency and transparency across the 

teams and personnel that will be handling the data and to ensure the correct and confidential 

management of data. On recruitment all participants will be given a unique trial identification number 

and their data will be uncoupled from personal identifiers. Data will be collected and stored in 

accordance with international GCP guidelines and SGUL information governance and data 

management policies.  
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4.9. Data Management and Quality Assurance     

4.9.1.  Central monitoring 

The site will be responsible for its own data entry and local trial management. Data will be entered into 

the trial database directly at the site. Data stored on the central REDCapTM database will be checked by 

SGUL or delegated team for missing or unusual values (range checks). If any problems relating to data 

quality are identified, the site will be contacted and asked to verify or correct the entry.  Reminders will 

be sent for any overdue and/or missing data with the regular inconsistency reports of errors.  

 

Other essential trial issues, events and outputs will be detailed in the Monitoring Plan that is based on 

the trial-specific Risk Assessment.  

 
4.9.2.  On site monitoring  

The frequency, type and intensity for routine monitoring and the requirements for triggered monitoring 

will be detailed in the Monitoring Plan. This plan will also detail the procedures for review and sign-off. 

 

A detailed site initiation meeting with training will be performed at the trial site by staff from MLW either 

face to face or online. The site initiation meeting will include training in the administration and toxicity 

profile of trial products, as well as the trial procedures.  

 
4.9.3.  Direct access to patient records  

Participating investigators should agree to allow trial-related monitoring, including audits, ethics 

committee review and regulatory inspections by providing direct access to the REDCap database, 

source data and documents as required. Mothers and parental/caregiver consent for this must be 

obtained. Such information will be treated as strictly confidential and will in no circumstances be made 

publicly available. 

 

The trial data and consent should all be verifiable from source documents which may include paper 

notes.  

 

The investigator/institution should maintain adequate and accurate source documents and trial records 

that include all pertinent observations on each of the participants. Source data should be attributable, 

legible, contemporaneous, original, accurate, and complete. Changes to source data should be 

traceable, should not obscure the original entry, and should be explained if necessary (e.g., via an audit 

trail). 

 

4.9.4.  Data management, documentation and curation  

Data capture forms will be designed with validity criteria built in to minimise data entry error and regular 

data checks will be conducted to identify data discrepancies and errors using specifically designed 

algorithms and data checks. This will be managed by the Malawi data management team with oversight 

from the trial PI. Data will be stored for 20 years as per SGUL’s research data management and records 

management policies and Medical Research Council "Good Research Practice: Principles and 

Guidelines" July 2012. 
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4.9.5.  Data security and confidentiality  

4.9.5.1. Formal information/data security standards  

On recruitment all participants will be given a unique trial identification number and their data will be 

uncoupled from personal identifiers. The electronic data will be held on a secure server at MLW, with 

data extracted periodically to a secure server at SGUL. Data will be exported to CSV format to enable 

sharing and long-term validity of the data. Only the trial PIs, trial data management team, and the 

statistical team will have access to the data.  

All data will be collected, processed and retained in accordance with SGUL’s information governance 

and data management policies. SGUL’s information security policies, procedures and standards are 

compliant with the NHS Data Security and Protection Toolkit and are Cyber Essentials Plus certified. 

SGUL and MLW are REDCapTM consortium partners each having a dedicated server which uses Secure 

Sockets Layer to protect data in transit.  

4.9.5.2. Main risks to data security  

Data will be captured in the field and may need to be temporarily kept on trial electronic devices - in this 

instance the electronic devices will be encrypted and password protected. To mitigate the risks of data 

loss, data on the server will be backed up daily by both MLW and SGUL IT network onto storage disk 

and tape storage.  

4.9.5.3. Confidentiality  

We plan to follow the principles of the EU General Data Protection Regulation (GDPR) as well as being 

compliant with data laws in Malawi. In particular, the investigator must ensure that participant’s 

anonymity will be maintained and that their identity is protected from unauthorised parties. Participants 

will be assigned a trial identification number and this will be used on CRFs; they will not be identified by 

name. The investigator will keep securely a trial register showing trial identification numbers, initials and 

date of admission, date of birth and age at admission, held only at the local site. The unique trial number 

(or laboratory tracking number) will identify all laboratory specimens, CRFs, and other records and no 

names or initials will be used on forms or samples, in order to maintain confidentiality. Date of birth will 

be collected as a data item since all babies will be under 28 days old and hence is needed to calculate 

age precisely. Names will be written on signed informed consent documents, but these will be stored 

separately to CRFs. 

 

All records will be kept in locked locations. Clinical information will not be released without written 

permission, except as necessary for monitoring by the trial monitors. 

