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Abstract

Malaria is a parasitic disease caused by the bite of female Anopheles mosquito and particularly
affects the tropical areas of the world. According to national statistics it is the leading cause of
consultations and hospitalizations. Nowadays, despite the surveillance systems for efficient ma-
laria control and access to generic drugs, Benin is witnessing an increased development of illicit
drug markets with a large part of the population going towards such markets. However, this is not
without adverse impact on the health of individuals, as well as, the economic status of the country.
Therefore, the situation needs to be seriously considered by policy makers at various levels,
health professionals but also the entire international community in order to thwart this scourge.
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Regarding the aforementioned situation, the current study was undertaken aiming to perform a
quality control of selected antimalarial drugs of the illegal market in Porto-Novo city. Therefore,
40 antimalarial batches were randomly collected in the illicit drug market and submitted to ana-
lytical tests such as: macroscopic examination (a visual and critical examination); mass uniformity
test; disintegration test; identification test and active ingredients’ content measurement. At the
end of the study, the percentages of non-compliance is 97.5%, 5%, 15% and 27.5%, respectively
for the content uniformity tests, disintegration, identification and assay. Over-all, 42.5% of non-
compliance was recorded. The findings of this study prove that street vended drugs offer no guar-
antee of good quality and pose a threat to the health of populations. Also, the rate of non-compli-
ance denotes a flaw in the security of the drug distribution system.
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1. Introduction

Malaria particularity affects poor tropical areas of Africa, Asia and Latin America representing in total 2.4 bil-
lion people, or 40% of the world population. Currently, 300 to 500 million patients are affected with 1.5 to 2.7
million deaths per year. Malaria remains the most important tropical parasitic disease. Over 90% of malaria
cases and deaths are concentrated in sub-Saharan Africa [1]. The disease has taken a heavy toll among children
under 5, pregnant women and new born ones [2]. According to WHO, in Africa malaria kills a child every 30
seconds, and represents 10% of the total disease burden on the continent, 40% of public health expenditures and
more than $12 billion loss in the Gross Domestic Product (GDP) [3].

In Benin, malaria remains a major public health problem and hinders the development of the country through
the loss of lives and work days [4]. National statistics show that malaria is the leading cause of consultations and
hospitalizations with a rate of 39.6%, the first cause of consultation in children under 5 with a rate of 43.5 % and
the main cause of death in health facilities with a rate of 22.2% among children under five {5].

The World Health Organization {6] estimated that each year, two hundred thousand (200,000) patients with
malaria die because of poor quality drugs {7]. Indeed, the effectiveness of an antimalarial depends not only on
the specific action that it exercises but also its quality and safety.

In fact, drug is not a product like any other because its importation, prescription and dispensation are strictly
reserved for medical professionals {8]. Also, the commercialization of drug requires prior Marketing Authori-
sation issued by the Ministry of Health.

Therefore, a part from the qualified and authorized structures and health professionals, antimalarials are not
supposed to be imported, prescribed or dispensed by street vendors. Besides, as this latter is unaware of any no-
tion about the drugs including its mechanism of action, its dosage and its adverse effects, he or she should not
play a role of dispenser or so. Unfortunately, children under five, pregnant women and elders are the most ex-
posed people of the population to the consequences of the acts of these informal drug suppliers. The ineffec-
tiveness of such treatment will not only influence the health status of the patient but also impact negatively the
family budget, since unmet treatment will push consumers to procure more. As in other developing countries,
Benin is characterized by porous borders, corruption, lack of technical and financial means for the detection of
counterfeit drugs, lack of vigilance of the pharmaceutical system, tolerance of the informal sector etc. All these
negative conditions can favour the emergence of illegal trade in drugs.

Antimalarials, essential drugs in developing countries become a danger to public health when they come from
an informal system because they are not subjected to any quality control. These counterfeit antimalarial medicines
are often over-dosed, under-dosed and some without active ingredient or may contain other toxic substances to
consumer’s body.

