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PREFACE

The first edition of the Guidelines for Antiretroviral Therapy (ART) was
produced in 2002 to guide the provision of Antiretroviral Therapy to Persons
Living with HIV (PLHIV) in Ghana.

It was revised by various technical teams in 2005, 2008, 2011 and 2014 to
provide HIV care providers with the second, third, fourth and fifth editions
respectively, in keeping with current evidence for best practice within a
resource limited setting.

This sixth edition has been necessitated by the November, 2015 update
of guidelines on the use of ART by the World Health Organisation (WHO).
It reflects the new policy for every PLHIV to be put on ART irrespective of
clinical stage or CD4+ count within the context of good clinical practice.
Another important addition is the inclusion of second and third line regimen
for clients who fail on therapy. The adolescent group (10-19 years) have
been separated as a group with their treatment guidelines. A chapter has
also been created to guide prophylaxis for opportunistic infections (Ols).

It is hoped that this document will serve as a clear guide for all who manage
PLHIVs in Ghana.

Dr. Stephen Ayisi Addo
Programme Manager
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FOREWORD

HIV prevalence in Antenatal care clients in 2015 is 1.8% (Ranging from1.2%
in the Northern to 3.2% in Greater Accra region), compared to 2% amongst
15-49year olds (DHS 2014) and 1.6% in the general population. This
prevalence reflects a 50% decline from 2003 (3.6%). In 2015 there were an
estimated 274,562 Persons Living with HIV, nearly 60% of whom are women
and 15% are children below 15 years (2015 Estimates). The provision of
comprehensive care for Persons Living with HIV (PLHIV) using Antiretroviral
Therapy (ART) in Ghana over a decade now has impacted greatly on the lives
of many particularly those infected and affected by HIV.

As at end of 2015 there were 197 ART sites in the ten regions across the
country and approximately 120,000 clients had ever been initiated since
the inception of ART delivery in 2003. There are currently about 90,000
clients on ART. The unmet need for ART however is approximately 60% with
low paediatric ART coverage (~30%).

With emerging new evidence in therapeutic outcomes world-wide and
changing trends in the management of PLHIV, Ghana has made a major
shift from ART initiation at WHO clinical stage 3&4 and or CD4 count of
<5oocells/mm3 for all clients in line with the November 2015 World Health
Organisation Treat All recommendations. Ghana has also adopted the
global UNAIDS go/90/90 aspirational targets in order to sustain the progress
being made in the area of care for PLHIV towards ending the AIDS
epidemic by 2030. This has necessitated the current review and revision of
these national Guidelines for Antiretroviral Therapy in Ghana. This sixth
edition is therefore in keeping with current global trends to fast track
quality HIV prevention, treatment, care and support.

The edition focuses on the need for early initiation of ART for adults
irrespective of WHO clinical staging and CD4 criteria, improvement in
regimen choice for both adults and children including the introduction of
a new third line regimen, increasing opportunities for earlyidentification
and treatment of infected infants, emphasis on differentiated care
and retention in care, emphasis on viral load monitoring, further guidance
on managing treatment failure and HIV drug resistance monitoring.

HIV Sentinel Survey 2015 Report, NACP- Ghana Health Service
Demographic and Health Service 2014 Report

National HIV Prevalence and AIDS Estimation and Projections
2015 Report National AIDS/STI Control Programme, Ghana
Health Service data 2015 National Acceleration Plan for
Paediatric HIV Services- Ghana (2016-2020)
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These guidelines have been updated within the context of the health sector
HIV Strategic Framework 2016-2020 and the National HIV and AIDS Strategic
Plan 2016-2020. The guidelines are expected to ensure a rapid enrolment of
currently existing and future clients in clinical care who continue to remain
inthe queue for ART due to limitations imposed by previous criteria and
commodity unavailability. | have no doubt that with the needed resourcing
of the health delivery system, implementing these guidelines fully will make
positive impact on the lives of many who live with HIV, avert death in both
adults and children, and certainly reduce the occurrence of new infections
in accordance with national targets.

I wish to admonish healthcare providers to utilize the differentiated care
mechanisms, service delivery innovationsand task sharing opportunities
to minimize the anticipated increased workload occasioned by these
new guidelines. The overall benefit of the new initiatives must provide the
needed satisfaction and motivation to all ART service providers to maintain
their hard work in seeing the impact made in the lives of the citizens of
Ghana towards a future generation free of AIDS.

Kwaku Agyemang Manu
Hon. Minister of Health
Republic of Ghana

10
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ABC Abacavir
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ARVS Antiretroviral
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DRV/r Darunavir boosted with ritonavir
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HBV Hepatitis B virus
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GUIDELINES FOR ANTIRETROVIRAL THERAPY IN GHANA 11



LIST OF ACRONYMS

LPV Lopinavir
LPV/r Lopinavir boosted with ritonavir
MOH Ministry of Health
NACP National HIV/AIDS/ STI Control Programme
NFV Nelfinavir
NGO Non-Governmental Organisation
NNRTI Non-Nucleoside Reverse Transcriptase nhibitor
NtRTI Nucleotide Reverse Transcriptase Inhibitor
NRTI Nucleoside Reverse Transcriptase Inhibitor
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PCR Polymerase Chain Reaction
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PLHIV People Living with HIV
PMTCT Prevention of Mother- to- Child- Transmission
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STI Sexually Transmitted Infection
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START Support Treatment and Antiretroviral Therapy
3TC Lamivudine
12
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CHAPTER 1

PREAMBLE

1.2 INTRODUCTION

The first case of AIDS was reported in Ghana in 1986, since then there was
a rise in prevalence till 2009 when it started declining. Between 2009 and
2012, Ghana tripled its coverage of antiretroviral medicines for pregnant
women living with HIV, resulting in a 76% reduction in the number of new
HIV infections among children — the highest reduction observed among
the countries with a high burden of pregnant women living with HIV.
The lineartrend analysis forthe ANC prevalence since then shows a declining
epidemic stabilizing below 2%. HIV prevalence in Antenatal care clients in
2015 was 1.8%. This ranges from 1.2% in the Northern region to 3.2% in the
Greater Accra region. The Ghana Demographic and Health Survey (GDHS
2014) estimates prevalence among the general population as 2.0%. The
overall national prevalence for 2015 is estimated at 1.6%6. In 2015 there was
an estimated 274,562 Persons Living with HIV, 6.8% are children below 15
years and 56.3% are women. Based on the 2015 National HIV Prevalence
and AIDS Estimates & Projections Report, HIV population is projected to
decline from 274,562 in 2015 to 264,660 in 2020.