 

4.9.6. Data sharing and access   

4.9.6.1. Suitability for sharing  

To maximise the scientific outputs of the trial anonymised data may be shared with collaborators and 

the wider research community.  

4.9.6.2. Discovery by potential users of the research data  

Due to the potential sensitivity of the data, the data will be made available on a controlled access basis, 

with descriptive information on the data publicly available on clinical trial and institutional repositories 

along with information on how researchers will be able to access the data.  

4.9.7.  Data Governance of access 

This will normally be at the approval of the trial management group, in accordance with SGUL policy for 
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controlled data access. Controlled access data will be shared under standard data sharing agreements.  

4.9.8. Restrictions or delays to sharing, with planned actions to limit such 

restrictions  

Prior to sharing all data will be made anonymous. Trial participants will be consented for anonymous 

sharing of their data at the point of recruitment.  

4.10. Statistical considerations   

4.10.1. Method of randomisation  

Randomisation codes will be generated using a random number generator, as implemented in common 

statistical software packages. The randomisation codes will be kept on an electronic database which 

the mobile device used by the clinical staff will connect to when they initiate the randomisation of a 

participant. The mobile device will, during this connection, retrieve the randomised treatment group 

allocation for the next participant on the randomisation list. The design will not be blinded as this is not 

practical given the factors evaluated. However, the efficacy endpoint (bacterial colonisation) will be 

assessed by laboratory staff blinded to randomisation. 

 

4.10.2. Outcome measures  

4.10.2.1. Co-primary outcome measures  

Mothers: 

• Change in vaginal and perineal bacterial load (in colony forming units) 

 

Neonates: 

• Change in neonatal skin bacterial load (in colony forming units) 

 
4.10.2.2. Secondary outcome measures  

Mothers:  

• Maternal toxicity – score and grade (tolerability and safety)  

• Bacterial load in neonates exposed to maternal antiseptic, compared to control  

• Serious adverse events 

Neonates:  

• Adapted neonatal skin condition score (safety) (absolute score and grade)  

• Temperature (change in absolute temperature and grade (hypothermia)) 

• Serious adverse events  

 

4.10.3. Interim monitoring and analyses  

A DMC Charter will be drawn up that describes the membership of the DMC, terms of reference, 

decision-making processes, and the timing and frequency of meetings. The DMC will meet around the 

time the trial starts (without reviewing any data) to ensure they are familiar with its design and conduct. 

They will formally review data halfway through planned recruitment. They may call additional meetings 

at any time at their discretion. In addition, SARs will be sent in real time during the trial to the DMC.  

 

The DMC can recommend premature closure or reporting of the trial, or that recruitment to any 

randomised group be discontinued or modified. Such recommendations would be made if, in the view 

of the DMC, there is an unacceptable rate of adverse reactions. There will be no early stopping for 
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clinical efficacy because this pilot trial is powered only to detect differences in skin bacterial load, not 

clinical efficacy outcomes. See Section 8.2 for details on DMC membership. 

 

4.10.4. Analysis plan (brief)  

The analyses will be described in detail in a full Statistical Analysis Plan. This section summarises the 

main issues. 

 

The primary analysis population is intention-to-treat, including all randomised participants, regardless of 

treatment received. This corresponds to estimating the impact of the effectiveness of the treatments. 

However, in secondary analyses we will also use inverse-probability weighting methods to adjust for 

deviation from randomised strategy, which is a more efficient approach than defining a per-protocol 

population.39  

 

Analysis of the co-primary endpoints will compare within-individual differences over time across 

randomised arm to maximise the information gained from the trial. Analysis will use linear mixed-models, 

with individual as a random effect, will adjust for baseline values of each outcome, and use Normally 

distributed errors. Analysis will be both frequentist, enabling straightforward comparison between arms 

(primary analysis since sample size is based on this), and Bayesian, enabling estimation of the 

probability that one arm is truly superior to another. This is more powerful when sample sizes are small 

as use of priors provides additional information. Sensitivity analysis to prior assumptions will be 

performed using optimistic, non-informative and sceptical priors.  

 

The effect of each treatment arm will be assessed within a single model with each factor being fitted 

independently as a factor, and not as a continuous variable. Comparison of main effects within arms will 

be assessed using the estimate and 95% confidence interval of the comparison of differences between 

factors and in comparison, to control. As this is a pilot trial, the sample size was not powered to robustly 

detect interactions between treatment and frequency and so we will not test these formally, but will use 

exploratory analyses to assess whether there is any evidence supporting individual interactions testing 

each one, one at a time.  

 

Similar mixed models will be used to analyse change in skin temperature after vs before each 

application, including individual as a random effect, the change in temperature as the outcome and the 

pre-application (baseline) temperature as a factor.  