In Benin, a pilot study conducted in 2010 on the quality control of some antimalarial drugs sold in the unoffi-
cial market Adjégounlé (Dantokpa market), showcase of the informal sector, reported that only one third of ar-
temether-lumefantrine samples were in accordance with the standards of the pharmacopoeia while none of sul-
fadoxine-pyrimethamine samples, was compliant [9].
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With respect to such results, the current study was undertaken to extend the scope of the study on counterfeit
antimalarials in Porto-Novo city. Indeed, Porto-Novo is a city which borders Nigeria, a country that is known
for the importation of many low quality products especially drugs. Also, no published data exist about this issue
in this region despite all the consequences aforementioned. '

2. Methodology

This study was carried out from April to December 2011. Drug samples were collected by the research team
who were introduced in the market as resellers so as to avoid suspicions from sellers and thus eliminate bias. As
the size of illegally vended antimalarials was not known in advance, 10 batches of quinine, sulfadoxine-pyrime-
thamine, artemether-lumefantrine and artesunate-amodiaquine were collected. The reference substances for each
sampled molecules were used as control. For sample analysis, the working protocol of the National Laboratory
for Quality Control of Benin (LNCQ) supplemented by methods in different pharmacopoeias [10]-[13] was used.
The analytical steps were performed according to the diagram in Figure 1.

QUESTIONS TESTS TECHNIQUES

External appearance Sample representative Checking references,
and packaging of the batch dimensions, organoleptic

characteristics

complies?

The drug is able to

deliver its content? Test de délitement

The drug contains
the expected
active(s)

substance(s)? CCM; colorimetry

The drug contains an
amount of active
ingredient conform to
the expected dosage?
The drug is free of
detectable impurity? HPLC; CCMV;
Spectrophotometry UV visible

absorption; titrimetry

Figure 1. Analytical approach [14].
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3. Results

The results of the study are summarized in Table 1.

This table shows that in 10 batches of artemether lumefantrine, 8 were found not compliant and that only half
of lots of sulfadoxine pyriméthanmine complies.

Figure 2 highlights the percentages of non-compliance of the study. A percentage of non-compliance of 80%
was noted in the case of artemether-lumefantrine combination.

4, Discussion

The interest of the study is justified first the high number of areas involved in illegal drug sales; and secondly by
the development of resistance of P. falciparum to most antimalarial drugs. Also, the molecules are those targeted
by the NMCP in Benin and the most sensitive people are children, pregnant women and the elderly. In Benin,
the National Directorate of Public Health (DNSP) estimates that 85% of Beninese are supplied by the illicit
market.

(=}

n-compliance rate of samples for identification and

Table 1.

~ non-compliant
2 amples

3 8

Artemether-Lumefantrine 10 3 5 0
Artesunate Amodiaquine 10 0 2 2 0 4
Sulfadoxine-Pyrimethamin - 10 3 0 "2 3 5 :
Quinine 10 0 0 0 0 0
TOTAL 40 6 7 4 6 17
Rate of non-compliance - 15% 17.5% 10% 15% 42.5%
80%
0%
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'The macroscopic examination focused on the colour of the tablets, their shape and inscriptions on the surfaces
of the tablet, as well as, the existence or not of the divisibility lines on the tablets. This control ended up without
anomaly for all samples except for two batches of sulfadoxine-pyrimethamine. From sulfadoxine-pyrimethamine
tablets of batch number EM 396, there were clearly tablets of various sizes. Also this batch of SP has two dif-
ferent manufacturing and expiry dates. This indicates a counterfeiting.

Furthermore, it was found a batch of sulfadoxine-pyrimethamine, batch number AG0080 marked “SAMPLE
NOT FOR SALE” on the primary packaging. This may reflect an involvement of non-governmental organiza-
tions or medical representatives in the illicit sale of drugs.

All analysed samples were consistent with the mass uniformity test except for one batch of sulfadoxine-
pyrimethamine, batch number AG0080 containing 3 tablets which weights were above the highest limit of the
average weight.

This mass unevenness reflects an individual weight difference of the sample units. From technical and regu-
latory view point, the sample is declared non-compliant. Such failure is often due to poor mixing and/or
non-uniform filling of the compression dies during manufacturing due to the lack of knowledge either of these
operations or the flow properties of the powders used to manufacture these drugs by the laboratories supplying
this informal circuit [15] [16]. It could also be related to the significant erosion occurring during transport or
storage in case the weight is lower than the minimum expected.

From the disintegration test, it was evaluated the approximate time that the drug will take to disintegrate once
in the body.

“With this test, one sample of sulfadoxine-pyrimethamine batch EM 304 was detected non-compliant among
the 40 analysed samples, giving a rate of 5%. This drug is disintegrated after almost an hour which is greater
than the time interval prescribed by the Pharmacopoeia (normally equal or less than 15 minutes for naked and
dried tablets). This is a danger to the consumer. The increase in the disintegration time can be observed in thie
case of a bad choice of formulation excipients, with insufficient amount of disintegration substance, a higher
amount of binder, and an excessive compression of the tablet, inadequate coating system, alteration of the drug
during storage [16]. Such situation is likely to lead not only to treatment failure, worsening of the clinical condi-
tion of the patient but also adverse effects on the digestive tract and kidneys.

