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FOREWORD
DR. HELEN BYOMIRE NDAGIJE
Director Product Safety

Safety of medicines has never been more
important for any country than now. The evidence
for this is the increasing number of reports
from the patients or the direct consumers of the
medicines including vaccines. Without a system to
monitor the safety of the medicines, the National
Drug Authority could never fully appreciate the
performance of these medicines on the Ugandan
market. Therefore, we owe a big round of
applause to all our dedicated pharmacovigilance
stakeholders for your continuous support to
making this piece of work credible and visible.

Much as safe medicines are important, what is
of more importance are the lives of Ugandans.
I would like to add my voice to the global and
local COVID-19 awareness efforts. One of the
telecom companies has run a “wear it for me”
campaign. It is not enough to wear a mask, but
it is also important to maintain social distance
and regularly wash hands. As more vaccines have
become available in the past few months, we urge
those who have not yet been immunized to do so
at the earliest.
This edition of the Pharmacovigilance bulletin
highlights Ethionamide-associated gynecomastia,
the nocebo effect and how it relates to adverse drug

The epidemic continues to inflict
harm on our communities and
healthcare systems, but we hope
you are taking all the necessary
precautions to protect yourself
and others from the spread of

reactions. The social side of pharmacovigilance
has been presented in an abstract on the safety
and acceptability of dolutegravir-based HAART
regimens following the national rollout of
dolutegravir-based ART in Uganda. Enjoy as you
read on and keep safe.

Twenty twenty-one was a year that left with
one of our best; Victoria Nambasa who was the
Manager Pharmacovigilance at the NDA. I would
like to sincerely thank her for the leadership and
the motivation that spurred the team to greater
heights, pressing them to stretch their ambitions.
There is little wonder that she reached higher
heights in her career too. We are grateful for her
passion, time and effort. We hope that she will
keep up the awesome work in your next position
and wish her the best.
Let us remember to keep the reports of all
suspected adverse drug reaction and any other
medicine issues coming to the National Drug
Authority through our official communication
channels.
Wishing you all a happy and prosperous 2022!
Dr. Helen Byomire Ndagije

THE NOCEBO EFFECT AND ADVERSE DRUG
REACTIONS:

DOES YOUR SUBCONSCIOUS INCREASE THE
HARM FROM MEDICATIONS AND VACCINES?

P

harmacological treatment outcomes
can be influenced by the medication’s
specific effects and/or the patient’s
perception of the medicine being
administered. The effects due to the
patient’s perception can either be a placebo
(beneficial to the patient) or nocebo (harmful
to the patient). Whereas the placebo effect is
extensively recognized and documented, the
nocebo effect is less well understood since it is
deemed unethical (non-beneficial to the patient).
Increasingly, the nocebo effect is attracting
attention because of its relevance in treatment
adherence and outcome. But what exactly is the
nocebo effect, and how does it relate to treatment
outcomes?

To understand the nocebo effect, we must first
recognize the intriguing nature of our body. Our
bodies are capable of producing both a cure (as in
the placebo) and harm. When people are afraid
of taking certain medications, their subconscious
generates harm to their bodies. In other words,
their conscious is convinced that something is
going to go wrong. This is referred to as the Nocebo
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effect. Therefore, as it relates to medications, the
nocebo effect occurs when a patient is given a
drug (active or inert) but informed it has awful
side effects and then begins to display these
symptoms. Nocebo derives from the Latin word
‘nocere’ translated as I shall harm. Symptoms may
be new or worsening existing symptoms, but they
are always related to the patient’s pessimistic
anticipation of taking a specific treatment.

In clinical practice, the nocebo effect has been
observed with the white coat syndrome, where
patients tend to have higher blood pressure
readings in clinical settings than in other
contexts. A study conducted in 2007 by Mondaini
presented another scenario of the nocebo effect.
Here, 120 patients with a clinical diagnosis of
benign prostatic hyperplasia were randomized to
receive finasteride. However, blinded finasteride
treatment was associated with a considerably
greater proportion of sexual dysfunction (43.6%)
among individuals informed about sexual side
effects compared to those in whom the same
information was withheld (15.3%).

The nocebo eﬀect,
exacerbated by
an infodemic, is
a key contributor
to COVID 19
vaccination
hesitancy in
speciﬁc groups.

Studies have suggested that the nocebo effect is
possibly due to the patient’s prediction of poor
outcomes. When patients anticipate negative
results from the medicines, they are likely to
have an increased awareness or sensitivity
towards mild adverse drug reactions. Also,
environmental factors and patient-related factors
like demographics are recognized predisposing
factors. For example, a 2016 research by Planes
et al suggested that nocebo effects were more
common in females than in males.
The probability of the nocebo effect occurring is
substantially higher during pandemics and the
rollout of novel treatments or alternatives because
of the uncertainty. This is usually compounded
by an infodemic, which is characterized by

conspiracies, hoaxes, and a lack of knowledge. As
a result, reports suggest that the nocebo effect,
exacerbated by an infodemic, is a key contributor
to COVID 19 vaccination hesitancy in specific
groups.