 

Frequency of SAEs will be tabulated by randomised group, and compared using exact logistic models 

(or time-to-event models if AEs occur in >10% of the trial population overall). SAEs will also be tabulated 

by grade. Similar analyses will be conducted for the AEs in Appendix III. 

 

A Statistical Analysis Plan will be written and approved by the DMC before the first interim analysis is 

reviewed by the DMC. 

 

4.11. Results Presentation and Dissemination of Findings  

The TMG is responsible for access to the data and bacterial isolates generated from the NeoVT-AMR 

trial; trial data are not the property of individual participating investigators or healthcare facilities where 

the data were generated.  
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- Publications include papers (including abstracts) for presentation at national and international 

meetings, as well as the preparation of manuscripts for peer-reviewed publication. In order to 

avoid disputes regarding authorship, it is important to establish a consensus approach that will 

provide a framework for all publications derived in full or in part from this clinical trial.  

 

- All publications are to be approved by the TMG before submission for publication. Any 

publication arising before the end of the trial (not by randomised groups) will also be approved 

by the DMC in order to ensure that the primary objective of the trial (the randomised comparison) 

is not compromised. The TMG will resolve problems of authorship and maintain the quality of 

publications. 

 

- Results of publicly-funded research should be freely available, manuscripts arising from the trial 

will, wherever possible, be submitted to peer-reviewed journals which enable Open Access via 

UK PubMed Central (PMC) within six months of the official date of final publication.  

 

- For all publications, the TMG will nominate a chairperson or approve an individual’s request to 

chair a manuscript writing committee. The chair will usually be the primary or senior author. The 

chairperson is responsible for identifying fellow authors and for determining with that group the 

order of authorship that will appear on the manuscript. The TMG will resolve any problems of 

authorship and maintain the quality of publications. 

 

- The TMG will maintain a list of investigators to be presented in an appendix at the end of the 

paper. This list will include investigators who contributed to the investigation being reported but 

who are not members of the writing committee, together with all relevant expert advisors and 

members of the DMC. All families who participated in the trial will be thanked as a group (not by 

name). In principle, sub-study reports should include all investigators for the main trial, although 

in some instances where a smaller number of investigators have made any form of contribution, 

it may be appropriate to abbreviate the listing. All headline authors in any publication arising from 

the main trial or sub-studies must have a made a substantive academic or project management 

contribution to the work that is being presented. “Substantive” must be defined by a written 

declaration of exactly what the contribution of any individual is believed to have been. In addition 

to fulfilling the criteria based on contribution, additional features that will be considered in 

selecting an authorship group will include the recruitment of babies who contributed data to any 

set of analyses contained in the manuscript and/or the conduct of analyses (laboratory and 

statistical), leadership and coordination of the project in the absence of a clear academic 

contribution. 

 

- The data derived from this clinical trial are considered the property of the Sponsor. The 

presentation or publication of any data collected by the participating investigators on participants 

entered into this trial is under the direct control of the TMG (and the DMC before the end of the 

trial). This is true whether the publication or presentation is concerned directly with the results of 

the trial or is associated with the trial in some other way. However, although individual 

participating investigators will not have any inherent right to perform analyses or interpretations 

or to make public presentations or seek publication of any of the data other than under the 
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auspices of and with the approval of the TMG (and the DMC before the end of the trial), they will 

be encouraged to develop sub-studies or propose analyses subject to the approval by the TMG 

(and the DMC before the end of the trial). Any requests for access to raw data will be welcomed 

as long as they are scientifically valid and do not conflict with the integrity of the trial or ongoing 

analyses by the trial team  

The research will be conducted at the Malawi-Liverpool-Wellcome Trust clinical research programme 

(MLW). This institute has a strong history of collaborative research with the local community and has a 

very strong science communication team.  

 

A copy of the final report and any published paper(s) or abstracts of papers read at conferences out of 

the research findings will be submitted to each of the following:- 

 
- The College of Medicine Research and Ethics Committee (COMREC) 

- College of Medicine Library 

- The Health Sciences Research Committee (through the COMREC Secretariat) 

- The University Research and Publication Committee (URPC) (through the COMREC 

Secretariat) 

Research findings will be disseminated via presentations at local and international conferences and 

scientific meetings, including the annual Malawi College of Medicine research dissemination day, 

Results will be published on institute, University and hospital websites. 

 

To safeguard against possible bias affecting the data collection, outcome data by randomised group will 

not be revealed to the participating investigators until the data collection phase and primary full analysis 

of the trial has been completed. The DMC will be monitoring the outcome results and may recommend 

that the trial be stopped for safety reasons. 