At the identification test, 6 of the 40 analysed samples mainly, artemether-lumefantrine batches F1900, F0173,
F1892 and sulfadoxine-pyrimethamine batches EM 396, EM 304 and AG0098 showed a total absence of active
ingredient. The obtained compliance rate was 85%. This rate is different from that obtained by Akole in Benin
[9] where only 1 drug out of 53 presented a total absence of active ingredient with a compliance rate of 98.11%
and the one obtained by Legris in Ivory Coast [17] where only one drug over 293 analysed contains no active
ingredient having a compliance rate of 99.65%.

The rate of absence of active ingredient is increasing. This decrease in the compliance rate is due to the pro-
liferation of fraudulent laboratories. The absence of active ingredient in a drug is a manufacturing crime. These
products devoid of the active substance or whose active ingredient was replaced by another ones are fake medi-
cines and come often from illegal laboratories. They seriously affect the prognosis of patients resulting in treat-
ment failure, sometimes poisoning and at worst death.

The dosage assay shows whether the active ingredient is present in sufficient quantity to produce the expected
therapeutic effect. In the current study, 17 samples were detected non-compliant out of the 40 analysed giving a
non-compliance rate of 42.5%. This result correlates with that of Diallo conducted in Burkina Faso with a rate of
42% {18} and that of Akole in Benin which came up with 24 samples over 53 with a non-compliance rate of 45%
[19]. Nigeria and Thailand, have achieved 43% of non-compliance for the samples from Nigeria and 50% for
those from Thailand. These rates confirm the non-compliance rates obtained in this study.

This rate is similar to that obtained by Basco [20], who studied the quality of antimalarials Cameroonians pa-
rallel market. It received 39% of non-compliant samples.

In detail, 17.5% (7 of 40 samples) are under-dosed, 10% (4 of 40 samples) are overdosed and 15% (6 samples
out of 40) do not contain any active ingredient. Considering only the results of the identification and dosage tests,
the recorded non-compliance rate is 42.5%.

This rate is lower than the one reported by Adognibo in Benin [21] with one conform sample out of three
analysed giving a non-compliance rate of 66.66%. This difference can be explained by the fact that in that study,
the collected sample size is smaller than the current one and this could influence the obtained non-compliance.
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Also, the rate of non-compliance with sulfadoxine-pyrimethamine (12.5%) is related to the one reported by the
Institute of Research for Development of Cameroon, whereby a study on the quality of antimalarials collected
from Cameroonian illicit market between 2001 and 2002 from street vendors revealed 12% of sulfadoxine-
pyrimethamine samples as non-compliant [22].

Moreover, four boxes of artesunate-amodiaquine samples from batch number 5147 comply with pharmaco-
poeia standards. Despite their compliance, these drugs found in the illicit market were carrying the label of a
certain local pharmacy. This could be explained by either the implication of pharmacy agents who divert drugs
or insured clients who buy drugs at low cost and resell them to those in the informal markets.

Furthermore, none of the CTA batches found in the market is registered in Benin according to the National
Programme against Malaria. These are probably escaped products from the formal distribution of one or more
neighbouring countries or a very structured counterfeit circuit that reproduces them with the required standards.

All ten the batches of quinine found on the market comply with the various stages of analysis. However, 9
batches curiously had no manufacturing dates and come from Pharmaquick.

Although the compliance of those 10 batches of quinine reflects a respect of Good Manufacturing Practices, it
obviously denotes a leak in the formal system. This situation can let patients doubt the legal system and could
maintain self-medication and the orientation of populations towards the informal markets.

Under-dosing or overdosing of drugs may be due to a manufacturing defect, poor Manufacturing Practices: a
mixture or a non-uniform filling of the compression dies during manufacturing [16] [23]. It may also be volun-
tary and deliberate act from the manufacturers themselves. The latter case is called pharmaceutical falsification.

Since the laboratories involved in the pharmaceutical counterfeiting operate in the informal sector, and that
their products do not undergo any control by the drug regulatory authorities, they engage in acts of overdosing
and under-dosing according to their objective.

The current study revealed four overdosed batches of drugs namely:

- Artesunate-amodiaquine batches 1370041 and LQ101019A
- Sulfadoxine-pyrimethamine batches 9CLT29 and AG0080.