Patients may experience nonadherence, distress,
an increased burden of sickness, and an increase
in the expense of care as a result of the nocebo
effect. Additionally, the nocebo effect poses
an ethical dilemma to healthcare providers.
Although healthcare practitioners must inform
patients about any potential adverse effects of
drugs (informed consent), patients may believe
they will experience such effects, which can lead
to a ‘self-fulfilling prophecy.’
Adverse drug reactions are
a significant burden on the
healthcare
system;
thus,
addressing the nocebo effect
could improve medicine use
while reducing costs spent on
managing perception-induced
adverse drug reactions. Also,
healthcare providers need to
be aware of the possibility
of nocebo mediated adverse
events and reassure their
patients about the same.
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ARE CLINICAL TRIALS
SUFFICIENT TO GUARANTEE
THE SAFETY OF MEDICINES?

linical trials are the gold standard
for establishing a new drug’s safety
and efficacy prior to marketing
authorization. At the time of granting
market authorization, safety and
efficacy data from clinical trials are analyzed to
ensure that the benefits of the drug outweigh
the associated risks. Although early phase
clinical trial data gives a reasonable indication
of the drug’s safety profile, it is insufficient to
guarantee the product’s long-term safety in the
wide general populations. During clinical trials,
the detection and quantification of adverse
events associated with medical products are
not as clearly defined as the efficacy profile.
Oftentimes, the safety assessments of new drug
products from premarket clinical trials are
limited by; the duration of the trial, the restricted
study population, and the consideration of a few
predetermined adverse events (1,2). This article
discusses some of these limitations and argues for
the relevance of post-market authorization safety
monitoring of medicines (Pharmacovigilance).

Randomized clinical trials frequently include
rigorous participant selection criteria, which may
not accurately represent the individuals who will
receive the medicine or who are prone to adverse
drug effects. According to Sultana et al., usually,
less than 10% of clinical trial participants have the
relevant targeted conditions under investigation.
The authors also argued that the severity and
clinical staging of clinical trial participants with
the relevant disease and comorbidities frequently

differ from those of the general population who
use the medication in regular clinical practice
(2). Additionally, the inclusion criteria are seldom
reported, resulting in inconclusive data about
groups that are more vulnerable to adverse events
identified in randomized clinical trials (3).

Populations considered vulnerable such as
children, women, and the elderly, are frequently
omitted and/or underrepresented, limiting
the premarket safety data available for these
categories (4). A report published by the Lancet
revealed that women were underrepresented in
ART clinical trials, with only 19.2% of participants
being female (5). For instance, most of the
dolutegravir premarket trials including SINGLE,
SPRING and VIKING studies were criticized for
underrepresenting women, prompting the launch
of a women-centered study, the Antiretroviral
Therapy in Naive Women (ARIA) trial (6).

Owing to the limited sample size and period,
randomized trials usually detect commonly
occurring adverse effects that develop in a
relatively brief period (7). The follow-up period
in randomized trials may not be sufficient to
detect some type D or ‘delayed’ adverse events
from chronically used interventions. Additionally,
extremely rare adverse drug reactions may also
be missed due to the limitations of the sample
size (8).
The design of clinical trial protocols limits
adverse events detection and quantification.
Clinical trial procedures are frequently intended

DRUG MARKETING AUTHORIZATION—REGISTERED DRUG APPROVAL
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to screen for predetermined adverse events,
leaving investigators unable to identify or detect
unanticipated adverse events for which screening
tests were not provided (2). In the SAILING and
SPRING dolutegravir trials, for example, the
prevalence of insomnia was lower, while it was
not recorded in the FLAMINGO study because no
focused screening tool was provided during these
trials, as opposed to the SINGLE study (6,9).

Despite efforts by Consolidated Standards
of Reporting Trials (CONSORT) guidelines to
standardize reporting, the quality of reporting
adverse events from trials has continuously been
inadequate. Sponsors of clinical trials have been
linked to publication bias, which is a barrier to
the identification, quantification, and distribution
of adverse events that occur during clinical trials
(10). Reports are frequently criticized for their
lack of transparency, particularly in the case
of adverse events. A review of 113 published
randomized trials reported that 15% of studies
lacked adverse event frequency numerical data,
27% did not document the severity of adverse
events, and 48% did not document the number
of individuals dropping out due to adverse events
(10).