Antiretroviral Therapy (ART) has been available in Ghana since 2003.The
response to the epidemic included priority interventions which initially
focused on promotion of safe sex, condom use, improved management
of STls, safe blood transfusion, infection prevention and control, nursing/
clinical care and counselling, home based care and Prevention of Mother-
To-Child Transmission (PMTCT). These interventions were geared towards
reducing the number of new infections and improving the quality of life of
Persons Living with HIV (PLHIV). The provision of Antiretroviral Therapy in
the health care system started in 2003 at two pilot sites in the Manya Krobo
district. The number of treatment sites has increased from 2 in 2003 to 175 in
2013 and 197 as at end of 2015.

62015 National HIV Prevalence and AIDS Estimates & Projections Report
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The cumulative number of people with HIV infection initiated on ART as at
December 2013 was 75,762 and 119,600 by end of 2015. The expansion of
ART services has contributed significantly to the reduction of HIV-related
morbidity and mortality. Ghana has adopted newly published 2015 WHO
guidelines on ART with specific strategy to test and treat all HIV positive
clients irrespective of CD4 count and WHO clinical stage criteria and monitor
clients with viral load testing.

The current National HIV Strategic Plan and Health Sector Strategic
framework 2016-2020 has a goal of enrolling at least go% of persons living
with HIV on ART and achieve viral load suppression in 9o% by 2020 in
accordance with new UNAIDS go/90/9o targets.

Antiretroviral therapy is a lifelong activity and distinctive strategies are
necessary to ensure its effectiveness and prevent development of drug
resistance.

1.2 HIV CARE SERVICES IN GHANA

HIV care servicesis a comprehensive care package thatincludes the provision
of HIV Testing Services, Prevention of Mother to Child Transmission (HTS/
PMTCT), ART, treatment of Opportunistic Infections (Ol) and management
of Sexually Transmitted Infections (STI). The package also provides the
opportunity for Post-Exposure Prophylaxis (PEP). These services are
available at all levels of the health delivery system and are supported by
Community-based and civil society organisations who provide community
mobilisation, risk communication, linkage to care and psychosocial support
services.

To ensure the standardisation and quality of care for PLHIV, guidelines
and manuals have been developed to guide service delivery. The following
documents for HIV treatment, care and support are to be used as
complementary documents to this one:

1. National HIV and AIDS Strategic Plan 2016-2020, Ghana AIDS
Commission, 2016.
Health Sector Strategic Framework for HIV and AIDS, MOH/GHS, 2016.
National Guidelines for Prevention of Mother To Child Transmission of
HIV in Ghana’, MOH/GHS, 2015

4. HIV Drug Resistance Plan 2014-2018.

5. National HIV/AIDS and STI Policy. Ghana AIDS Commission. February
2013.
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10.

11.

12.

13.

14.

15.

Sexually transmitted Infections, Guidelines for Management. MOH/
GHS, February 2013.

Guidelines for the Management of Opportunistic Infections and other
Related HIV Diseases’. MOH/GHS

National Guidelines for the Development and implementation of HIV
Counselling and Testing in Ghana, MOH

Antiretroviral (ARVS) Drugs Logistics Management Information System
Guidelines. MOH/GHS, 200g9.

NACP Logistics Management Information System, E-LMIS version 1.0
Manual, Ghana Health Service January 2009.

Logistics Management of Public Sector Health Commaodities in Ghana,
SOPs, MOH/GHS, 2010.

Manual on Nursing Care for People Living with HIV/AIDS, MOH/GHS
mplementation of TB/HIV Collaborative Activities in Ghana: Joint
Programme Planning Policy and guidelines’. Ghana Health Service,
March 2014.

Guidelines on Nutritional Care and support for People living with HIV
and AIDS, Ghana Health Service, 2006.

Accreditation for Antiretroviral Therapy in Ghana: National Guidelines
and Site Assessment Ghana Health Service. 2006.

In addition, requisite procedures and structures are in place to provide an
enabling environment for the effective management of ART. There are also
polices governing ARVS procurement and administration. These include:

(o]
(o]
(o]

The Supply Chain Master Plan

The National Quantification Guidelines for Health Commaodities
National accreditation criteria for ART to ensure all sites and staff
providing ART are accredited

A Policy directive on importation, sale and distribution of Antiretroviral
Drugs

Technical Working Group on ART to provide technical advice on ART
and provide direction for the scale up of ART in Ghana

The establishment of ART sites in Ghana has followed the following process:

o Assessment and accreditation of sites

Provision of guidelines and protocols to standardise treatment
Training of all cadres of staff in ART and other support services
Provision of adequate basic equipment and infrastructure
Strengthening monitoring and evaluation systems (Logistics
Management and Health Information System)

o Procurement of Logistics and Consumables

O O O O
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The current ART regimen outlined in this document is recommended for
the treatment of all PLHIV in Ghana. Ghana uses triple combination of
Antiretrovirals (Highly Active Antiretroviral Therapy). No mono or dual
therapy shall be used in the treatment of PLHIV. ART in Ghana is free to all
clients with valid National Health Insurance cover (NHIS), however absence
of an NHIS card shall not be a barrier to treatment.

The National AIDS/STI Control programme is funded by the Government of
Ghana with support from the Global Fund, US Government, Joint UN Team
on AIDS and other development and corporate partners. This support is
in the form of technical assistance, capacity building, and procurement of
medicines, equipment, diagnostics and other logistics.