 

5. Safety reporting  
The principles of GCP require that both investigators and Sponsors follow specific procedures when 

notifying and reporting adverse events or reactions in clinical trials. These procedures are described in 

this section of the protocol. Section 5.1 lists definitions, Section 5.2 gives details of the investigator 

responsibilities and Section 5.3 provides information on the SGUL responsibilities. 

 

5.1. Definitions  

The definitions of the EU Directive 2001/20/EC Article 2 based on the principles of GCP, which is in line 

ICH E2A apply to this trial protocol. These definitions are given in Table 3.  

 

Table 4: Definitions 

TERM DEFINITION 

Adverse Event (AE) Any untoward medical occurrence in a patient or clinical trial 

subject to whom a medicinal product has been administered 

including occurrences that are not necessarily caused by or 

related to that product. 

Adverse Reaction (AR) Any untoward and unintended response to an investigational 

medicinal product related to any dose administered. 
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Unexpected Adverse Reaction (UAR) An adverse reaction, the nature or severity of which is not 

consistent with the information about the medicinal product in 

question set out in the Summary of Product Characteristics 

(SmPC) or Investigator Brochure for that product. 

Serious Adverse Event (SAE) or 

Serious Adverse Reaction (SAR) or 

Suspected Unexpected Serious 

Adverse Reaction (SUSAR) 

Respectively any adverse event, adverse reaction or 

unexpected adverse reaction that:  

▪ Results in death 

▪ Is life-threatening a 

▪ Requires hospitalisation or prolongation of existing 

hospitalisation b 

▪ Results in persistent or significant disability or 

incapacity 

▪ Consists of a congenital anomaly or birth defect 

▪ Is another important medical condition c 

▪ Cancer – new onset and recurrent d 

▪ Immune dysfunction – autoimmune and immune 

deficiency diseases d 

 
A The term life-threatening in the definition of a serious event refers to an event in which the patient is at risk of death at the 

time of the event; it does not refer to an event that hypothetically might cause death if it were more severe, for example, 

a silent myocardial infarction. 
B Hospitalisation is defined as an inpatient admission, regardless of length of stay, even if the hospitalisation is a precautionary 

measure for continued observation. Hospitalisations for a pre-existing condition, that has not worsened or for an elective 

procedure do not constitute an SAE. 
c Medical judgement should be exercised in deciding whether an AE or AR is serious in other situations. The following should 

also be considered serious: important AEs or ARs that are not immediately life-threatening or do not result in death or 

hospitalisation but may jeopardise the subject or may require intervention to prevent one of the other outcomes listed 

in the definition above; for example, a secondary malignancy, an allergic bronchospasm requiring intensive emergency 

treatment, seizures or blood dyscrasias that do not result in hospitalisation or development of drug dependency. 
d The Pharmacy and Medicines Regulatory Authority of Malawi recognise Cancer and Immune Dysfunction as reportable 

serious adverse experiences  

 

5.1.1. Product  

The trial is testing CHG and OHP for topical use on the perineum and vagina of labouring women or the 

skin of neonates.  

 

5.1.2. Adverse events   

Adverse Events include: 

▪ An exacerbation of a pre-existing illness 

▪ An increase in frequency or intensity of a pre-existing episodic event or condition 

▪ A condition (even though it may have been present prior to the start of the trial) detected after 

trial product administration 

▪ Continuous persistent disease or a symptom present at baseline that worsens following 

administration of the trial treatment 

Assessment of adverse events (AEs) is challenging in neonates since standard adult grading scales do 

not apply; for example, normal ranges of laboratory parameters vary with age and normal function is 

difficult to specify. Adverse events will therefore be assessed using an adapted version of the DAIDS 
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scale for neonates, that has been used in previous neonatal trials by groups such as IMPAACT(48), 

including studies conducted for regulatory FDA approval (Appendix III).  

 

Each adverse event will be assessed at each scheduled assessment and graded by the investigator 

according to the Adapted DAIDS score for neonates, reproduced from the IMPAACT network(48) and 

maternal adverse event grading, reproduced from the “Common Terminology Criteria for Adverse 

Events (CTCAE)” (Appendix III).   

 

Maternal toxicity and neonatal skin reactions and hypothermia will be separately assessed as part of 

secondary outcomes and graded according to the classification shown in Appendix I, II and Section 

4.7.3.  

 

5.1.3. Safety management   

In the case of adverse events, standard operating procedures will be available for events including 

hypothermia, skin damage, as well as rare and highly unlikely events such as splash injury to the eye 

from antiseptic and allergic reactions.  