In these cases, the objective of the manufacturers of these products could be to attract the consumer’s atten-
tion on the effectiveness of their products. Patients taking these types of antimalarial will apparently feel more
relieved in a short period of time and thus will tend to buy the same drugs.

Nevertheless, the negative aspects of such an act are the consequences on the health of the patient since over-
dosed drugs can be fatal for the patient if they have a low therapeutic index.

In addition, the dose ingested by the patient is greater than the recommended, and could thus have potential-
tion of drug side effects, serious impact on the functioning status of vital organs, as well as, digestive disorders,
peptic ulcer disease, hypoglycaemia etc.

Under-dosed medicines found in the six following batches:

- Artemether-lumefantrine batch F1882; K02386; F0359; P0400L
- Artesunate-amodiaquine batch 1370030, 6238.

Under-dosing together with the wrong directions for use given by the sellers, can favour the selection of re-
sistant pathogens to authentic antimalarial drugs. They also cause a vulnerability of children and pregnant
women to malaria. The health of the population is therefore threatened and many challenges await scientists in
terms of resistance to antimalarial drugs. Concrete and actionable measures must be taken to eradicate this pub-
lic danger.

Diseased people seek for medical consultations according to their prices, often difficult for low-income
households, and the absence health facilities or the fact that they are far away from the households. The supply
from the informal market offers lower costs than those of authorized pharmacies that provide high quality medi-
cines.

Patients usually complain of high prices of products in pharmacies ignoring that street vendors products are
tax free with no adequate follow-up due to the fraudulent origin of their commodities and they do not offer any
health guarantee.

The illicit market offers no adequate storage conditions for medicines, which impairs their quality. However,
it was found in the illicit market, some well stocked shelves with attractive arrangements and very friendly sell-
ers willing to sell their fake products.

This remark is very scary and pharmacist should now avoid being absent from their workplace, develop a
better quality service in order to avoid the risk of losing their role of public health actor. Also, according to the
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investigations conducted from the vendors they claim that their products are bought from NGOs, medical repre-
sentatives, wholesalers’ structures or in neighbouring countries. Such situation may alter the confidence in the
health system. Therefore, health professionals, pharmaceutical companies and distributors that is engaged in
those non-recommended practices and contrary to the pharmaceutical legislation must be combated and pun-
ished severely.

In view of these results, the research team decided to verify the quality of antimalarial drugs dispensed in the
formal system basically in the local pharmacies. Therefore, previously reported-data from the National Labora-
tory for Quality Control of medicines and medical consumables of the past three years were consulted. Fortu-
nately, the observed average compliance rate is 98%. This rate confirms the good quality of antimalarial sold in
the formal system.

Overall, a drug with a positive disintegration test, identification and dosage test can be ineffective if the speed
of release of its active ingredients does not comply with pharmacopoeia standards. It is therefore likely that the
rate of non-compliance found in this study is lower than the reality. However, the tests that are performed in this
study allowed appreciating the quality of the analysed samples. )

Illegal trade and the free use of these non-compliant products encourage improper self-medication with in-
correct dosing that ultimately leads to treatment failure. There is thus a need to be aware of the dangers associ-
ated with the presence of antimalarial drug in the illicit market mostly consumed by vulnerable people and that
actions should be taken to eradicate this scourge.

At the place of pharmacists, periodically raise awareness of the dangers of the illicit market through regular
television and radio programs for behavior change;

At the point of prescribing, educate patients disastrous consequences of street drugs;

At the place of NGOs and Medical Delegates, ensure sound management of donations of medicines and med-
ical samples to prevent their escape into the informal circuit;

At the location of the population, procure drugs at the legal structures of drug distribution.

5. Conclusions

This study on the quality control of drug illicit market in Porto-Novo city revealed an overall non-compliance
rate of 42.5% with 80% for artemether-lumefantrine, 50% for sulfadoxine-pyrimethamine, 40% for the artesunate-
amodiaquine and 0% for quinine. In the disintegration test, 2.5% of samples were found non-compliant; 17.5%
are under-dosed; 10% are overdosed and 15% of samples are free of active ingredient. These results show that
street vended drugs offer no guarantee of quality and are serious threat to the health of populations.

Also, the rate of non-compliance obtained denotes a flaw in the security of the distribution system. A study
addressing the regulatory and analytical aspect involving other departments of the country with their various il-
licit drugs outlets would identify the extent and severity of this trade of fake medicines in Benin.
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