In order to ensure continuity of supply, assure the quality of formulations
and minimise wastage, leakage, abuse and the development of drug
resistance, the Ministry of Health has been mandated as the sole agency
for the importation, and distribution of HIV and AIDS medicines and other
related commodities in Ghana.

1.3 PURPOSE

The purpose of this document is to provide guidelines for use by care The
purpose of this document is to provide guidelines for use by care providers
within the continuum of HIV prevention, treatment and care for all age
groups and populations in Ghana.

1.4 OBJECTIVES

The objectives of this document are:
To provide updated guidelines for ART based on current evidence.
To standardize the provision of ART in-country
To provide guidance on monitoring of ART — clinical, laboratory and
adherence.
To provide guidance on provision of comprehensive care and counselling
in ART.
To provide direction on procurement, logistics management and
information on HIV and AIDS Commodities.
To provide guidance on the documentation and reporting of key ART
indicators.

16
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CHAPTER 2

ANTIRETROVIRAL THERAPY IN ADULTS

2.1 INTRODUCTION

The proven effectiveness of Antiretroviral medications (ARVS), the
simplicity or complexity of the regimen, the need for careful monitoring and
adherence to therapy were considered in the formulation of ART regimen
outlined in this guideline.

It is essential that specific services and facilities be in place before
considering the introduction of ART into any health care setting. Sites
shall undergo assessment, and be assisted to meet a set national criteria
before accreditation to provide ART is given. However, accreditation may be
suspended or withdrawn if a facility consistently fails to adhere to national
standards.

The management of PLHIV is best achieved using a multidisciplinary team
approach. The team should ideally comprise the following categories of
individuals;

Clinician/Prescriber

Nurse

Pharmacy staff

Counsellor
Nutritionist/dietician

Social worker

Laboratory staff

Psychosocial support provider

The provision of comprehensive HIV care and the administering of ART aim

at attaining the following goals:

a. The suppression of HIV replication, as reflected inplasma HIV
concentration, to as low as possible and for as long as possible

7See National Assessment and Accreditation guidelines for Antiretroviral Therapy delivery
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b. The enhancement or preservation of the immunefunction (CD4
restoration), thereby preventing or delayingthe clinical progression of
HIV disease

c. Improvement in quality of life

d. Reduction in HIV related morbidity and mortality

e. Promotion of growth and neurological development in children.

2.2 INITIATION OF ANTIRETROVIRAL THERAPY

HIV infection is a chronic condition that requires lifelong therapy. It is
therefore important that the team should ascertain that the client is
willing, ready and able to sustain therapy as interruption of treatment
will be detrimental to the health of the client. Interruption could lead to
development of drug resistance and increase the likelihood of transmission
of a resistant virus which would have further public health implications (see
Counselling in chapter 7).

A comprehensive medical and social history, a complete physical
examination and laboratory evaluation are required before ART can be
initiated. This is aimed at:

Confirming HIV infection-

Identifying past HIV related illnesses -

Identifying current HIV related ilinesses requiring treatment-
Identifying co-existing medical conditions and pregnancy. This may
influence the choice of therapy:-

Assessing nutritional status-

Assessing capacity to adhere to treatment.

Assessing clinical stage and CD4 count for decisions on Co-trimoxazole
prophylaxis

Where a client is found to have any opportunistic infection, it should be
treated and ART initiated when the client is stabilised.

2.3 INITIATION CRITERIA

2.3.1 INCLUSION CRITERIA

ART should be given to all confirmed HIV positive clients regardless of WHO
clinical stage and at any CD4 cell count. As a priority, ART should be initiated
in all adults with severe or advanced HIV clinical disease (WHO clinical stage
3 or 4) and adults with CD4 count < 350 cells/mm3

18
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2.3.2 CRITICAL ISSUES TO ADDRESS PRIORTO INITIATION

ART should be given to all confirmed HIV positive clients regardless of WHO
clinical stage and at any CD4 cell count. As a priority, ART should be initiated
in all adults with severe or advanced HIV clinical disease (WHO clinical stage
3 or 4) and adults with CD4 count < 350 cells/mm?3

For Antiretroviral therapy to be successfully initiated and client maintained
on therapy, the following critical issues must be addressed:

1. Client motivation. - the client must show real interest andcommitment
before starting treatment. A client who is notmotivated to start
treatment must go through counsellinguntil motivation is established.

2. Non-completion of at least 2 sessions of pre-treatmentadherence
counselling.

NB: Discretion must be exercised in the case of pregnant women and
children to enable early initiation.

3. Client presents with severe hepatic (Liver Function Tests (LFT) > 5 times
the upper limit of normal) or end stage renal disease. Defer ART and
refer to physician/specialist to manage and then re-evaluate for ART
initiation when client improves.

4. Client cannot tolerate ART under any circumstance.

2.4 CLINICAL EVALUATION

A detailed clinical evaluation of the HIV-infected client is essential prior to
initiating ART. The aims of the evaluation are to:

Identify past HIV related illnesses-

Identify current HIV related illnesses that will require treatment.
Identify co-existingmedical conditionsand pregnancy thatmayinfluence
the choice of therapy:-

Assess the clinical stage of HIV infection.

This can be achieved by:
Taking a detailed medical and social history
Carrying out a complete physical examination
Conducting appropriate laboratory investigations.
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The Medical History should include:
Date of initial HIV diagnosis and type of HIV infection-
Current symptoms and concerns including a symptom screen for
tuberculosis (See Appendix 4 for TB screening algorithm) and Hepatitis
Band C-
Past Medical History including diagnosis of tuberculosis-
Drug history including treatment for TB and Hepatitis B-
Previous ARVS exposure-
Sexual history and past symptoms of STI-
Obstetrics and Gynaecological history including family planning-
Social history including family support systems and income.
History of drug use.