 

5.1.4. Exempted adverse events    

Adverse Events do not include: 

▪ Medical or surgical procedures associated with delivery (including caesarean sections) 

▪ Pre-existing disease or a condition present before treatment that does not worsen 

▪ Hospitalisations where no untoward or unintended response has occurred, e.g., social 

admissions 

▪ Overdose of medication without signs or symptoms 

5.2. Investigator responsibilities     

Presence of non-serious AEs in Appendix III will be documented in CRFs at each scheduled visit.  

 

All AEs meeting the seriousness criteria defined in Table 4, should be notified to SGUL using the SAE 

Form within 24 hours of the investigator becoming aware of the event.  

 

5.3. Investigator assessment  

5.3.1. Seriousness  

When an AE occurs, the trial team member responsible for the care of the participant must first assess 

whether or not the event is serious using the definition given in Table 3. If the event is serious, then an 

SAE Form must be completed within 24 hours of the investigator becoming aware of the event.  

 
5.3.2. Severity or grading of adverse events  

AEs, serious or not serious, should be graded using the Adapted DAIDS score for neonates, reproduced 

from the IMPAACT network38 (Appendix III) or the maternal adverse event grading, reproduced from the 

“Common Terminology Criteria for Adverse Events (CTCAE)” (Appendix III).  

 
5.3.3. Causality  

The investigator must assess the causality of all serious events in relation to the trial treatment using 

the definitions in Table 4. There are five categories: unrelated, unlikely, possible, probable, and definitely 

related. If the causality assessment is unrelated or unlikely to be related, the event is classified as an 
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SAE. If the causality is assessed as possible, probable or definitely related, then the event is classified 

as an SAR. 

 

Table 5: Assigning Type of SAE Through Causality 

RELATIONSHIP DESCRIPTION SAE TYPE 

Definitely There is clear evidence to suggest a causal relationship and 

other possible contributing factors can be ruled out. 

SAR 

Probable There is evidence to suggest a causal relationship and the 

influence of other factors is unlikely. 

SAR 

Possible There is some evidence to suggest a causal relationship (for 

example, because the event occurs within a reasonable 

time after administration of the trial medication). However, 

the influence of other factors may have contributed to the 

event (for example, the patient’s clinical condition, other 

concomitant treatments). 

SAR 

Unlikely There is little evidence to suggest that there is a causal 

relationship (for example, the event did not occur within a 

reasonable time after administration of the trial medication). 

There is another reasonable explanation for the event (for 

example, the patient’s clinical condition, other concomitant 

treatment). 

Unrelated 

SAE 

Unrelated There is no evidence of any causal relationship Unrelated 

SAE 

 

If an SAE is considered to be related to trial treatment and CHG or OHP is stopped, refer to Section 

4.6.2.5. for more information on dose interruptions and discontinuations. 

 
5.3.4. Notification  

SGUL, the College of Medicine Research and Ethics Committee (COMREC) and the Pharmacy and 

Medicines Regulatory Authority (PMRA) should be notified of all SAEs within 24 hours of the investigator 

becoming aware of the event. Investigators should provide notification of all SAEs occurring from the 

time of signature of the informed consent form until 28 days after randomisation.  

 

The SAE Form must be completed by a trained clinical team member (named on the Signature List 
and Delegation of Responsibilities Log, who is responsible for the participant’s care; this will be either 
the Principal Investigator or another medically qualified person with delegated authority for SAE 
reporting). Due care should be paid to the grading, and assessment of causality of the event, as 
outlined above. In the absence of the responsible investigator, the form should be completed and 

signed by a member of the site trial team and emailed to neovtamr@sgul.ac.uk. The initial report 
must be followed by detailed, written reports as appropriate.  
 

The minimum criteria required for reporting an SAE are the trial number and date of birth, name of 

investigator reporting, the event, and why it is considered serious. 

 

Follow-up: participants must be followed up until clinical recovery is complete or until the event has 

stabilised. Follow-up should continue after completion of protocol treatment if necessary. A further SAE 
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Form, indicated as ‘Follow-up SAE Form’ should be completed and emailed to the SGUL team as 

information becomes available (or where a small amount of fields are updated, the original SAE form 

may be modified following GCP). Extra, annotated information and/or copies of test results may be 

anonymised and provided separately. The participant must be identified by trial number and date of 

birth. The participant’s name must not be used on any correspondence and should be deleted from any 

test results. 

 

Staff should follow the Zomba Central Hospital’s procedure for local notification requirements and the 

reporting timelines as outlined for local applicable regulations. This will be further detailed in the SOP. 

 

SAE REPORTING  

Within 24 hours of becoming aware of an SAE, please email a completed SAE form to 

neovtamr@sgul.ac.uk.  
 