Cumulatively, the obstacles discussed limit
the extrapolation of safety data from clinical
trials to the general population, justifying the
need for continuous post-market authorization
safety studies to monitor medicine safety and
identify emerging safety concerns, as well as
better characterize known adverse events.
Post-market safety monitoring of medicines is
primarily conducted through the submission of
spontaneous reports of adverse events; hence,
healthcare practitioners are urged to submit
this data on a regular basis to the National Drug
Authority for aggregation and analysis.
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GYNECOMASTIA AND ETHIONAMIDE
Author: Douglas Mwesigwa

Gynecomastia is characterized as male breast enlargement caused by
benign enlargement of the duct tissue and periductal stroma. It might
be bilateral and symmetrical, unilateral and asymmetrical, or both. For
unexplained reasons, unilateral gynecomastia on the left side appears to
be more common (1). For the cases registered, however, the breast tissue
enlargement was noted to be bilateral.

Unlike
headache,
dizziness, asthenia, and
paresthesia, which are
labelled as typical side
effects, gynecomastia is
listed as a ‘Not Known’
undesirable effect on
Ethionamide’s summary
of product characteristics.
This is possibly due to
the fact this adverse
event (AE) was identified
during the drug’s postauthorization use.

ETHIONAMIDE ASSOCIATED GYNECOMASTIA

Overall, 8 incidences of ethionamide associated gynecomastia were
reported to NDA among patients with multidrug-resistant TB. All cases
were reported in adults, with an average age of 43.625 years. Commonly
reported symptoms included pain and tenderness in the breast region
affected. Of these, 3 cases were reported to be recovering whereas 5
were still ongoing at the time of report submission. Interestingly, one
case of positive dechallenge—reduction or resolution of gynecomastia
following discontinuation of ethionamide—was reported.
Case
no.

Age

1

45

2

49

3

unk

5

28

4

6

62

unk

Concomitant drugs

Action to suspect drug
(ethionamide)

Outcome of
reaction

Capreomycin, Pyrazinamide,
Moxifloxacin, Ethambutol, Isoniazid,
Clofazimine and Pyridoxine

Dose not changed

Not recovered

Cycloserine, Pyrazinamide,
Levofloxacin, Bedaquiline and
pyridoxine.

Dose not changed

Recovering

kanamycin, pyrazinamide,
cycloserine, levofloxacin

Cycloserine, Pyrazinamide,
levofloxacin and Bedaquiline

Dose not changed

pyrazinamide, cycloserine,
levofloxacin, kanamycin

Dose reduced for 2
weeks and increased
back.

Not recovered

Unknown

Recovering

Isoniazid, moxifloxacin, ethambutol
and pyridoxine
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Dose not changed

Subsided on dose
reduction
Not recovered

Case
no.

Age

7

44

8

36

Concomitant drugs
Levofloxacin, Cycloserine and
Pyrazinamide
Pyridoxine

Key: Unk = Unknown

Drug-induced gynecomastia is prevalent,
accounting for up to one-quarter of all cases.
Despite their long history of usage, anti-TB
therapy-induced gynecomastia is extremely rare.
The cause of gynecomastia is unknown, however,
it is thought to be caused by an imbalance of sex
hormones or a lack of tissue responsiveness to
them (2) (3) (4).
Among anti-TB medications, isoniazid and
thioacetazone have been associated with
gynecomastia. Ethionamide is a structural
analogue of isoniazid; both are prodrugs that
must be activated by mycobacterial enzymes
before they exert their antimicrobial activity. The
specific mechanism by which Ethionamide causes
gynecomastia is unknown; however, it has been
proposed that a disruption in Vitamin B6 complex
activation in the liver might produce an alteration
in estrogen – androgen metabolism, resulting
in gynecomastia (5). Significant malnutrition
and weight loss are also frequently linked with
hypogonadism due to reduced gonadotropin
secretion in individuals on anti-TB medication.
When gonadotropin secretion and gonadal
function return to normal upon weight gain, a
puberty-like condition (secondary puberty) is
reached, which may result in gynecomastia (6).

According to the available data, the breast tissue
gradually shrinks and returns to normal size after
2 weeks of discontinuing Ethionamide, as seen
in the positive dechallenge case. Unsurprisingly,
two of the patients were HIV positive and taking
antiretrovirals
(TDF/3TC/EFV).
Although
efavirenz has been associated with gynecomastia
in certain cases, the temporal relationship for the
drug reaction pair in both cases was consistent
with ethionamide.
In most cases, no therapy is required for
gynecomastia. However, early recognition
of gynecomastia and discontinuation of the
medication is crucial among patients taking
ethionamide, as the condition may cause
discomfort in certain individuals, thus lowering
their quality of life. (7). It is also important to