The physical examination should have the following components:

Client's weight and height
Skin- looking out for the following
o Herpes Zoster (old scars and new lesions)
Herpes simplex
Molluscum contangiosum
Kaposi‘s sarcoma
Pruritic Papular Dermatitis or Eruptions or Prurigo
Plane warts

O O O o0 o

Oropharyngeal mucosa

Candidiasis

Oral hairy Leukoplakia
Mouth ulcers

Kaposi sarcoma

O 0 O o

Lymphadenitis/lymphadenopathy

Respiratory and Cardiovascular system

Genito-urinary system

Gastrointestinal system

Anorectal area for discharge, ulcers, enlarged glands and growths
Nervous and musculo-skeletal systems including mentalstatus, motor
and sensory deficits-

Fundoscopy whenever possible for retinitis or papilloedema

Detailed examination of Genital Tract for discharge, ulcers, enlarged
glands and growths.
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2.5 LABORATORY EVALUATION

The reasons for investigations are:

w

Confirmation of HIV infection and type Initial laboratory evaluation
should provide:
Confirmation of HIV infection and type
v' Confirmatory HIV test (HIV1, HIV2, HIV1 and 2)
Viral load.
v" This test should be done at six months after initiation of ART,
one year and every year thereafter if client is virally suppressed at
less than 1000 viral copies/ml.
Whether female clients are pregnant.
The presence of opportunistic infectionss.The presence of co-morbid
diseases

Further information on the client’s baseline laboratory tests are as in the
Table 2.1 below. Within the context of Good Clinical Practice, these baseline
tests should not be a barrier to ART initiation. ART can be initiated while the
lab tests are done after ART. Where a lab test is essential to guide decision
for ART initiation, it must be secured by all means prior to ART initiation in
line with Good Clinical Practice Principles.

Haematological test Full blood count

Biochemical test e Blood Urea

e Electrolytes and Creatinine
e Liver Function tests
e  Fasting Blood Sugar
e Cholesterol and lipid profile

Routine examinations e Urinalysis (Urine R/E)
e Stool R/E
Respiratory examinations e TBscreening

e Gene Xpert
e Chest X-ray

Serological Test e Hepatitis B Surface antigen

Immunological test o (D4
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These tests are performed e Histology on skin and lymph
depending on signs and node biopsy
symptoms e Kidney biopsy

e Screening for STls

e Papsmear, HPV DNA

e Abdominal Ultrasound

2.6 RECOMMENDED ARVs AND ART REGIMEN

Table 2.2 below shows the recommended ARVS in Ghana.

TABLE 2.2: RECOMMENDED ARVS IN GHANA

Nucleoside ~ Nucleotide  Non - Protease Integrase
Reverse Reverse Nucleoside  Inhibitors  Strand
Transcriptase Transcriptase Reverse Transfer
Inhibitors Inhibitor Transcriptase Inhibitors
Inhibitors
(NRTI) (NtRTI) (NNRTI') (P1) (INSTI)
Zidovudine  Tenofovir Nevirapine  Ritonavir Dolutegravir
(AZT/ZDV)  (TDF) (NVP) boosted (DTG)
Lopinavir
(LPV/r)
Lamivudine Efavirenz Ritonavir Raltegravir
(3TC) (EFV) boosted (RAL)
Atazanavir
(ATV/r)
Abacavir Ritonavir
(ABQ) Boosted
Darunavir
(DRV/r)

Emtricitabine
(FTQ)
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Fixed dose combinations of these drugs are preferred to single dose
preparations because they improve adherence to treatment. In Ghana
the preferred formulations shall be the triple fixed dose forms. (See
details in Appendix 4)

Once daily regimen comprising a non-thymidine NRTI backbone
(TDF+FTC or TDF+3TC) and one NNRTI (EFV) shall remain the preferred
choice in adults and adolescents Once daily regimen comprising a non-
thymidine NRTI backbone (TDF+FTC or TDF+3TC) and one NNRTI (EFV)
shall remain the preferred choice in adults and adolescents.

Mono-therapy or dual-therapy (treatment with one or two drugs only) is
contraindicated for treatment of PLHIV.

Table 2.3 below shows the recommended drug combinations used
in Ghana. The second line regimen is used when there is evidence of
treatment failure with the first line regimen. This should be confirmed
by viral load monitoring. Dosages of the regimen will be found in drug
information attached in Appendix 4. A third line therapy is recommended
for those who have failed second line treatment. Baseline investigation
for such clients should include viral load and drug resistance testing.
(Refer to Section 2.9.2)

2.6.1: FIRST LINE DRUGS
TABLE 2.3: FIRST LINE ART REGIMEN

og—— [Cawion | Commens |

Preferred Regimen

Tenofovir Caution with Monitor renal function
+ Tenofovir in including urinalysis
Lamivudine (or renal dysfunction

Emtricitabine) +

Efavirenz

Alternative Regimen

Tenofovir Caution with Monitor renal function
+ Tenofovirinrenal including urinalysis ABC
Lamivudine (or dysfunction can replace TDF in renal
Emtricitabine) + impairment.
Nevirapine
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Zidovudine

o

Lamivudine (or
Emtricitabine) +
Efavirenz

Zidovudine

o

Lamivudine (or
Emtricitabine) +
Nevirapine

Nevirapine (NVP)
is contraindicated
in liver
dysfunction

and NVP
hypersensitivity

Zidovudine is
contraindicated
in severe anaemia

Zidovudine is
contraindicated
in severe anaemia

Nevirapine is
contraindicated
in liver
dysfunction

and NVP
hypersensitivity

Stop NVP if client

develops jaundice or severe
rashes and call for

advice or refer for further
management.

Tenofovir to be used where

Hb is < 8g/dl or drops > 25%
from the baseline value in a

client on Zidovudine

Use ABC if client not eligible
for TDF or ZDV

Tenofovir to be used where
Hb is < 8g/dl or drops > 25%
from the baseline value in a
client on Zidovudine

Use ABC if client not eligible
for TDF or ZDV
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2.6.2: SECOND LINE DRUGS

TABLE 2.4 SECOND LINE ART REGIMEN

Zidovudine

+

Lamivudine (or
Emtricitabine)
+

Lopinavir/r (or
Atazanavir/r)

First Alternative

Second Alternative Tenofovir
+
Lamivudine (or
Emtricitabine)
+
Lopinavir/r (or
Atazanavir/r)

2.6.3: THIRD LINE REGIMEN

Table 2.5 THIRD LINE ART REGIMEN

If Tenofovir-based first
line.