5.4. SGUL (sponsor) responsibilities   

Medically-qualified staff at SGUL and/or the Chief Investigator (or a medically-qualified delegate) will 

review all SAE reports received and assess expectedness as necessary. The causality assessment 

given by the local investigator at the hospital cannot be overruled; in the case of disagreement, both 

opinions will be provided in any subsequent reports. 
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6.  Ethical considerations  

6.1. Compliance 

6.1.1. Regulatory compliance  

The trial complies with the principles of the 1996 version of the Declaration of Helsinki. It will also be 

conducted in compliance with the approved protocol, the principles of ICH Good Clinical Practice (GCP) 

as laid down by the ICH topic E6 (R2).  

 
6.1.2. Site compliance  

The site will comply with the above and also with applicable national guidelines. The site will inform the 

sponsor as soon as they are aware of a possible serious breach of compliance, so that they can report 

this breach if necessary as per relevant regulatory requirements. For the purposes of this regulation, a 

'serious breach' is one that is likely to affect to a significant degree: 

▪ The safety or physical or mental integrity of the subjects in the trial, or  

▪ The scientific value of the trial.  

 

6.2. Ethical conduct  

6.2.1. Ethical considerations  

By necessity this trial recruits potentially vulnerable groups (labouring women, neonates). Every care 

will be taken to respect women and newborns at this time and to ensure that recruitment and 

participation does not interfere with clinical care.  

 

The autonomy of women and parents/carer’s will be protected throughout the trial and during the 

informed consent process. Risk of coercion will be reduced by separating the role of the clinical team 

and the researchers, with the clinical team acting as advocates for their patients. Care will be taken to 

gain and record written informed consent at an appropriate time before enrolment. Before consent is 

obtained, women and parents/carers will be fully informed of known risks and possible benefits by a 

participant information leaflet, and this will be reinforced by discussions with the trial research team. 

Additionally, the woman and their partner will have opportunity to discuss the study and have any 

questions answered. Women who are already known to be in active labour will not be approached by 

the research midwife, and will not be eligible for inclusion. Further information is in Section 4.5.3 (Section 

4.5.3). 

 

Antiseptic and swabs will be administered by trial staff at the time of planned vaginal examinations to 

minimise interruption to clinical care. Condition of the external mucous membranes will be examined 

prior to administration and antiseptic will not be applied if they are damaged or inflamed or if the 

participant has reported any severe side effects. 

 

One ethical concern in this trial relates to potential skin or mucous membrane damage. Antiseptics, 

including CHG and OHP, are widely used for skin disinfection in neonates and mothers and are typically 

well tolerated. The main risk is with high concentrations (>2%) in extremely low birth weight/preterm 

neonates (<1kg/<28 weeks), among whom skin reactions have been observed, particularly when 

chlorhexidine is combined with alcohol. Hypothermia has also been observed after skin cleansing with 

chlorhexidine on the first day of life. This trial will exclude neonates less than 1kg at enrolment which 

will minimise, although not entirely eradicate these risks. However, close and regular monitoring of the 
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skin with a standardised skin condition scoring system, and temperature checking after application will 

allow chlorhexidine to be discontinued at the discretion of the local clinician. 

 

Importantly, safety concerns are one of the main rationale for this pilot trial, in order to identify the safest 

but most effective regimen which could be tested in a larger trial aiming to reduce neonatal sepsis and 

mortality.  

  

Safety will be closely monitored throughout the trial by an independent data and safety monitoring 

committee, and interventions will be stopped if there are any concerns regarding safety.  

 

Confidentiality of the mothers, newborns and their parents/care-givers will be maintained throughout the 

trial. Data submitted on CRFs at the trial site and SGUL will be identified only by the trial number.  

 

The final follow up will occur on day 28 by telephone or an in person visit at Zomba Central Hospital. If 

participants or parents/carers do not have access to a telephone, they will be asked to attend for a short 

visit at the hospital. They will be offered appropriate compensation (K1200) for this day 28 follow up. 

This is in line with local policies to reimburse their travel expense and time spent at the visit (which is 

anticipated to take <30 minutes), but not too much as to incentivise participation in the trial(49).  

 

For the staff involved in the trial, no risk is expected as appropriate personal protective equipment, such 

as gloves, will be used for antiseptic application. 

 

6.2.2. Ethical approvals  

Prior to initiation of the trial at clinical sites, the protocol, consent forms and information materials to be 

given to participants will be submitted for ethical approval in Malawi - the COMREC and in the UK – 

SGUL ethics committee. Following ethical approval, all documents will be submitted to the PMRA for 

approval. Any amendments will be submitted for approval.  

6.3. Trial closure  

End of trial is defined as 18 months after the last scheduled follow-up visit of the last randomised 

participant. This is to ensure sufficient time for data submission, data cleaning, verification of queries, 

database lock and final analysis. The trial site will be closed once data cleaning is completed at that 

site, and the ethics committee and any relevant regulatory authorities will be informed. 