Action to suspect drug
(ethionamide)
Dose not changed
Unknown

Outcome of
reaction
Not recovered
Not recovered

conduct endocrinological and biochemical tests
among the cases, including LFTs and TFTs, to rule
out systemic causes.
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SAFETY LABEL UPDATES BETWEEN OCTOBER AND DECEMBER 2021
Product
Name

Bronquidi
Azina C. R

Active Ingredient

Updated Section

Trimethoprim/
Additional adSulfamethoxazole/
verse effects
Bromhexine/Sodium
benzoate/Tolu
balsam

Dermovate Clobetasol
propionate

Prescribing
information:
Non-clinical information (pregnancy section)

Genvoya

PiL

Elvitegravir +
Cobicistat +
Emtricitabine
+ Tenofovir
alafenamide

Implanon

Etonogestrel

Section 4.4

Januvia

Sitagliptin

Microlut

Levonogestrel

Update of SmPC
and PIL to include results of
phase 3 paediatric studies.

Secta
Shampoo

Cypermethrin+piperonyl

Update to side
effects

Addition of
statement to
precautions.
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Details

Haemophagocytic lymphohistiocystosis and
Sweets syndrome effect: If you experience
multiple symptoms such as fever, swollen
glands, feeling weak, lightheaded, shortness
of breath or skin rash, contact your doctor
immediately.
Plum coloured, raised, painful sores on the
limbs and sometimes on the face and neck
with a fever (Sweets syndrome) (frequency
unknown).
Reproductive toxicology: Pregnancy

Subcutaneous administration of clobetasol
propionate to mice (100 mcg/kg/day), rats
(400 mcg/kg/day) or rabbits (1-10 mg/
kg/day) during pregnancy produced foetal
abnormalities including cleft palate and
Intrauterine growth retardation.

Drug-Drug interaction with thienopyridines
and cobicistat containing products.

Expanded drug-drug interactions for
elvitegravir-containing products and antacids
to include medications and supplements
containing polyvalent cations.
Nephrotoxicity wording

There have been reports of broken or bent
implants while in the patient’s arm. Based
on in vitro data, when the implant is broken
or bent, the release rate of etonogestrel may
be slightly increased. This change is not
expected to have clinically meaningful effects.
Its efficacy is insufficient in children aged
10-17 years old with type II diabetes mellitus
and its adverse effects profile is comparable
to that in adults.
Depressed mood and depression are well
known undesirable effects of hormonal
contraceptive use. Depression can be serious
and is a well-known risk factor for suicidal
behavior and suicide. Women should be
advised to contact their doctor in the event
of mood changes or depressive symptoms
including shortly after initiating treatment.
People with known hypersensitivity to
formaldehyde should avoid contact with this
product.

Product
Name
Sirturo

Tranlok

Active Ingredient

Bedaquiline fumarate

Tranexamic acid

Updated Section

Section 4.4:
Special warnings
and precautions,
indication

Additional contraindications
and precautions

Details

Possible increased risk for development
of resistance when adequate concomitant
background medications are not used in the
regimen

Extension of indication to include patients 12
years of age and older weighing more than
30kg.
Deletion of recommendation to administer
activated charcoal following overdose due
to lack of evidence that charcoal improves
outcomes following acute overdose.
Contraindications: History of convulsions

Warnings: Regular eye examinations and liver
function tests should be performed in long
term treatment.
Administer with care in patients receiving
oral contraceptives because of the increased
risk of thrombosis.

DOLUTEGRAVIR-BASED ART:
EXPLORING PATIENT SAFETY AND ACCEPTABILITY FOLLOWING
NATIONAL ROLL-OUT IN UGANDA
Henry Zakumumpa, Freddy Eric Kitutu, Helen
Byomire Ndagije, Nakitto-Kesi Diana, Jacquellyn
Nambi Ssanyu, and Ronald Kiguba

Background

The World Health Organization recommends
dolutegravir (DTG) as the backbone for first line
and second line antiretroviral therapy (ART)
worldwide. However, little is known about the
acceptability and tolerability of DTG-based ART
at routine points-of-care in Uganda. We set out to
explore the perceptions of ART clinic managers
regarding the acceptability and tolerability of
DTG-based ART since national roll-out in March
2018 in Uganda.

selected health facilities across Uganda. The
selection of study sites ensured diversity in facility
ownership-type (public/private), level of service
delivery (tertiary/secondary/primary) and the
four major geographic sub-regions of Uganda. We
conducted three focus group discussions with 27
ART clinicians in the participating facilities. Data
were analyzed by thematic approach.