If Lopinavir/r was used
for HIV-2 in first line, use
Atazanavir/r

If Zidovudine- based
first line.

Consider Abacavir
if client has used
both Tenofovir and
Zidovudine

First Alternative Darunavir/r

+Dolutegravir (or
Raltegravir + 1 or 2

NRTI

Second Alternative DRV/r +2NRTIs

+NNRTI

Darunavir/r (DRV/r)
must be taken with food
Dolutegravir (DTG) &
Raltegravir Alternative

(RAL) can be taken with
or without food

Darunavir/r must be
taken with food In PI-
experienced Alternative
patients DRV/r should be
given BID.
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2.7: SPECIAL CONDITIONS

The recommended regimen shall be amended in the conditions listed in
Table 2.6 below.

TABLE 2.6: RECOMMENDATIONS FOR SPECIAL CONDITIONS

Recommendation Comments

Dual HIV-1 and Tenofovir (TDF (or Due to the
HIV -2 or HIV-2 Zidovudine ineffectiveness of
infections (AZT) + Lamivudine non-nucleoside
(3TC) (or drugs (Nevirapine
Emtricitabine ( and Efavirenz) in
FTC)) + Lopinavir/ HIV-2 infection,
ritonavir (LPV/r) combination of
or Atazanavir/ nucleosides and
ritonavir (ATV/r) protease inhibitors
such as LPV/ror
ATV/r should be
used.
Patient co-infected ~ AZT+TDF+3TC+LPV/r TDF and 3TC needed
with Hepatitis B for HBV treatment.

and failing 1st line

2.7.1: RECOMMENDATIONS FOR ANTIRETROVIRAL THERAPY IN
CLIENTS WITH TUBERCULOSIS

All HIV positive clients with TB shall be treated in accordance with the
National Tuberculosis Programme Guidelines. (See Guidelines for Clinical
Management of TB and HIV co-infection in Ghana). The regimen consists of
initiation phase of Rifampicin, Isoniazid, Pyrazinamide and Ethambutol for 2
months and a continuation phase of Rifampicin and Isoniazid for 4 months.
In the treatment of tuberculosis some important interactions should be
considered. Rifampicin, Pls and NNRTIs are metabolised by the same liver
enzyme system (cytochrome P450). Thus, Rifampicin, which stimulates the
enzyme, can lead to a reduction in the blood levels of the Pls and NNRTIs.
Pls and NNRTIs may also inhibit or enhance this enzyme system to different
extents and can lead to altered blood levels of Rifampicin. These drug-drug
interactions may result in ineffective antiretroviral or anti-tuberculous
therapy or drug toxicity.
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To reduce the effect of drug-drug interactions, the following options must
be followed in the treatment of HIV positive clients with TB coinfection:

2.7.2 CLIENTS NOT ON ART

1. Start ART in all HIV/TB co-infected individuals. The ART must be
started as soon as practicable within two weeks but not later than
8 weeks of starting TB treatment.

2. In clients with MDR TB and HIV co-infection ART is the same as
above.

2.7.3 CLIENTS ALREADY ON ART

1. Maintain client on ART, but replace Nevirapine with Efavirenz if
client was on Nevirapine.
2. Start TB treatment as soon as possible.

NB: Where EFV is contraindicated or not tolerated, use AZT+3TC+ABC or
AZT+3TC+TDF (triple nukes) for the duration of TB treatment and revert to
standard first line after completion.

2.8 DRUG INTERACTIONS

Drug interactions may occur between any medications an individual
takes. For a PLHIV, drugs may be taken for prophylaxis and treatment
of opportunistic infections, and diseases. Drug interactions may occur
between:

o Different antiretroviral drugs.

o Medicines used for the management of Opportunistic Infections
and Antiretroviral drugs

o Prescription and non-prescription medication or alternative
medicine

o Between medicines and food

o Certain recreational drugs and prescribed medications

Some important drug interactions:

o Trimethoprim-sulfamethoxazole, ganciclovir, acyclovir and
hydroxyurea can have potentially additive haematologic toxicity
when given together with Zidovudine. Careful haematologic
monitoring is necessary.

o Dapsone may lead to additive neurotoxicity with Zidovudine
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o Ketoconazole and Fluconazole may inhibit the metabolism of
Protease Inhibitors and may result in Pl toxicity.

2.9 MANAGEMENT OF OPPORTUNISTIC INFECTIONS

This should follow established protocols for the management of
opportunistic infections. (See Guidelines for Management of Opportunistic
infections and other related diseases). Opportunistic infections need to be
treated as much as possible before the initiation of ART.

2.20 MONITORING

2.10.1 CLINICAL MONITORING

Clients on ART should be closely followed-up to assess adherence to therapy
as well as tolerance and efficacy of the treatment. Regular laboratory
monitoring after start of ART is necessary to identify side effects, toxicity,
viral suppression and drug resistance. Intensive follow up should be done
in the first few weeks of management. Management of the PLHIV should
be a team approach between the clinician, nurse, counsellor, pharmacist,
laboratory personnel, any other service provider and confidante who will
support the client with his/her management. The client should be seen a few
days (not more than 14 days) after initiation of therapy. After the first few
weeks, follow up can be at monthly intervals for the first 3 months, then at
intervals of 2—3 months as necessary and later adjusted to fit a differentiated
care approach.

2.10.1.1 MONITORING OF ADHERENCE

Adherence to ART is essential and more than 95% adherence is required
for effectiveness of therapy. To improve adherence, the initial counselling
sessions should be comprehensive and should result in well informed
decisions and commitment by the client. Disclosure to and the use of
adherence monitors has been found to be effective in improving adherence.
In addition, there should be available information and a committed
supporting medical team. Adherence to treatment should be discussed in-
depth at each follow-up visit.
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2.10.1.1.1 MEASUREMENT OF ADHERENCE

Adherence should be monitored using one of the following methods:
e Self-reports
e  Pill counts
e Pharmacy records

2.10.1.2 MONITORING OF ADVERSE EFFECTS

Causes of any new symptoms and signs should be identified after initiation
of ART. New symptoms may be due to,
Intercurrent illnesses
Adverse reactions to antiretroviral drugs and other drugs
Opportunistic infections becoming clinically apparent as a result
of immune reconstitution.