 

7.  Indemnity   
The Sponsor of the trial is St George’s, University of London. In consideration of the agreement by the 

Principal Investigator at the site to supervise the trial, the sponsor undertakes to indemnify the Principal 

Investigator and the institutions which participate in the trial and their employees and agents in respect 

of any claims made against them by any third party which arises out of or as a result of the supervision 

or conduct of the trial (including any claim arising in respect of the technical procedures described in the 

protocol which participants would not have been exposed to but for their participation in the trial). Full 

details of the Indemnity agreement are given in a separate document. Cover against claims arising from 

medical negligence is not included. 
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8.  Oversight and trial committees  

There are several groups involved with the oversight of the trial, detailed below. 

8.1. Trial management group (TMG)  

A Trial Management Group (TMG) will be formed comprising the Chief Investigator, other lead 

investigators (clinical and non-clinical) and members of SGUL. The TMG will be responsible for the day-

to-day running and management of the trial.  

 

8.2. Independent data monitoring committee (DMC)  

An independent Data and Safety Monitoring Committee (DMC) will be formed. The Chair will be 

Professor Elizabeth Molyneux, the independent member will be Professor Pisake Lumbiganon (Khon 

Kaen University) and the statistician will be Marc Henrion (Malawi Liverpool Wellcome Trust). The DMC 

will be the only group who sees the confidential, accumulating data for the trial. Reports to the DMC will 

be produced by the trial statistician(s). The DMC will meet at the beginning of trial to become familiar 

with the protocol, then approximately halfway through expected recruitment. The DMC will consider data 

using the statistical analysis plan (see Section 4.10.4) and will advise the TMG. The DMC can 

recommend premature closure or reporting of the trial, or that recruitment to any randomised arm be 

discontinued. 

 

Further details of DMC functioning, and the procedures for interim analysis and monitoring are provided 

in the DMC Charter. 

  
8.3. Role of the trial sponsor  

St George’s, University of London, is the Sponsor. Responsibility for implementation of the trial, 

including arrangements for adequate management, monitoring, including safety, and reporting will be 

delegated to MLW. Data analysis and reporting is delegated to the MRC CTU.  

 

9.  Patient and public involvement  
There are no existing patient and public involvement groups for those admitted to the labour ward, 

postnatal ward or the neonatal unit at Zomba Central Hospital.  The time of labour, birth and the 

postnatal period is a sensitive area of clinical research. Within this pilot trial, there is no specific resource 

to set up formal patient and public involvement, but we will explore with the participating women and 

parents/carers of babies recruited into this pilot trial their potential interest in being involved in future 

engagement around a larger trial, particularly in terms of the potential acceptability of the intervention, 

and differing cultural practices around use of skin products in newborn babies and in labouring women. 

Therefore, this pilot trial will assess the feasibility of establishing parent/carer groups and identifying 

possible parent/carer representatives for a future larger trial. 

 

9.1. Possible Constraints  

All clinical aspects, from recruitment to follow up, will be conducted by dedicated trial staff who will feel 

comfortable and trained in trial prosses and procedures. This will reduce the burden of the trial on clinical 

staff and removes barriers such as time constraints. Staff in the relevant departments will be briefed 

about the trial so they are aware that the trial is taking place.  
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Midwives and obstetricians local to Zomba Central Hospital have been consulted in the writing of this 

protocol to ensure it is acceptable and practical for local procedures.  

 

Recruitment feasibility has been taken into account during the writing of this protocol. Recent audit data 

(August 2020 – January 2021) in Zomba Central Hospital showed that there were an average of 138 

births a week, which is equal to an average of 19 births per day. Rates of caesarean section ranged 

from 19% to 52%. This indicates that recruitment will be feasible in around 6 to 9 months. The pragmatic 

study design has been formulated to ensure that there is minimal interference with routine clinical care.  

 

Demand on participating women in labour has been kept to a minimum as antiseptic application will 

occur during routine VE’s.  For the newborn’s in the neonatal strata, the antiseptic application and trial 

related assessments will be timed to not impact routine care and feeding. Antiseptic application and trial 

procedures will stop at discharge and participation in the trial will not impact duration of inpatient stay. 

We anticipate low dropout rates as only the day 28 trial visit is scheduled to take place after discharge; 

this follow up will occur over the phone or in person at the hospital (reimbursement will be paid for this 

in person visit).   