Methods

We adopted a qualitative descriptive design
involving 49 ART clinic managers and clinicians.
Between September 2020 and February 2021,
we conducted 22 in-depth interviews with ART
clinic managers and clinicians in 12 purposively
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Results
The participants acknowledged that DTG-based
ART is well tolerated by the majority of their
patients who appreciate the reduced pill burden,
perceived less side effects and superior viral
load suppression. However, they reported that
a number of patients experience adverse drug
reactions (ADRs) after being transitioned to DTG.
Hyperglycemia is, by far, the most commonly
reported suspected ADR associated with DTGbased regimens and was cited in all but two
participating facilities. Insomnia, weight gain and
reduced libido are among the other frequently
cited suspected ADRs. In addition, ART clinic
managers perceived some of the suspected ADRs
as resulting from drug interactions between
dolutegravir and isoniazid. Weak diagnostic
capacities and shortage of associated commodities

(e.g., glucometers and test kits) were reported as
impediments to understanding the full extent of
ADRs associated with DTG-based ART.

Conclusion

While DTG-based regimens were perceived to
be well tolerated by the majority of patients
at participating facilities, a number of patients
were reported to experience suspected ADRs key
among which were hyperglycemia, insomnia and
reduced libido. We recommend interventions
aimed at strengthening blood glucose monitoring
for patients taking DTG-based regimens and
precautionary assessment of all patients prior to
initiating them on DTG for known risk factors for
DTG related ADRs.
Keywords: ART, patient, DTG, public DOI: https://
doi.org/10.21203/rs.3.rs-670284/v1

QUARTERLY ADR REPORT

A

total of 605 ADR reports were
filed to NDA during this quarter.
Disaggregation of reports by gender
at birth revealed that the majority
(n = 387, 63.97%) were recorded
among female patients, while only 35% (n = 212)
were documented among male patients, and the
remaining reports did not specify a gender.
Most reports were submitted on adults (18 to 74
years old), which might be attributable to chronic
diseases within this age group. Only 41.82% of
the reports were classified as serious, with the
most common cause for seriousness being life
threatening (n=153, 60.47%) and only 5 cases
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having fatal outcomes. One of the fatal cases was
due to the use of an unspecified herbal concoction
that led to immediate palpitations, epigastric
pain and later, death. We therefore remind health
care providers to advise patients against use of
unknown herbal products. The other four deaths
were due to severe anaemia and hyperglycaemia
from TB and ART medicines respectively.
Mildmay Uganda (n = 155, 30.27%) was the top
reporting facility for the quarter, however, public
health facilities combined reported the bulk of the
data. The table below shows the descriptive data
for the preceding quarter’s ADR reports.

Descriptive statistics for ADR reports received between October and
December 2021
N=605

Variable

n

Gender

Age

Reporters

Seriousness

Female
Male
Unknown

0-28 days (neonates)
1 to 24 months (infants)
2 to 11 years (children)
12 to 17 years (adolescents)
18 to 44 years (young adults)
45 to 64 years (middle-age adults)
65 to 74 years (older adults)
Over 75 years (elderly)
Unknown

Clinical Officer
Other/unspecified
Medical Officer
Nurse
Pharmacist
Patient
Pharmacy Technician

Not serious
Serious
Reason for seriousness
Life threatening
Involved disability
Other medically important condition
Prolonged in-patient hospitalization
Patient died
Top reporting facilities
Mildmay Uganda
Fort Portal Regional Referral Hospital
CUF Hospital Naguru
Kayunga Hospital
Mbarara Regional Referral Hospital
IDI Mulago
Baylor Uganda
Bwizibwera Health Centre IV
MJAP Mulago
Kawaala Health Centre III
Kitebi Health Centre III
Mbale Regional Referral Hospital
Lira Regional Referral Hospital

%
387
212
6

63.97
35.04
0.99

0
1
5
5
272
221
16
9
76

0
0.17
0.83
0.83
44.96
36.53
2.64
1.49
12.56

352
253

58.18
41.82

281
124
97
50
31
21
1

153
76
13
6
5

155
80
47
47
34
32
28
22
16
13
13
13
12

46.45
21.5
15.04
8.26
5.12
3.47
0.17

60.47
30.04
5.14
2.37
1.97

30.27
15.63
9.18
9.18
6.64
6.25
5.47
4.3
3.13
2.54
2.54
2.54
2.34
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Top Drug Reaction Pairs
The top suspected drugs in the received reports
were
Tenofovir/Lamivudine/Dolutegravir
combination, Dolutegravir, Isoniazid, Tenofovir,
Rifampicin/Isoniazid/Pyrazinamide/Ethambutol
combination, Atazanavir/ritonavir, Linezolid,
Diatrizoate meglumine and diatrizoate sodium
and Abacavir/Lamivudine/Dolutegravir.

Except for the hyperglycemia and erectile
dysfunction which are recently validated new
signals for Dolutegravir, the rest of the reactions
are expected undesirable side effects of the
suspected drugs according to the manufacturers’
summary of product characteristics. The table
below shows the top drug reaction pairs for the
quarter.