Where opportunistic infections become clinically apparent as a result of
immune reconstitution syndrome, these need to be diagnosed and treated.
Clients should be observed at each clinic visit for opportunistic infections
and screened for TB at every visit. Where opportunistic infections become
clinically apparent as a result of immune reconstitution syndrome (IRS),
these need to be diagnosed and treated. Clients should be observed at each
clinic visit for opportunistic infections and screened for TB at every visit.

Adverse effects of drugs should be explained to clients and appropriate
measures taken. Antiretroviral agents are responsible for a broad range of
adverse effects from low grade self-limiting to life-threatening complications
of side-effects. Differentiating between sometimes HIV disease and
ART toxicity is difficult. Alternative explanations for a client’s presenting
symptoms should be considered before it is concluded that toxicity is ART-
related. Regardless of their severity, adverse events may affect adherence
to therapy. Drug toxicity refers to the inability of the client to tolerate the
side effects of the medication and/or significant organ dysfunction as in
Tables 2.6 and 2.7 above .

A proactive approach to managing toxicity is recommended. Ancillary
laboratory tests should be done to confirm adverse effects such as anaemia,
neutropenia among others (see laboratory monitoring).
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TABLE 2.6 COMMON ARV TOXICITIES

HAEMATOLOGICAL
TOXICITY

MITOCHONDRIAL
DYSFUNCTION

RENAL TOXICITY

OTHER METABOLIC
ABNORMALITIES

ALLERGIC REACTIONS

HEPATICTOXICITY

MUSCULARTOXICITY

Drug-induced bone marrow suppression,
most commonly seen with AZT (anaemia,
neutropenia).

Primarily seen with the NRTI drugs,
including lactic acidosis, hepatic toxicity,
pancreatitis, peripheral neuropathy,
lipoatrophy, myopathy.

Renal tubular dysfunction is associated
with Tenofovir (TDF). ATV/r can also cause
nephrolithiasis.

More common with Pls. Include
hyperlipidaemia, fat accumulation, insulin
resistance, diabetes and osteopenia.
Lipodystrophy is also associated with
Zidovudine. The risk of cardiovascular
events with Abacavir (ABC) is still
debatable.

Skin rashes and hypersensitivity
reactions, more common with the NNRTI
drugs but also seen with certain NRTI
drugs, such as ABC and some Pls.

Liver enzyme elevation with DTG
especially in patients with HBV or HCV co-
infection. DRV/r also causes liver enzyme
elevation

Muscle weakness and sometimes
rhabdomyolysis seen with RAL

8See Appendix 3 for table on drug interactions
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GRADE SEVERITY ACTION

1

Mild

Moderate

Severe

Severe
Life-Threatening

Transient or mild discomfort: no
limitation in activity; no medical
intervention/therapy required

Limitation in activity- some
assistance may be needed;
minimal or no medical intervention
required

Marked limitation in activity-
some assistance usually required;
medical intervention/therapy
required- Hospitalization possible

Extreme limitation in activity -
significant assistance required;
significant medical intervention/
therapy required; hospitalization
and home-based care

2.10.1.2.1 GUIDING PRINCIPLES IN THE MANAGEMENT OF

ARVS ADVERSE EVENTS.

1. Evaluate concurrent medications and establish whether the toxicity is
attributable to an ARVS drug or to a non-ARVS medication taken at the

same time.

2. Consider other disease processes (e.g. viral hepatitis in an individual on
ARVS drugs who develops jaundice) because not all problems that arise
during treatment are caused by ARVS drugs.

3. Manage the adverse event according to severity:

(o]

Grade 4 (severe life-threatening reactions): Immediately
discontinue all ARVS drugs, manage the medical event
(i.e.symptomatic and supportive therapy) and reintroduce ARVS
drugs using a modified regimen (i.e. with an ARVS substitution for
the offending drug) when the client is stabilized.
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o Grade 3 (severe reactions): Substitute the offending drug without
stopping ART.

o Grade 2 (moderate reactions): Consider continuation of ART as
long as feasible. If the client does not improve on symptomatic
therapy, consider single-drug substitutions.

o Grade1 (mild reactions) are bothersome but do not require
changes in therapy.

4. Stress the maintenance of adherence despite toxicity for mild and
moderate reactions.

5. Ifthereisaneed todiscontinue ART because of life threatening toxicity,
all ARVS drugs should be stopped until the client is stabilized.

2.10.1.3 MONITORING OF EFFICACY

Indicators for improvement in the client’s condition are:
e Gainin body weight
e Decrease in frequency or severity of opportunistic infections
e Increase in CD4 count
e Improvement in full blood counts
e Sustained suppression of viral load

2.10.2 LABORATORY MONITORING

Regular laboratory monitoring after start of ART is necessary to identify
side effects, toxicity, viral suppression and drug resistance of the client. HIV
viral load testing and CD4 counts shall be done at 6 months, at 12 months
after initiation, and every 12 months thereafter. It provides evidence of the
virological response to therapy. In a case of suspected failure, viral load must
be done earlier. TB screening should be done at each visit to the clinic using
the TB screening algorithm (appendix 7). Clients with a positive screening
test must be evaluated for active TB disease.