 

The IMP is being procured centrally and will be available in sufficient supply prior to study  

commencement. 
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10.  Funding and Justification 

 

 
FEC Funded amount 

(GBP) 
Funded amount (MKW) 

Malawi-Liverpool-Wellcome Trust: 

DIRECTLY INCURRED COSTS 

Staff £ 38,977.77 £ 38,977.77 39,407,152.13 MWK 

Lab Consumables 
(including storage 
of samples) 

£ 22,308.53 £ 22,308.53 22,554,282.49 MWK 

Clinic 
Consumables 
(including 
stationary, clinic 
expenses and 
shipping costs) 

£ 3,726.00 £ 3,726.00 3,767,045.90 MWK 

IMP  £ 500.00 £ 500.00 505,508.04 MWK 

Staff 
Miscellaneous 

£ 1,300.00 £ 1,300.00 
1,314,320.90 MWK 

Research Support  £ 15,400.00 £ 15,400.00 15569647.59 MWK 

Patient 
reimbursement on 
day 28 FU 

£240 £240  
242643.86 MWK 

Ethics and 
Regulation Fees 

£ 10,860.00 £ 10,860.00 
10,979,634.60 MWK 

    

INDIRECT COSTS £ 6,772.00 £ 6,772.00 6,846,600.90 MWK 

Sub – Total  £ 100,084.30 £ 100,084.30 101,186,836.40 MWK 

    

TOTAL funded by 
MRC 

£ 112,472.41 £ 109,995.40 111,207,117.85 MWK 

 
Converted using https://ec.europa.eu/info/funding-tenders/how-eu-funding-works/information-

contractors-and-beneficiaries/exchange-rate-inforeuro_en 

 

Rates as of December 2020 £1= 1011.01608MWK 

 

Cost  Justification  

Staff –directly incurred 
Posts  

 

One and a half midwives in Malawi will be necessary to consent and 

recruit women and to administer the intervention to women and to infants. 

The study will recruit over 6 months. We will employ midwives for 9 

months to allow for training and for any necessary follow up following 
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study completion, (£14.6K). The laboratory work for this study will all be 

done in Malawi. The primary end-point for this study is microbiological in 

nature and this requires intensive microbiology work. A full-time 

laboratory technician will be employed for 9 months to undertake this 

work, (£10.5K).This study is a clinical trial of two intervention agents 

which will need preparation as investigational medicinal products (IMP). 

This will require support from clinical trials pharmacy and this study will 

contribute 15% FTE of a pharmacist to support this, (£5K).The majority of 

the data management will occur at the Malawi Liverpool Wellcome Trust 

and data management time is included in the directly incurred costs from 

Malawi. Data management and project management at St George’s, 

University of London (SGUL) will be given in-kind. 

Staff –directly 

allocated 

This is a pilot study with limited resources, and so directly allocated costs 

have been minimised with a substantial amount of work being given to 

this study in-kind. Dedicated time has been allocated for the Principle 

Investigator and local study Co-Investigators to provide oversite to the 

study. Specifically Professor Sharland (0.01FTE) will provide overall 

oversight for the study. Dr Emily Beales will co-ordinate the study. 

Professor Sarah Walker from MRC-Clinical Trials Unit at University 

College London (MRC-CTU/UCL) will give her contribution in-kind. To 

deliver the statistical analysis required by this study 2.5% FTE salary 

contribution will be made to Michelle Clements, a statistician at the MRC-

CTU/UCL. She will provide support with analysis and interpretation of the 

results. Professor Feasey (0.026FTE) from Liverpool School of Tropical 

Medicine (LSTM) will support the microbiology within Malawi. Professor 

Lissauer (0.01FTE) from University of Liverpool will provide obstetric 

expertise. This will be supported by Dr Gadama (0.02FTE)in Malawi. Dr 

Dube (0.05FTE) will provide neonatal and paediatric oversight in Malawi. 

Dr Kumwenda (0.05FTE) in Malawi will lead the qualitative components, 

(£8.3K). 

Other directly 

incurred costs 

Consumables will be required to recruit participants, prepare the 

interventional product, administer interventional agents, collect swabs and 

to conduct the microbiological analysis required. These include paper and 

stationary, containers, aprons, sterile gloves, swabs, agar plates and 

media and inoculation loops. Chlorhexidine will be procured in-country. 

Octenidine Phenoxyethanol will be supplied from the manufacturer. 

Shipping for consumables has been included in the budget. Research 

consumables are estimated at £26,000. This study will be managed as a 

clinical trial and costs for the appropriate approvals and data 

management are incorporated (approximately £28,300). Patient 

reimbursement for day 28 follow up visit will be provided as a flat rate, 

£1.20 per patient and £240 in total.  

Estates and indirect 

costs 

The estate and indirect costs have been included for staff at SGUL, 

LSTM, University of Liverpool and MRC-CTU/UCL, (£4K). The indirect 

and overhead costs have also been included at 10% for University of 

Malawi, College of Medicine, (£6.7K). 
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