Suspected Drug
Tenofovir/Lamivudine/
Dolutegravir

Reports Reaction
334
Hyperglycemia

Dolutegravir

148

Isoniazid

25

Tenofovir

23

RHZE

10

Atazanavir/ritonavir

6

Linezolid

6

Diatrizoate meglumine and 5
diatrizoate sodium

Abacavir/Lamivudine/Do- 4
lutegravir
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Erectile dysfunction
Bone pains
Insomnia

Testicular retraction
Hyperglycaemia
Insomnia
Headache
Erectile dysfunction
Dizziness
Jaundice
Skin hypersensitivity
Peripheral neuropathy
Drug induced hepatotoxicity
Palpitations
TDF induced renal toxicity
TDF bone toxicity
Herbal induced liver injury
Skin hypersensitivity reaction
Vomiting, jaundice
Arthralgia
Peripheral neuropathy
Recurrent jaundice
Hyperpigmentation, acidosis and lipodystrophy
Neuropathy
Arthalgia
Anaemia
Visual impairment
Excessive vomiting
Severe nausea
Fever

Itching, wheezing, skin rash, voice changes
Vomiting

Congestive cardiac failure+ascites

Loss of consciousness, urine incontinence
Malaise and headache

Reports
116
24
19
7
1
62
9
9
6
6
2
10
7
4
2
13
6
1
4
3
2
3
5
1
3
2
1
1
3
2
2
1
2
1
1
1

Suspected Drug

Reports Reaction

Efavirenz

3

Tenofovir/Lamivudine

3

Ceftriaxone

Albumin human
Cotrimoxazole

2
2
2

Sulfadoxine/Pyrimethamine 2
Amlodipine

1

Artesunate

1

Amlodipine/telmisartan

Amoxicillin/Clavulanic Acid

1
1

Zidovudine/Lamivudine/ 1
Dolutegravir
Bedaquiline, Linezolid, Clo- 1
fazimine, Levofloxacin,Cycloserine
Abacavir/Lamivudine/ 1
Atazanavir/ritonavir
Ceftriaxone, Metronidazole, 1
Diclofenac
Cephalexin
1
Clofazimine
1
Cycloserine
1
Dapsone
1
Doxycycline
1
Griseofulvin
Isoniazid/rifapentine
Lopinavir/ritonavir
Panadol extra
Quinine
Racecadotril
Rifampicin/Isoniazid
Te n o fov i r / L a m iv u d i n e /
Atazanavir/ritonavir
Tenofovir/Emtricitabine
Testosterone
Unknown herbs
Whole blood

Reports

Nightmares, visual hallucinations

1

Hypersomnia

1

Dizziness

Gynaecomastia

Chronic kidney disease

Diabetic nephropathy

Cholelithiasis, increased alkaline phosphatase

Skin rash

Rigours, fever, chills
Hypersensitivity

Generalized itching, swelling of the mouth

Severe fetal movements, fever, dizziness
Itching around the shin area
Hypersomnia

Dyspnoea, oedema, exanthema

Swelling of face, reddening of eyes, conjunctivitis,
severe body itching
Nausea and vomiting

Life threatening QT interval prolongation
Extreme dizziness

1
1
1
1
1
1
1
1

Uncoordinated speech, aggressiveness, puerperal
psychosis
Pruritic rash, epidermal necrolysis
Urticaria, dermatitis
Mental state alteration
Neuropathy, itchy skin, vomiting
Itching and swelling of the face and neck, burning
sensation
Severe itching, burning sensation
Palpitations, dizziness, urticaria
Vomiting
Skin rash
Nausea and vomiting
Fatigue
Insomnia, peripheral neuropathy
Liver injury

1

Itchy skin on forehead and upper arm

1
1
1

Skin rash
Testicular atrophy
Epigastric pain, palpitations, unconsciousness,
coma
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1
1
2
1
1
1
2
2
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
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DISCUSSION FOR SELECTED DRUG –
REACTION PAIRS
Dolutegravir and hyperglycaemia
Dolutegravir

(DTG) induced hyperglycemia
is a commonly reported
adverse event and a
recently validated signal
for the product. Indeed,
hyperglycemia
was
also reported in some
fundamental dolutegravir
premarket
trials
such
as
SPRING-2,
SINGLE,
and VIKING-3 studies.
Literature indicates that
obesity, female gender, and
increased age as noted in
some of the reports are
predisposing factors for
DTG induced hyperglycemia or diabetes mellitus
(H/DM) (1). Similarly, the clinical prognosis of
HIV may result in opportunistic infections such
as hepatitis C, which are known to impair glucose
regulation and hence contribute to H/DM (2).
Coincidentally, most of these variables are known
to be associated with H/DM even in the absence
of dolutegravir, suggesting that they may have
been confounders in these reports. Given the
lack of baseline testing and other confounders, it
is unclear if DTG alone caused hyperglycemia in
these patients. Nonetheless, we recommend that
all dolutegravir-treated patients be continuously
monitored in order to detect and control any
alterations in glucose metabolism.