The following ancillary tests should be done at 6 month intervals at
least:

e Full blood count (clients on Zidovudine may require frequent Hb
monitoring)

e UrineR/E

e  Fasting Blood Sugar and Lipid profile (if the client is on PlIs)
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e BUE and Creatinine
e Liverfunction tests (ALT, AST)
(See Guidelines for Viral Load Monitoring at Appendix 8)

2.11 INTERRUPTION OF THERAPY

Interruptionoftherapyreferstothetemporary orpermanent discontinuation
of all drugs at the same time. The administration of one or two drugs only
should not be done for any reason as this may result in the development of
resistant viruses. Interruption oftherapy should be done by the clinician in
consultation with the client under the following circumstances:

e Intolerable side effects
e Severe drug interactions
e  Pooradherence

2.12 CRITERIA FOR CHANGING THERAPY

The physician in consultation with the other team members and the client
may change antiretroviral therapy under the following circumstances:

e Drug toxicity
e  Treatment Failure

2.12.1 TREATMENT FAILURE

This can be defined clinically by disease progression, immunologically by a
decrease in CD4 count or virologically by an increase in viral load. Treatment
failure may occur soon after initiation as may be in a case of transmitted
resistance viruses or may occur sometime after treatment.

o Virologic failure is defined as plasma HIV RNA >1000 copies/ml 6
months after initiating therapy in persons that are adherent to ART.
This should be confirmed with a repeat test at 3 to 6 months before a
switch to second line. For details on management of failure see Viral
Load Monitoring guidelines (Appendix 8).

o Clinical failure is the occurrence of new opportunistic infection or
malignancy signifying clinical disease progression, the recurrence of
prior opportunistic infection or onset/ recurrence of WHO stage 3 or 4
conditions. Note: under no circumstances should a client be switched
to second line based solely on clinical failure.
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The main reasons for treatment failure are;

Poor prescribing practices

Poor adherence

Pre-existing viral drug resistance
Insufficient drug levels (serum and cellular)
Insufficient ARVS potency

Unreliable drug supply.

oupw e

2.13 REFERRALS AND LINKAGES

ART is only a part of the continuum of care in the comprehensive care
package for PLHIV. Strong linkages within and outside the health system
with other providers of care and support will further strengthen the effective
management of clients. ART sites should services such Opportunistic have
linkages with other comprehensive care as HTC, eMTCT, DOTS Centres,
Management of Infections, Nutritional Support, Home Based Care and Care
for OrphansVulnerable Children and, Psychosocial Support and STl services.

Referrals should follow the normal and in addition there should be
stakeholders such as those in the health system channels networking with
other community e.g. PLHIV associations, Models of Hope, Home Based
Care providers, Social workers and Legal Workers.

ART sites should form linkages with one another to facilitate referral and
exchange of information and resources.
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CHAPTER 3

ARVS IN CHILDREN (<10 YEARS) AND ADOLESCENTS (10-19 YEARS)

3.2 INTRODUCTION

There are peculiar considerations regarding the pathogenesis of Human
Immunodeficiency Virus (HIV) infection, as well as the virologic and
immunologic principles underlying the use of antiretroviral therapy in
infants and children infected with HIV. These considerations include:

e Mother-to-child transmission of HIV to the infant with or without
maternal exposure to ARVS

e In-utero and perinatal exposure to antiretroviral medication in
some infected children either through maternal ART or infant ARVS
prophylaxis

e Differences in diagnostic evaluation in perinatal infection

e Differences in immunologic markers (i.e. CD4+ T cell count) in young
children

e Changesin pharmacokinetic parameters with age due to the continuing
development and maturation of organ systems involved in drug
metabolism and clearance

e Differences in the clinical and virologic manifestations of perinatal HIV
infection in growing, immunologically immature persons resulting in
rapid progression of disease in some children

e Special considerations associated with adherence to treatment Infant
feeding and nutritional challenges

3.2 DIAGNOSIS OF HIV INFECTION

High mortality in the first year of life among untreated infants infectedwith
HIV makes it imperative for the prioritization of early infant diagnosis (EID),
as this would make it possible for early identification and rapid initiation of
ART. This would significantly enhance survival.

HIV infectionininfants is only definitively confirmed with nucleic acid testing
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(NAT) technologies to confirm presence of the virus due to the persistence
of maternal HIV antibody up to 18 months of age. Using HIV NAT for EID
should facilitate early detection of HIV infected infants among all exposed
babies for treatment initiation. NAT should be offered at the 3rd or 7th day
routine post-partum visit. Routine virologic testing of all HIV exposed infants
should be conducted at 6 weeks post-partum.

In case virologic tests are not available , exposed children must be tested
serologically at 18 months. Serological assays can be used to diagnose HIV
in children older than 18 months.

Infants who are still breastfeeding and therefore remain at risk for HIV
acquisition will require an age-appropriate testing strategy at the end of the
breastfeeding period to definitively exclude HIV infection and determine
final HIV status. In all cases, it is important for clinicians to have high index
of suspicion to clinically detect children who have HIV and initiate early
management to improve survival.

Allinfants and children with signs or symptoms suggestive of HIV infection
and with other severe illness needing admission (including all cases of
failure to thrive, severe malnutrition and TB diagnosis) should undergo HIV
testing according to national guidelines. In addition all siblings of children
diagnosed as being HIV positive and all children of HIV positive parents
should be tested.

It should be noted that breastfed infants are at risk of HIV infection from
an HIV infected mother during the entire period of breastfeeding, and
a negative virologic or antibody test at a single point in time does not
preclude the child from becoming infected at a later time if breastfeeding is
continued. Maintaining mothers on ART during the period of breast feeding
is effective in significantly decreasing the risk of HIV transmission.

The guidelines for HIV diagnosis in children using clinical and testing criteria,
specifically including AIDS defining conditions are shown in Table 3.1 below:
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TABLE 3.1: CRITERIA FOR DIAGNOSING HIV INFECTION IN CHILDREN

A child is said to be HIV positive if the following criteria are met:

1. A child < 18 months who is HIV antibody-positive or born to HIV
positive mother:

And

.HIV DNA positive by PCR (done at 6 weeks of age or 6 weeks after
cessation of breastfeeding)

2. A child < 18 months who is HIV antibody-positive:

and

-‘who meets the clinical criteria for AIDS diagnosis based on the WHO
staging system for a presumptive diagnosis of AIDS

(see appendix 2) and/or

.CD4% < 25% (CD4 750 cells/mm3)

Note: Confirm HIV infection with DNA PCR as soon as practicable or at
18 months with HIV antibody test.

3. A child >18 months who is HIV antibody-positive

NB: Always record the HIV type (HIV 1, HIV 2 or HIV 1& 2) for treatment
decision making.