Dolutegravir and erectile dysfunction

Erectile dysfunction (ED) and hypogonadism are
other emerging signals among patients taking
DTG. A study conducted by Romero-Velez et al.
revealed that dyslipidemia was the main risk
factor for ED among HIV patients taking ART
(3). Also, a prospective Swiss HIV Cohort Study
evaluated the prevalence of ED among 4000
male participants. About 25% of the participants
reported experiencing ED within 6 months of
initiation of ART while the main risk factors
reported were older age, early HIV diagnosis, and
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depression or diabetes (4). Given the fact that
DTG may lead to dyslipidemias through adipocyte
differentiation (5), it is reasonable to assume
biological plausibility for DTG associated ED
based on the former risk factor. Also, a potential
confounder of old age was noted among the cases
reported. There is still a dearth of data to link this
association however, we are closely following up
the signal.

Tenofovir and arthralgia

Musculoskeletal symptoms such as arthralgia are
documented adverse drug reactions experienced
by patients taking tenofovir (TDF). These are
attributable to reduced bone mineral density
(BMD) caused by the drug. Additionally, HIV
infected patients have been shown to have a higher
risk of developing rheumatic diseases (6). TDF
and HIV induce BMD loss through renal phosphate
wasting possibly due to proximal tubular
dysfunction (7). Consequently, we recommend
that you monitor not just renal function in TDF

patients, but also alkaline phosphatase (bone
fraction) and plasma phosphorus as markers
of BMD loss. If reduced BMD is suspected, TDF
should be discontinued, and BMD loss treated.

Diatrizoate meglumine and diatrizoate
sodium and vomiting

Vomiting is a dose dependent adverse reaction of
contrast media including Diatrizoate meglumine
and diatrizoate sodium. According to the
manufacturer, mild subjective symptoms, such as
a feeling of heat and nausea, occur seldomly and
disappear rapidly when the injection is slowed
down or briefly interrupted. Transient pain
may occur, especially during the examination of
peripheral vascular regions. Other symptoms
which may occur are: Chills, fever, sweating,
headache, dizziness, blanching, weakness, gagging
and a feeling of suffocation, gasping, a rise or fall
of blood pressure, itching, urticaria, other kinds

especially in paediatric populations whenever
shadows are observed on the sonogram. This
is due to the possibility of formation of Calcium
ceftriaxone precipitates. Consistent with the
existing literature, the reported case occurred
in a six-year-old female who also presented
with elevated alkaline phosphatase levels. We
therefore recommend that patients on long term
therapy, especially of more than 1g daily, should
be actively monitored for cholelithiasis. If the
reaction is suspected or confirmed, the drug
should be discontinued based on the prescriber’s
professional judgement of the benefit-risk
balance. Conservative non-surgical measures may
also be considered.

Skin hypersensitivity reactions

of skin eruption, oedema, cramp, tremor, sneezing
and lacrimation. These reactions, which can occur
irrespective of the amount administered and the
mode of administration, may be the first signs of
incipient shock. Administration of the contrast
medium must be discontinued immediately
and—if necessary—specific therapy instituted
intravenously. It is therefore advisable to use
a flexible indwelling cannula for intravenous
contrast medium administration.

Ceftriaxone and Cholelithiasis

Cholelithiasis is a labelled undesirable side
effect of Ceftriaxone. However, its frequency
of occurrence is unknown. The manufacturer
advises that caution should be exercised

Finally, patients infected with HIV are
predisposed to adverse skin reactions as a result
of antiretroviral therapy. The severity of these
dermatological reactions varies significantly, and
some might have serious consequences. Also,
most antiretrovirals are linked to cutaneous
reactions such as skin rashes, hyperpigmentation,
hypersensitivity reactions, urticaria, erythema
multiforme, toxic epidermal necrolysis, and
Stevens–Johnson syndrome. Consistent with
most reports, hypersensitivity reactions occur
in more than 10% of individuals treated with
antiretrovirals and antituberculosis medications
(8). The reaction generally resolves when the
drug is withdrawn, however, the benefit of
continuation of the drug outweighs the risk. If the
reaction is severe, patients should inform their
healthcare providers for medical advice.
NDA continues to urge that patients taking or
transitioning to DTG be actively monitored for any
emerging ADRs. All reports should be forwarded
reports to NDA through the following channels:
Pharmacovigilance Bulletin Feb. 2022
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Erectile Dysfunction Among HIV Patients
Undergoing Highly Active Antiretroviral
Therapy: Dyslipidemia as a Main Risk Factor.
Sex Med [Internet]. 2014 Apr;2(1):24–30.
Available from: https://pubmed.ncbi.nlm.nih.
gov/25356298

4. Wang Q, Young J, Bernasconi E, Cavassini M,
Vernazza P, Hirschel B, et al. The prevalence of
erectile dysfunction and its association with
antiretroviral therapy in HIV-infected men:
the Swiss HIV Cohort Study. Antivir Ther.
2013;18(3):337–44.







Med Safety mobile App

Email: druginfo@nda.or.ug
WhatsApp: 0740002070

Free SMS messaging using a USSD code
*284*99#

Online: https://primaryreporting.whoumc.org/UG
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all populations, including pregnant women and those of
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AEFI QUARTERLY SUMMARY
A total of 1956 AEFI reports to the Covid-19 vaccines were received in the period between October
and December 2021. The reported reactions are no different from what has been observed elsewhere;
over 95% of the reactions were not serious and the majority resolved within a few days. The ﬁgures
below characterize the reports.
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VICTORIA BIDS
FAREWELL TO
THE NATIONAL

PHARMACOVIGILANCE CENTRE

V

ictoria Nambasa, the manager
Pharmacovigilance, will be moving
on to a new assignment outside
NDA after 13 years of dedicated
service. Victoria was hired as a drug
information officer by the NDA in 2008 as part of
the Drug Information Department, which was later
restructured to the Directorate of Product Safety
in 2016. She was later appointed as the manager of
pharmacovigilance to take the lead in monitoring
the safety of medicines. Her commitment to
ensuring safety has seen Pharmacovigilance
progress through several levels. As we bid her
farewell, we will recognize some of her important
accomplishments in safeguarding the safety of
pharmaceuticals in Uganda.
To begin with, Victoria was involved
during the establishment of the National
Pharmacovigilance Centre and the 14 regional
pharmacovigilance centers. This came at a time
when Pharmacovigilance was still a relatively
unappreciated field, with many healthcare
professionals struggling to appreciate it in
the context of contemporary therapeutics.
The establishment of these structures has
been critical in the implementation of several
Pharmacovigilance programs, including active
drug monitoring and drug utilization studies,
among others.
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In a bid to improve reporting of adverse events,
her leadership was key in identifying and
implementing new reporting platforms that
were consistent with the needs of health care
providers. Among these are the Medsafety App,
the USSD code for SMS messaging, and the toll-free
number to name a few. Additionally, she oversaw
the harmonization of the ADR/AEFI reporting
form in collaboration with UNEPI to streamline
reporting. Over the last five years, NDA has seen
a 50 percent rise in the number of ADR reports
received as a consequence of the expansion of
reporting platforms. This year, the NPC passed the
10,000-report threshold since its creation, and
Uganda ranks among the top five African nations
in terms of the overall number of AEFI reports
submitted relating to COVID 19 vaccines.
Victoria was instrumental in designing the
Active Drug Safety Monitoring (ADSM) program
to actively monitor the safety of DTG and INH
among HIV patients using these drugs, following
the launch of Dolutegravir (DTG) on the Ugandan
market and the rollout of Isoniazid Preventive
Therapy (IPT). Unsurprisingly, Uganda was
among the first countries to recognize the safety
signal of DTG-associated hyperglycemia/DM and
INH-induced pellagra. The ADSM initiative was
initially presented to regional PV centers, but
it has since been expanded to cover more sites,
including private facilities.

Thanks to Victoria, the NPC established a
Pharmacovigilance strategy for Uganda for the
first time since its inception! The PV strategy
outlines a plan for guiding operations aimed
at strengthening PV activities throughout the
country. It focuses on four major strategic areas:
technical capacity and infrastructure, policy
enhancement, collaboration, and information
exchange, and visibility and awareness.

When it comes to vaccine safety, Victoria
worked tirelessly to operationalize the National
AEFI committee under the NDA. This was
accomplished by establishing terms of reference
and expanding the committee. This was especially
important during the safety monitoring of COVID

19 vaccines, which offered unique obstacles
and hence necessitated the establishment of
functional structures for successful monitoring.

Victoria has not only contributed to local
Pharmacovigilance systems for human medicines
but for Veterinary medicines as well. This has
greatly improved the efficiency of the NDA in
promoting antimicrobial stewardship.

We cannot emphasize enough the achievements
of the NPC and NDA under Victoria’s leadership.
A noble leader who treated everyone with honor!
As she bids us farewell, we hope she will continue
to do well in her new position. Victoria, we shall
miss you!
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