3.3 INITIATION CRITERIA

3.3.12 INCLUSION CRITERIA

1. All children who have been confirmed HIV positive are eligible for
ART initiation provided all critical issues listed below have been
addressed. A child with an acute opportunistic infection must be
stabilized in accordance with good medical practice before the initiation
of ART. The table below shows the initiation criteria.
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TABLE 3.2 INCLUSION CRITERIA FOR ART

Age HIV Diagnostic Testing | Treatment Recommendation

<18 months DNA PCR not available  Treat if WHO Paediatric

HIV antibody sero- Presumptive Stage 4
positive disease. (Refer Appendix
2B).

However, repeat HIV
antibody test at 18 months
or request a virologic test as
soon as it becomes available
to confirm infection

Positive HIV DNAPCR  Treat

18 months HIV antibody positive  Treat
to 18 years

3.3.2 CRITICAL ISSUES TO ADDRESS PRIORTO INITIATION

For Antiretroviral therapy to be successfully initiated and child maintained
on therapy, the following critical issues must be addressed:

Opportunistic infections identified and treated.

Lack of parental or guardian motivation or when they are in denial
Treatment potentially not sustainable

Caregiver or guardian not completed pre-treatment adherence
counselling

Lack of a reliable caregiver

Patient presents with end stage hepatic or renal insufficiency (ART
deferred and child referred for specialist care)

sPWwoN PR

own

3.4 CLINICAL EVALUATION

A detailed clinical evaluation is essential prior to initiating ART.
The aims of evaluation of the HIV-infected child are to:

e Confirm HIV infection

e Assess the clinical staging of HIV infection

e Identify past HIV related illnesses
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e Identify current HIV related illnesses that will require treatment

e Identify co-existing medical conditions that may influence the
choice of therapy

e Documents past ARVS treatment/prophylaxis experiance as it
may influence choice of therapy

These can be achieved by:
e Taking a detailed medical and social history
e Carrying out a complete physical examination and Appropriate
laboratory investigations.

The Medical History should include:
e Date of initial HIV diagnosis and type of testing done
e Current symptoms and concerns
e Immunization history
e  Birth and neuro-developmental history
e Nutritional history
e Child’s drug (including ARVS for PMTCT) history
e History of TB or contact with a TB patient (mother especially
*  Mother’s pregnancy and drug (including ARVS) history
e HIV status siblings

Examination should include:
e Weight
e Height
e Weight for height Z-score
e Head circumference
e Mid-Upper Arm Circumference in children 6 months to 5 years of
age

(For further details of the clinical evaluation see chapter 2)

3.5 LABORATORY EVALUATION

The reasons for investigation are to:
e Determine patient’s general state of health
e Determine the presence or absence of opportunistic infections
e Determine the immunological Stage of HIV infection
e Viral load monitoring

(For details of the laboratory evaluation see chapter 2)
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3.6 RECOMMENDED TREATMENT REGIMEN

Treatment regimen in children shall be similar to adult regimen. Only
triple therapy shall be utilized and shall consist of:

2 NRTI plus 1 NNRTI

2NRTI plus 1 boosted Pl

2NRTI plus 1 INSTI

3.6.1 FIRST LINE REGIMEN

The first line drugs for Ghana are indicated in the table below.
TABLE 3.3: RECOMMENDED FIRST LINE COMBINATIONS

(a)ART REGIMEN FOR CHILDREN LESS THAN 3YEARS

Zidovudine Zidovudine is Replace Zidovudine
+ contraindicated in: severe with Abacavir
Lamivudine anaemia (Hb < 8gm/dl) Replace Nevirapine
(or with Lopinavir/r
Emtricitabine)  Nevirapine is

+ contraindicated in: Liver

Nevirapine dysfunction Hypersensitivity

Alternative Regimen

Abacavir Abacavir is contraindicated Replace Abacavir with
+ in Abacavir hypersensitivity Zidovudine
Lamivudine Replace Nevirapine
(or Nevirapine is with Lopinavir/r
Emtricitabine)  contraindicated in: Liver

+ dysfunction Hypersensitivity

Nevirapine
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(b)ART REGIMEN FOR CHILDREN 3YEARS TO LESSTHAN 10 YEARS

Preferred Regimen

Tenofovir

+

Lamivudine (or
Emtricitabine)
o

Efavirenz

Abacavir

o

Lamivudine (or
Emtricitabine)
+

Efavirenz

Abacavir

+

Lamivudine (or
Emtricitabine)
o

Nevirapine

Zidovudine

+

Lamivudine
(Emtricitabine)
o

Efavirenz

Zidovudine

+

Lamivudine (or
Emtricitabine)
+

Nevirapine

Tenofovir is contraindicated
in renal impairment

Efavirenz is contraindicated
in Efavirenz-related
persistent CNS toxicity

Abacavir is contraindicated
in Abacavir hypersensitivity

Efavirenz is contraindicated
in EFV related Persistent
CNS toxicity

Abacavir is contraindicated
in Abacavir hypersensitivity

Nevirapine is
contraindicated in: Liver
dysfunction Hypersensitivity

Zidovudine is
contraindicated in: severe
anaemia (Hb < 8gmy/dl)

Efavirenz is contraindicated
in EFV related Persistent
CNS toxicity

Zidovudine is
contraindicated in: severe
anaemia (Hb < 8gm/dl)

Nevirapine is
contraindicated in: Liver
dysfunction Hypersensitivity

Give Tenofovir every
48 hours if Creatinine
Clearance is less than
soml/min

If Efavirenz-related
toxicity, replace with
Nevirapine

Replace Abacavir with
Zidovudine

Replace Efavirenz
with Nevirapine

Replace Abacavir with
Zidovudine

Replace Nevirapine
with Lopinavir/r

Replace Zidovudine
with Abacavir

Replace Efavirenz
with Nevirapine

Replace Zidovudine
with Tenofovir.

If Tenofovir is
contraindicated,
replace with Abacavir

Replace Nevirapine
with Efavirenz
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